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, ".~-.·'Oetm!HTS ant£'J£1.': Yo1u::lG$ 2.1.2.20-2.31, 1'gecember 2~ 1986; ,l': ..•.~,' ' .. ;,~"' 
" ":'". . . Yoll:r.::!$ ,3.1 .n~ 3.2, Jilnuary.1!. 1!IP'~.~ , ..:;';~f!~~·:'.::·:' 
'r-:~t, .',.; '11'1" CaoPl". w..O •• (HFii..a,S) is the medical offfce .. fo.. ,tftfs subllltssfon~ 
x .~':<~-,~~~ .~.' ",;' ~ ~ ~ .":.. - .' _', .' :, .~ .,'. .~ ~. 
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.f :'.1 _ :~:~/'~ ".." ,_'".' " , . 

;";;~~"~': ',:' a; ·n••·.DA contains OM contro11ed cl in1cll stqdl entitled, a, .,'. ." '.. . 
/.~~i!*~i. :~ ,:".cebo-c.fttrol1ed Trial to [valuat .. Azidot",.fCl1ne (AZT) in tht Tr....t i 

,j,::.: "';, Mull,n tmmunodef1d.ency Virus (KJV) Infections tn Patients with Atels Itl 
..~ . Com" •• (MC) Ind Acqu1 red Imune Deftciency S1l'"rome (AIDS).e· ',' 

" " • ~ :.. > ,"'" "::" ;: ". t'. ,~ 

I. J'Itfl stud, was terminated by ttle sponsor on the recomendattoa, 

'''plnd.I'' Alta 5.f.tl JionUor1ng Soard (DSft8) Md Men . 

,. spons.r.· Th. relson for the earl)' termi. "n
""""'"1:, t. IIOrtll1t, between the treatment troups, f •••• lS pl.cQo'-."


'. 'S. l/AZT ".atb b, September 11. 1926. (Se. MemqrlndUil to Dr. CooPtr. 
'.~<~ ...aber 26. 1 S86.) n.t this di fference was unexpected cln .... 


,,... ,Iat protccal. wherein the .y.'uation of eff1caCI.as addreSsed.'.' 

. .ntfvir.' .ffect. restorition of immune ..~spo~s••nd Ylrious speet 


...,",'.11 of .clinical status. "ortality waSftot ~nt1oned.. . . ,:'t' 

.~', :>r; ,! • I', ~ "'; 1 , 

·;I' ,,;_ ~ ,\"-~ --:~ ./. 'i _ ,'~, ~ - -' ~ , I - ~. - I, ;~~ .. , -. ' 

.....lt i.f tile .lrl.1 ter:mfnat1oft of the .tud1.,1!4 (89:) Of .. ' 

.ot· ,.-p'et. the pr.scribe. duration Of tre'l~nt. '. ,,' ·\:~~':f)i:' 
:'. . , ~ ~~~',~:::-

'1~~1~-~~:;". ~, "" ': . "'.'- ' ,,:-;:, ,,>:,~:;..;.,...:, :"~,.,~. ;'.. '" , '. ~"". ,,"OJ ':"\,:i~\~:...~'\o' ~';l\ -. ",? 1 ' 'Jr: ~,f.• ::' 

lb', .nro1,,,! pati.nts 'tOft 12 cent',.,_, The c!urlUoft 
"'. .",poted to b. t. weets. The dosage was 2~n mg ever1 foul" hOI" 

. J fj times ,.t" da,).., ' . .., 

'l:!?t~<nt' ,rotocol specified' dlff~rent 'fnclv,'1on c~f·t~rt.'·t~~ :ttie ' 
~,: . piti,,,t •• ' ".. tnt.nt was tf enter acfvanted ARC patients. ,IUlrlt1C111I1 7 .1t"'lIiR 

! tlot" ......... ItraUfted b)" ctiagnosts (1•••• AIDS or ~C)., R.·.......·"··,·· 
'1."t.1ft" ".' cent.r, .nd .• _.itMe cente .. , by bls.eltne. T.be~.p... 
COUftt. . ,... 'I••U" T,t Count was supposed ,to .. tlte average of .~... .' ~••",.,........ "1I .' ....tr') d.t.nal".t1oft•• ".ow,.... , ............ 


ud ,'rata ,-La.- if T4).,. less tflan 1000..:-Hfgh8 if> 14 WI' .",JIn.'ID",__.;"Mstd on tta..........f tfle two ' ...... fit~y dete"f~.tfofts. ", , 
'.I.tf"~"" ,llced tn'~. 14 str.t.. wMc":.id not corre..pond to ••" .. 
l$••1t••'t.'count. Alt!lou," fA a $&In nUIIN' of cases th,fs was th. _a••••

Iten.,.e,errot_ 1ft .ost ca~.s it WIS due to reason ,1ven .bo'e. . 
-' -1 
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~;..' 	 .·~~~·<~:,:r...-:F~~~~~.:;~~.~;:~. ;"'. "., :.>".:':~; -: : .. -: .~.. -'- .~ , . 

~'. k_\. '. .' '. :~2~. ~'_ ..--;'~~7~; -_~:-<~f~~i~~~:~~:C:':~;- ;:i: ',:
·'._.. / ".-, _~~,::,:~-;~ ':',~-) ~~....- ',">· 
"~ ,: - -..,~ . "," . ~"~"'" ':.". 	 ~ ......... ~ '-~":'"
t:- -.;., ~... . .,. .... ~ -,'''' "l:". , ...~. ",,:._ .... .... .,;.:.- :_'_'~~'~';" "..•. :.:. .... -....... --' • ",.-. • ~ _ • 

_,... ..' it .~-; • .. •• ,.-" .... ~ ...... .' .".. ..·.-.7::'·~'~;~..":"-:: - .--.~ . ". 
t. 	The "rila.r.)' effic3Cl yarfables were dC!ath and the occurrence of ., .': .,,;.,- .. ~. ,; . 

,i 
! . op;ortunfstfc 1nf'ecUons (015). _ Secondary eff1cacl variables .'ncluded the -. ~_-; 

,u;;.::~r of sy=tpto::ls. the S&.ii'll of symptc:\ scares. karnofst, perforaance status,' 
.; ._ ."i»ht and T4 cln count. . ~ ... ' .' .. ;.: ; ,." ;'~~'~7~"-'~:\'" 

.... ~~. ;,.• ;. -.-' ~. ....;.:... ' .• : ~ •... ~ *. -,. ~7::~ ;- ~ ;.: ,_. ~:"~"" :"'::_:~~~~:~~~r.:_.::~.:~~n~~,:-; >~ :',·f. 	 • _., 

',::;1. The stc:ty enrolled 281 patients (144 AZT, 137 placebo).', (The IDA usui"1 
. 

~...-..-. . 
:~ 

f 
gi~~: 2:2 fvr thJ n~~2r of p~t1ents. Fat1ent 1102 (AIT-ARC) was .1sta~enly 
dis~::!Hfhd aft~r fcur I!:,S of trQlt::il3nt and ..as then rea~li11tted as patient._.,.,
1nO savon w:e3ts lat:!r. The sponsor's mortality analyses exclude patient _:. '.. -' 
11eZ, An~ Ire based en 2Bl ~3tients. All their other anal,ses include patient 

...	1102. There ts some Justification for this since ,vents of interest. otber .:.~, ..::": ... , 
ttl;n l~ath. could have occurred to t~.:t person during the short Uma that he . -,
",as pat1tnt 1102. Hc\:;~ver, since mortalitl is tbe .ost important indicator of .• ,.-,', 

. ! 	 eff1c3:y 'n this study. and since there actua'ly were 281 dffferent patients.' '. _ 
enr:l1t;d. I 1m exclud1ng p:!t1ent 1102 in my sur..1Iary of the stu~y suAple.) .: 
Th:!1"l vere150 AIDS pct1ents (SS AZT, 7!' p'lcebo) and 121 AAC patients (Sf AZT.~:,' 
aild 6~ p'~cebc). The break~cwn bl diagnosh Ind baseltne T4 stratum for ·elch)'':~-·;.' .. 
tru!:;;znt'is ghen below.',. ...,.;. . '. . - ';:. '.' ...... . :"'.;.- " .. 

• ' .••.. ~,- -	 ~ ...• _" / ••.:. :';: •. ,,::.:~ __ '_._ '"~,,:~~~~~.•,. ~'::r"':" ___~ _~~'~.... ~~."'~.~:,. :",:~~;":,,, 
... '- .. '.:-~. ......., Tab'e 1 ;' '-. ' 

~ ... • .,.,. -.II ; • ~r~.a. '. ,.",,:_.,,:-::_~-.,; ~ ....: .~ :-, ~ 
." 	 : " 

Placebo' :" ~'''' :":... - 'Dhr.nosis T4 Stratum - ~;:,• 
AIDS ur.., 69 6! 
AIDS· HIGH 16 . 12 
ARC LOil 22 27 

. ARC HIGH 37 35 ... , 

E. The ~In if=!' on studl was 120 dl:Ys for AlT and 116 days for 'placebO'- The 
cO:l"!'!1t'onC:fng llad11ns sere 127 Ind 120 days. . 

". ." 

F. &asel1r.e ct=p..rl~i1 fty was Issessed by the sponsor with respect to ag~.::-::::::::::·: 
"ai~lit. tlrnofsty score, nlll'/lber' of Sy.::~tO"lIS, sura cf syrn~tom scores, T4 cell;.' 
c:~~! lr.d t~e n~~er of ~ays from the dfa;nosis of Pne~ocystfs car~nif . 
~~1~~~~1 (?CP) until er.try. The list of these yarfables was re1evant only' 
for t~'2 AI~S patfents. The r.un numbar of days sinee the d1,gnosfs of PCP was " . 
s1~nHic:ntly longer (pe.04) for p11cebo (P6.6) than for AZr (77.5). Rone of .'.. '." 
t:·.; t:t~r cCX!Ipartsons was statistically signiffcant. In nth elSe the p-va1ue -:-. 
e=:c~::: .15. . 

3. 	 !t~tistfe3' ~e!ho~o'oc) 

A. Survhal dab techni~ues were use(f to cemparl tha treat.unts with respect 
to t~! t1=. to deatb, t1Qe,to (first) 01. t1ge to KJposits sarccml,and time to 
first transfusion. 1')\e sponsor use:' the Cox Regression Inalllh or the 
·.cc~ler~~2d faflurt! ti&:e ~del ava1,able frGiII SAS. The latter llethodology was 
t~c~ ~~:n no ev~nts occ~rr2~ in It le~st one tr2a~=ent group. When such is 
t~~ C~~2 the Co: Regressfon Ina'ys1s cannot be perfo~ed. Both of these 
prce~c~res can be ~sed to adjust the trel~~ent comparfsons for otber factors 
(such as diagnosis. T4strltuII, days sfnce dhgnosfs of PCP, center or log of 
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( ..... iIo .' ." ,

baS211n~' T~ cel'l '~ou:nt)'~~.l~ '~~ ~;~~~t' the occurrence 0" the ·"vin.t ,,;~~.7j/> ':,:.. ~~~-:_:> 
death or 01). .'. . ., . - -;-;; :,.. ' ',' - .. ':.-.--_~'-,,:,.~ ·":;;:·:~!i;'~--• .....-......;,.'..:--; :-- .. 

'.'. . ": .': ..... :' , ..~ ... -,'\}::-"< >-~!;' .. ,..:~>-.-<.~~~;.~~~~;';(~ '~'.~-'~"'>. --:..-: 
I ,re&n~lyzed ttl! mortalit1 and Ot dltl us1ng either the Cox Regresston' :,~:~-_'-:. -,<,; ~ 

.. lnl\nfS fre:'lt emli'. whfch prov1~es I:or. tnfonr.atfon thin does the' SASvers10n~·-·.,.·~·?::: 
: :; .... the Iccelerated f.flure t1l:11 codel . fro:l SAS.· ,J perfor:Ded Ina lyses for'::;·:"y·~·~~·'~"'!:::;.:.;>'

. subsets of the! dah for which the sponsor did not present analyses. Abo. I :'. ::~.:. 
'. ad!asted for flctors. other than treaL':lent. fn ClYS thlt were ICOre extensive ", ,.~ ,~.~-·c.· 

, -::tt.:ln the s~:)n:or·s. For these reasens 111 of the results reported below thlt "';" ',:: :', 
..ellta to In~lyses of tiCle to delth or time to 01. wfth one excepUr.n. ccme ". ~:..r:- ..: 

frc~ c1 Inalyses. All other results reported below C'lCD, froll the sponsor's .-:::,.::,~;~..-.::-,::=<_,. 
··'·In~l'yses. - '.. ~' .. ' ," ....;... '.' ..., .... - .~ ....~_~:_~.; .::::.':.':_:::'::--; 

.. . 

I. Strat fffed "nCOIOn Rank Sum tests (involving the "levant strata defined' 
by diagnosis Ind T4 stratum. t.e., AIDS-Low, AIDS-Hfgh, ARC-Low Ind ARC-Hfgh)
we1"t used to analyze baseline cGoi1parabt11ty, change from baseline for the - '....,' ":. 
secondary ,ff1cacy varhbles Ind c"lnge frem baseline for thecHn1cll .,.-,., ....~. 
laborator,y nrflbles. , "': 

C. "RantI!1' ~pii);ed~~ ~for -o'rde~~'d' ~~'t~S;;f:~1~"dilt'l ~ i~t~~~'f~~d'f~t~ s~me"~ _'.. ? 

• ~nner IS the Wilcolon Rank Sum tests} was used to Inllyze the severfty of DIs :~~ '~.~'~' 
st in test conversfons. ,'rology. number :of transfusions Ind Ic!verse re.ct10ns;~~"':'~: >. 
D. LoS1s~lc regression analyses were used to investigate whether certlln . 
f;:~or~. such IS dfa~nC$1s, ~ase"ne T4 cell count. certain baseline cl'nicll 
li~cra!~ry variab1es or certafn coneomttant medfcations, woul~ tncrease the 

. risk of hemoglobin or neutrophil toxicities for AlT patients. 
. .. ~ ~ 

, . 
'" ":E. A11 reported p-'alues Ire.t~·ta1ltd. 

.I. Results', 

.'''.' 

• ,: •• :.' . 

A. "orti2"ty Analysis 

1) The varilb1e Ina1y:ed was the t10l (in days' frem entry to death' for , .... 
~;;.tie"ts who died t or the time from er.t.ry to stu!!y te~1nat10n for patients .'.' ,':' 
whQ cf1d not die. The litter is called I censored sunh.l time because ... ;~ :.--;. ' ..... 
o~~a:-yatio" of the event of tnterest. i.e. I death. is cut off or censored IS I 
rc~;.!lt of the st:zdy tf!"";li~t1cn. A:'Icther tni! 0' c2nsortd survival t1r:e '--.' 
oc.:llrs "hen patte!'!!s cfrop out of the st.UdY Ind Cln no 10nser be observed for ~'" ... 
t~f event of tntet-est. Such losses to fol10 -u did not oceur in his stud " :,'.- .," 

h resp2ct to cortl11ty. S u y tenainltion tie status dead or I 1ve 0" W 

Ivery i~ tnt was Is:ertafned whether or not the patfent was still on, study. ' ,~~ 

Ii ~~ treat:;ent cDr.lparhons ghen belo,! for: ~~r10us subsets '0" ,.t1·~nts wer.: ..·~· 
arrhed It .ftar .djustfng for other factors whfch lilY be related to the rtst .... . 
0' df~th. The log of the T. cll1 tount is I flctor thlt WIS .djusted for in 
.11 of th, Ina'1ses. The number of days from diagnosis of pcp WIS Idjusted 
for in .nalyses thlt tncluded only AIrS patients. (This WIS done beeause of

( . the si;nificantly larg~r lIeln number Of days sfnce d11gnos1s of PCP for. the 
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• ......._' w '''.>:::~"'''~'~.-~•. ~.. ~":':'~~•.--.'.'.-.:,~:'~~':'~~.''')~ 	 ._ - '~'- .. ~ -. ~.
" . 	 "- -,', ~ .:~:..~ - :~.: :--.~"->'~ . . : .. 

;:/l~~E~t'~~\ ;:.:, :,:;':" ';~<·;(C··:? .:,::~:~,]-,,'\':;7,.. ,', ,', "'" 
. plac2to pattents. It Will folt tt'.at _~Ms a'g"t Indfclt.· t~t placeto pauents} ~'. ':,"':'

tt:d ~en entered It I liter st,~e in th.ir d1sease. Ind ttaat this could Ita...e ',: .'.-~.. , ~ 
. 	 tntr~~uc~d I bias fn 'ayor of AZT•. KoweYlr~ t,.,. Inalyses did ftO~ show thh ..... ~ ':.~ 

'ac~or to ttlve tQd a sf~fftcwnt .ffect on the t1me to deltlt.· and tts ....- .... ' .'. .. ,";J 

.! 

1nc:lus'.cn 1ft tlla an411$es had '1I"tu~l1y ftO .ffect on the siin1ftc:nca of the ...'1 	 , 

," _ " j' ~. :.,\tn~:-"':'Jt c,,;:-~.rfso:ls.l Df;£n:$is t=3S Idjusted for unless th~ an~l1S1s was ,. .': 
. 

-, 
, . · ...e~tl"fc:cd to ~~Uents frea a stngl, dicgnosis. lasel1ne T4 stl"ltUli (f.e.;. 

. IIfStl or Lc,,) .:as adjusted for tn the anllysesfol" III plttents, AIDS patients ,:~: 
and-A.1C pattents. ,.' .."~.:.-: '. ......... '. >:,' . :"~."':.'''':. ,~-<:.-'':': ';,:.. .:,' 

, : ~).. ~~- tl~1e bele. ~~O~;d~~ ;r-~-'~o'~l~~~n'~' info·~.at·.~n·:'~r"e;~ch ~-~~~YS1S~ the', " 
1lL.-::!:ar of di!~ths (d). the n~ber of patients It'l"ttn9. the study (n) Ind the ,-'. >;., 

. - l~,':;.n-Matel" .stic-..ates for the pro~btl tty of sUl"vi ... tng 2. weeks (l-P!) for .~ ": ' . 
.•a:h tT'elbent. tlte chf-sq:lare statisttc with one degree of freedolft (bllsed 

... 
., 

' . 

on . ;<.. 
. tt.a Scol".test frell the Cox Regression Inalys1$ '01" the log-lank test fr08 the 

_.•:eeler~t.ed fanure t1,,-, an31ysfs) Ind the cOl"re$~Qnding p-value. The., 

Iv~i;n-~2tel" estfm3:a. which ts expressed IS I percentage for conventence, 

t~~: in!::! e==c~!lt th~ f4C~ thlt th~ patients W2re obsel"vec! for different ;. 


. lon:Jt~: of t1::a. Ind. thel"afol"e, "ad Inherently cUffel"ent chlnces of dying ':'." ::::z-,:. '.: 
(:Iring the study. Tba crede su"'t ....l rite. n-d dhided by n. wMch _ald ~~,"--~:~2,:tY.;:;f.:,. 
IS$U:J2 that tvel"Y patient h~d tt-.a s;r..e chance of dying 1n tf".. stud'.lenel"all.,. .. '--- . 
~:lld ~ different frc:; tha tapl'n-:~efer estimate. FUl"the~re. the cr-..de. .. 
r~t~ hlS no statistical val1dttl under these circumatances and 15 not ": '-"- "": 
e~~11c1tly repol"!ad in tha t.ble. . 

.....~ ........... i' • ~ " .' 
. . ~'~ 

-, 	 Tz bl e 2 - J;ortl' ttl ", . , 

AZT 	 Placebo 
~', '*" 	 . '. ' 

:.' -	 .. ,.,..,~ 	 , tJ~~: ~ ~ .. ":-: .: , 
. - .. -...;. 

-t':·"'!' 

d..-" - -n -1-' -d -ft -I·" -%2 '2'-"'ue -. 

-' 

.•,'..... 
-..,. '.' . .All 	 1 144 9SS 137 7S~ 18.13 .0001 ," '. 

~!' .. 	 , :;;..: ... -::-~: .~.L..~ 	14 !. 1 .'. -'91 961 15" 90 70S 13.0- ~OOO3 
,-":. '; ~' 

High 1~ 	 0 53 10M 4 ~ .. ·7 91S S.OE .025 -··lI.·'::·~r·,-. ~.~"('>'/': 

,!CS 1 e~ '6S 75 7f~ 12.~4 .0004 . 

........ 
r' 

'" 

I.RC .' 0 !9 lOC: 62 81S ~.e~ .•016~' 
T':.s. 2:0 -. .. 1 117 !7S 10~ 721 17.13 .0001 

'.
., 

T4 	" 220 0 27 l00~ 1 29 '96S o.!:! .!4 -
-.. 

It is eyt~ent frca tha t;bl. that if Gna considers the results bised on .,1 

~.t1ents. A:OS ~at1ents 01" patitnts in the lcw blse'1ne T~ ce'1 count grouP. 

than the difference in r~rta'ftl be~yeen All Ind placebo is strikingly 

'f~;re$si ... e. 1hz results based on t~e APe patients or the patfents 1n the ~19h 
·t3~el1r.e T~ CIll ccunt grouP. Ilthough statist1cal', significant. Ire ~ch 

.' ;·~l.ss t:pressfwi. ::,,) .-., ':- ... " ,." .... 
~:··~t.. ... ;;:".«, .... :~ ..,~~-...... : t. ,'." .• :"•••:' "'.... ~~~: j' .. '.:: '.~ '..... _.. 	 :' 

. 	 In 'or~al" to fn.,estt",ta fUl"thal" the 1"01. of the bue"1ne T4 cell' count. . ' 
tr. (oOF!1" SU~j~st2d c~~al"fni tb. trea~~!nts lmong patients whose bas~'1n2 T4 
cel' C=unt WlS less thAn 01" e~ual to 200 and lmon~ patfents for whtch it was 
Ireltll" than 20D.. It turn~~ ~t t,t when ~ tntered the aort.l ttl and 01 . 

., 
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dl1t~ tnto cur cCl':lputar wet used d~tl lhtings tn whfch tit. sponsor ...&1 .'-~":"-';',,:,~'> 
rounded-off tt.a tog of the T4 cell counts. As I result of thfs round·off ':';'~;:: _.... 

. error, I wound up using :20 IS the! cut~o'nt' fnsteAd of the fnt'ended ZOO. -':'."~".;'-. 
Ftfty-the patients had baselfne Ttl cen ccunts fn excess of 220. ". 'he" . "_ .. 
'ldd1t1onll p~t1ents, r.=r.~ of whell died or had In or, llad counts between 200 , ... " 

..... 	 and 1:0. Thu$,-GO patfcnts (29 AlT. 31 pllcebo) 'bed baseHne T4 celt counts".~ .. , 
tt.~t tt2r:! srut~r th~n 200. RQ:ults tasad on Ina'y~es usfng 200 .s-·thi: <:'-f..:; 
cutr~fnt weuld te wery sf:an.r to thQse which used 220, prfr:ar111 becluse ftone ."';'" 
of tht fhl pat1ents d1c~•. ConseC;OJentl,. In41ysls usfng 200 were nOt / '.:" ..~. ;.:; ;:. 
ptrfor:led. ' . . . • ~"; .'. ; ~~.'.::;: .... , 

;, ,:'- ,.,: ",. -.. . ....... -' ~--.:-. . ~.. .'. ..". ...... ~ .~ .. ~-. ...... : ~.~ ::--' ~~ ..... . 

The an~11sh that fncluded patfents with T& cell counts less 'thln or ecr".l to' ~:-'..' 
2,0 acco~nt!d for all but one of the 20 deaths thAt occurred.' 'Thus, the \. ',' 
treati:lC!nt c:''lIp.3rison arr.ong these patients is just IS fmpressive as ft was wben .. , . 
all ~3t1ents W!rt considered. In the analysis that included patients with T4 '.':-.i"·' 
c~11 counts greater thin Z20, the treltment ccmpar150n WIS decidedly.:"':': 
un1~"resshe (p-.31). Two Items Ire ey1tfent from this ,nI11$15. The 'first 'S . ". ; 
that this subset of patients Iccounted for only one death (I p'icebo ARC .. -: :"~.... ' . 
'Pittent). The second is that not a let of patients with "'gh T4 celt counts .~~ 
(i.e., ) 220) were studied. These patients accounted for Ipproxil11tel,J 2OS'~ 
of the p~t1ent s;r.lple~ , ,II ; ~ .i:£- -.:·,"'·::~G:c::;'::';,.~ . .....:.. 

It tumed out th3t of' tht 55 Fatients 'w1't~ T' cell count;"g'~e~Cter thin 220•.. 
.. 

::,' '..-.. 
all t~t six (1 AIT, 5 pl,cebo) were ~t p;tients. Conse~uently, Iny reSUlts/,
for p~tients with T4 c:::n!.s 1n excess of 2Z0 Ire essent1allyresults for ARC . 
~.ltients with T4 counts in exeess of 220. . . "', ~.' '. '.. ." "".~ . " .. 

S) At one ttme in the rty'ew process 1t 1 r 
(Invest.1~a 01" squi 1f1e~. Tbi, fnYestfgltor accounted fol" two " 
diithS (bOUJ pUCeDd APt pl~!ents) l!Ona: hfi l~ p.Jt1ents. 1 runaly:e" tM " 
~:rtJHty d~ta elch:d1ng t~ese 1!' patients. Th2 on1y Inal1SIS where these "'. 
elc'us1o~s had Iny impact .er. in those for APt patients, ~ere the p-Yllue ' 

. fnCr!aS2d frem .016 to .043 1f only Investigator '10's plt1ents were e.cluded, 
.rod tner!a~ed to .22 'f the t.o early delths we~e I'SO elel.ded.· It WIS 
!.'n""l ~!cided thAt lb. dhQu,l1ficlt10n of Inyest 19ator 110 w.$ ~ 
wlrranted.- --

J' k' I . ~.~ t~~_A'~ M'~) '-f 0\..(.,.. I~ , ) r-· ·~l:~ .. ., 

.. 
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I. T'~3 t~ ffrst 01 '~l'Y~fse 

2) Tile S::::! InolY:QS that wr:re performed for tha c:grta11ty dAtil were ilso ..,', .." '. 
~~rfor.::;~ f~r the 01 cStta. The table b:tlow proyfdes the s~e 1nromat1on fo ,-':' ... 
C!s IS di~ th~ prevfoc5 t~~le for Geaths. with two differences. Instead of ~ 
pr::v1di~J t~a t.:?';n-~e1er est1J:.te for the prc~;lbfHt1 of not S'etttr.q 1ft 01 ',.'~.'.' 4:: 
1:1 tl t::~t:: (whith t.":::ld b~ znalct::.:: U the .sticates for tt:! proba~111ty of.' ",J" 
t:~t ~'.#~r.,) it set::;;d to ca to be ~~re reascr.~ble to proytC:e the bpl,n-r:~fer ..•. 
e~~lf~.~~~ f;Jr the.. probability of gettin!] 1ft 01. Instead Of..us!~g d to denote '.' r. 0 
t ..o! r.__.• ~r of ~cQths. 1 1$ used to aenote the nu;ber of opt'or~unhtfc . , ,'?'....~ 
ti1f.;e!~o:l;. 

. . 
Ttb1e 3 • C:.~:rt~~f~t1c tnfecticns., 

,..1 . H~ . "acebo 
--..;..;;;~....,..~ 

c· ..."".... 1 i 12...... --"'- l-" £,-value
Trr 


l::. T~ 21 52S !.7E .017 ,.... 

f.~ ~'I\ T4 .1 291 '7.65 .006 

~:i:S '9 54S e.1S .00· 

,~,......"'" 5 ~O c-•• ~2 30S 2. t.:! .~7 

T~ < 220 23 118 30S 109 ~1' !.85 .002 


~'i'- 24 ~. 11.!3 .0006 . 

TO; > 240 1 27 .S 28 15S 0.58 ."5 
~';t'fe:.;:h r,-,st of the ,~~ .. e ce."~""hons were htghly stathtfc""1 s1gniffe:nt. 
t;-;::l! r=,~~lt~ were s~r.2r~111. eleec:t for th2 group with lit)!'! T4 c!l1 COlints It 
t~S21fntt less 1c~~ssfye t~~n were the results of the cortalitl anllyses. 
For t~o s~bset~t ARC F3tients Ind ~atients with baseltne T4 counts exceeding
%::. t~~ tre¥!=~nt cc~~~rfSwns were not sf~ntfitant. In the litter sub;,-oup.
IS ,. tha ~ortalttl lnal,sts. the ,.y,'ue WIS cons1der lbly larger thin .05. 

1) Th~ s~nso,. .1so pre~ent2d Ina'Y1!s which exclude~ DIs that oceurred 
t~rfr.; t~~ first sil ~2~ls. The r~·~onale for this WI» t~t these elr', OIs 
·~1 ~~v~ been or.~ofng b~t undftected It entry.- In actu,'fty ,atients who 
I.;:; en 01 within s11 weeks were not excluded, r,ther the oc:urrence of that 01 
S;;~: f!i;\ored. For.ll such p,Uents their t1:e to 01 turned out to be a t1Q! 
c!n~cr~ by st~dl te~tnltton or wfthdrawal. Kone of t~~ patien:s had. 
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, second 01. However, '1 f suc", pAtient had had Inother 01,' and it-"Id occurred ..,=,.::,'.' ' 
" , . ,fUr s1& weeks, the tfme to thit 01 '-Ould ha~ been used tn. the Inllysis. ,', ,- .. :. 

, ':- • " _. _". t • - ~ .' .' •• • ••..; =--,. !: ~.' _ _:.. .' ' ... -

. Twell~1-"o~r patientsJ12 AIT, 1.2 phcebo, had OIs which oc:u~red" during the ' :.....~._- .
,~,f1 rs'f" S 1 ~ Rels-; _;-';i.C• '.: " .•-: ';'~' : " ':', . --;<' .. :, ....~<::' . '::;~': ::.,:' ~n·~:'--"'~;'-.?:'-:-;f~:·~.~:-; '~'~'~,'.' :';'; .~:-;:z,~:..:f~' .. 

. " . .... .,' .. ~~. ~'~-.:. -.. . ."..- .......,._..:..-. 

Ttle:table hl!lcw thes the results of 1ft1 Inalyses of the Ume to ffrst 01 data"~ ,~.:'~:: ~'" 
" Iftar excluding OIs that occurred dur~ng the ffrst six weeks•. Thefor::nat Is ~~';'",.,:.,~,:;., 

': . , the u::e ~_s, t~~ct ~~~" ~:~,b:~~~~: ,,-",~ •:,:n:.~>.~, :~';'~>::'~:.':: ,;=-:,.~'·:~:{~~~rf:::;f10~~~~~~5f·:{~\':~;(~·~:-:.::':'~/
'~ :::<.',-> -. Tabh C - Ocoortunfstic In~ectfons f'ccurring After & Weets . ','.:: ..,' ' ' 

. ' 

AZT 
! ... ' .S!lbset t 1 I-til -I!..., p-valueI 1-"
j -37III f2 1'45 '3 " 361 '7.93 .0001" ni' 
i lO\:l TC 12 92 31S 2S 90 44S . B.99 


;. 
IIi gh T4 
 o 53 os ~, .: 8 . 47 24S10.25t AIDS 12 S3 ~OS . ' 24 7S 451 8.22j 'M n._: .. 9A~C a 60 &2 251 '10.5& 

: .. ' ., 
, 

," ..... ... ) 22S ' - - ~OT4 ~ 2Z0 12 118 10! 431 1C.50 
T~ > 22n o 27 OS 3 28 18 1.17 

j. 
Sinc! t!\~ sa:1e nur:ber of patfEnts (i.e•• twehe) had In 01 within sb weeks. _~-., 

th2 exc1usion of these OIs ou~ht to lie;nify the c!ifference between AlT Ind -..., 

p'.ce~. This is 1nc!eed in what ttappenec! for each of the analyzed subsets, IS:;,,' . 

ey1d~n:ed by the consistentl, smal1Er p-values In Tab'e 4 IS tompare~ to those .'.,'~-;':., 

tn Table 3. Tab'e f shows that for the patients treated with AZT, on'y AIOS 

patients fn the lew T4 stratUM had OIs that occurred after six weeks In 

s:udy. . " - . 

.-: .-.:~." ~ .. ~. ..;.. ~ " ~ 

The tre~t."ent comparison for the "p.e patients, which was not significant wtten _? ... 


ear'l OIs we~e counted (p-.037), was significant when t"ey were exc1uded . . - .. ' 

(~ •• OC2). The onl1 subset in w~1ch the treatment comparison was not 

sS5niffcln: after the exclusions was in the patfents whose baseline T4 count'· .! 

ex:eeded 220, where the p-value decreased from ••5 to .28. ' - _ 


Th~ spns:r didn't e~phfn why sh weeks was chosen IS the c:lt-off point. ' , 
~~~¥er, ex:~ir.at10n of the dati indicated that the results in Tab'e 4 would 

" te chan;ed lit!'e had the! cut-off been four or fhe weeks.' 

~";~ r ' ,4) The e~clusion 'of Investi~ator "0 would not have had ~"ll~e"'1;;'~~:t on the'~ 
t;>f'IV\,,;pi£.) r2su'ts. The treauent comparisons would have been Signffic"ant for each of, 
~ t~e an,lyzed subsets, except for patients with hase'ine T.,!ou~ts exceeding
YIi'l( k~ 2~O (p-.14). _ 

~~ 5) In an !ltt!fllpt to investigate whether the A7.1 d?se ,,~ .. ",...4t -"f wefght was 
related to the occ~rren:e o~ an 01 we requested the sponsor to submit In 
Ina'1s i s which Issessed the e~fect o~ baseline weight on the tfme to first 01 
occurring Ifter E weeks for AZT-tre.ted AIDS patients. (Hote: There were no 

:., " ..":-. 
" ..'-;:-" .. 

..... ... .: 
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such OIs 1ft AZT-tro~ted ARC p.atients.) Sfnce ~'he starting dose ,as 'the sa=e -:~ :,' -. 
fer III ~lttQnts. buel fnL! wt!f~ht Ind basel ine dose per unit of we1ght were ":,',~~,,, 
inver:el.v pr:~ort1o":al. Tha Inal1s15 submitted b, the sponsor d1d not show, <,:,:, '~~'~~: 
.eigbt to 'h.lVe hid, I s1gnfficA!'It .ffect on the occurrence of Oh Jp-.~O). , ' " ..... , 

,~,:" 07 ~fi3 So j,atfents·(23Arr. 27 pi~ce~o"~~hO '~ce1ie~'~'~~i,;iY{i';:h~~~ir"o'~'<' 
at least t~ wC!:!ts. 12 (3 AZT. , placebo' developed In OJ. In the remaining -:' .. .. 
212 ~at1ents (122 AZT. 110 placobo). 57 (21 AZT. 36 placebo) develo~ed In 01.' -', '.... ' 
Anil"$~$ of the tflle to OJ shewed I s1;n1 fieant difference in 'avor of AlT , 
t~~n~ thQ patients who reeeived IC1c10vir (p.~025) Ind among those .odfd not 
(p-.C03) •.. ' ' .: ,~ . ':", ~ 

.. 
...:, "," . .' ~ - '. .~." ~ ..c. T1r.:ato Kaposi's Sarco::':>! Anltlysh : 

,. . 
1) A total of 16 patients (6 AZT, 10 placebo) developad tapos.'-s Sarcoma. ,'. " .. ' 
Tin werl! AIDS patients (3 AZT. 7 pllcebo) Ind sb were ARC patients (.3 AIT.....:~,'~;;:,. 
3 pltea::.o). ..~ , 

" ,'i, ." ' .....;,..-:.. • .' ' . 
." "'.:~::': ~ - -*. 

2) Ron! of treatment tcrnparhons '~a's statistic."y s1gn1ficant (p·.20 for .11',- ...:;.:. ' . 
patients, p••07S for AIDS patients Indp·.99 for ARC ~atients). ',', ,- ,': " '" ~"" : 

, "~'~. . ,- " 

D. See~~dary Efficacy V~r1Z!.b'es, . 

1) Th2 ~p:~scr ~e~rorh.~d ar.a'ys:s e=~pnr1ng the chtnses frem b~se'ine to 4,
B, lZ, 16, 20 and 24 weeks for I nu~ber or Secondary efffclcy yur1ables
(r.;.::-;:i),;r of symptoms, SUM of syn:ptom scores, Karnofsty status, 'lJ:e1ght and T4 ~" 
ce11 count). The sponsor presented two sets of Inalyses. The first set· "., ".'. 
1n:h:ded only those patients who were ,till in the study Ind 'or whom In " 
ol:~erv~tion was recorded at the re'evant t~r:lepo1nt. (These Ire called the " 
cc=~~ct~rs an~'yse$.) The sE::n~ set ~!~e$ use of p~tients ~ho dropped out by 
cirryins fo~ard their 'ast ob~arv.t10n. Thus. Flt1ents with In o~servat1on 
at 16 weeks, who then dropped out of ttl:. study, would be included in the.' . 
20- and 24..w!et Inalyses using thefr 16-wee', observation. (These Ire called ':. 
th~ 1:st observation Clrr1e~ forward (lnCF) analyses.) There was one ' 
restriction on this methodology due to the st;gsered entry of patients and t~e 
st~~~ls ea~ly te~inition. O~servat1o"s were net carried forward '01" a lan;er 
p~~fod Of time than t~e patient would have been observed for if the patfent , 
h;:;! fict crC~PGd out of the study. For eX~!!Ip'e, I patient. with an observation . 
It lZ "3e::S lIho, if he hid not dropped out., would have cc:::pleted 18 weeks by 
st~dy te~inat1on would be tneluded 1n the Ina1,ses It 16 weets but not in the 

, ana11scs It 20 weeks. 

lb. rat1o~a'e for the LOC; analyses was that IS sfcker patients dropped out 
t~~fr ~ocrer scores were no longer taken 1nto Iccount 1n the completers 
an~1yses. Since more plaee~ patients dropped out the completers Inalyses 
sould 1it~ly ba biased Igainst AlT. The LOC; ana1yses turned out to be 
sl1~i:tiy more flyorable. to ~""T than did the templeters anal1ses •. 

( 	 2) r will' not 'd2'seribe the 'results of the Inalyses in detail. ' In general '. 
thi!Y exh1b1t~d the following pattern: , ' 

. '." " 

" 
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I) The changes froll bueltne were statfstically sfgnfffunt in 'Ivor 'of AZT<:'~:" ':" 
It 8 weeks Ind be)'ond for t;rnofsky status, wefght Ind T4 cell count fn the> ' .--: 
In,lYSl!s for III pltfents. for AIDS patfents and for pufents 'fn ttl. Low :~,' - ,,,,::' 
~ase1fne T4 cen ,count group.··~ _ ' .. :':;;,~,' ::.: .."".:, :,~. \~:::f~;'*.t...:.:.;;:.-:! f~ . :.,~ ~ .'. 

"' .r .,•. "'. • - • -. - , '. ~ '.~ • . .. ' . :, ~~ ~ ~ • ..:.: ,.:' -....-- •. -__ .• '"" ". ,,-",.- ...:. '-' t '," ~ 

.: .", lli~ Ibo~ r'i;ults 'also' "lid f~:~;the 'ftumbe~ '~f Symp't;~J;~~;:t~e':'~~f ~fthe<i~:i~f~:~~,'" 
·sy.:;ptC:I scoras, 'lcept for the 24-week Ina'yses. whfch were not signfff,iftt.f ~ .,~,;>< 

~) . ~n '~'he ana1)'ses f~r ARC 'p'~tfents' Ind f~r p~tfe-nts tn 'i~<~~~h bas~~ in'~"T4' .'.~>;;~-..'. 
ce11 count group none of the comparisons were statfstfcallysign1ffcant for'""'i~?:i~~t·;~, '., 
the nu~ber of symptoms. the sum of the symptom scores or ~arnofsky statuS.1V.-...;..; ':.',:.',,_ 
Vfttl respect to weight the resul ts were statfstfcally signiffcant out to 1~ ·.r,.~_.,: '. 

weeh for ARC patients, but were generally not sfgnfffcantly dffferent for:., .. "" ,~.~~:., 
patients in the Hfgh baselfne T4 cell count group. .\lfth respect to changes 1n .' ". ,', . 
T4 cen count for ARC patfents and for ~at1ents fn the Hig" buel1ne T4 cell " 
count group the results were statistfcally signfficant out to 20. weeks.''''''i:':.~.·( . 

. .. . ,,_. - .. -" -::. .;~''''"'' ..; , ...::: ~ ..... -:., .;. :..... ~:.i- _.. :;
d) Nearlya11.the comparisons between Azr and placebo for th~changefn T4_:;'::;>;;.,,:c": 
l:.11 'COunt were statistically sfgnfncant fn flvor of' AZT. However, In .the~~~~; ,: 
1ater analyses (at 16. 20 and 24 weets). for certafn subsets of patien~S:..;".~ ',: ;'. 
(AI:lS. low baseltne T4 cell count group) the statistically signfficant -:... , ~., ~~. '. 
dif~erenc! was more I reflectfon of I decrease fn T4 counts in placebo"::-;<': " >:.; 
r;\lt~e!'1!s th!~ an fncrEue inT4 counts fn AZT patients.'. ' ... '; '.1 .' :"':;..:".':'.<.;":<'. 

Th, pattern exhibited by the AZT sroup IS a whole was Q' i';1t1a'" f·~cr~a·se·.~- ~ .. 
in T4 cell count follewed by • decline over time. The~e was IICst .. .... .- .. 
proncu"Iced fn the sfcker groups of AZT patients. to the extent that by 16 .'. ' 
weeks the median T4 cen count for AIDS patients and the Nelian for Low'· . 
baseline T., cell count patients were alE'lOst back to their baseltne levels. At ,:.'" 
16 weeks the median 'ncrease for AI~S patients was 3.3 and the medfan increase 
fer low baseline 14 cell count patients was 4. 3.' ~" ., ... , - ''''''-:-' 

E. Clfn1cal laboratory 'ariables 	 f.: -; . .. '.~" .' . 

1) The s~cnsor perfo~ed analyses comparing the changes from baselfne for'. 
varfety of clinin' laborator), ,ariables. In most cases these analyses were ::..... 
dene at 4, 8, 12, 16, 20 and 24 weeks. In two cases, 812 and folate, Inalyses .• ", 
~e~! at !, 1E Ind 24 weeks. The Ina'yses at 2' weeks fnvolved a sma" se~ent' . 
cf the original sacp1e, usually less than 20:. Consequently. I am excluding 
theClJ from the following sUI'!'IeToary of these analyses. Unless specffied <~ '. ~,' 
ot~erw1se, the results be10w refer to the treatment comparh.:!'&s whfc" ·f. <, 

considered all 0' the patients. 	 " . ;. ~-.~-', "'~ . 

.~~) 	 812 - S~'gn1;fcantlYl'afger d;crease for AZT (weets 8'~nd 16.,-·,:-...· -<, ~"v" 

(difference most 'vfdentln AIDS patients and low baseline T4 .patfents) 


-~~ .' : 

b) folate - treat:ents not signiffcantl), different 
.... '" .."~ ..' 

c) serum creat'nine - treatments not sfgnificantly different 

. " 

.'" ... 

-. -,.: 
~. 
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.) sodft::3. trQatments not i;gnf'feant11 d1fferent')~: i:. <>.,/::; .. ~': :,:..~ 

__ ..,. (exe:!;>t .waek 4, s1gnff1eantl11ar~2r .deerctua for AZT).~~·;.:.l.::::~~>~-·;··: '.~. 


f) 	 ~ot:'SS1U~·. ·t~'e~t.~entsnot sf~nf"eantly d~f~~~~i :'.'~.::;;~>:~:,~' ~~<:: .. ':~ .. "-
.,'(,lzc:~t "ee~., s f9n1 f1 cant'l larger decrease for pl ace~) :i.:<:;:~.... . _ _ _-. . 

~'. ~;:\:~.~-~~.~...~~ • ~'-~ •• ~ .~~ ~' ~ .. .:..: - .. ~ .. ~n .. ~.,· .;.'_.. ·:~i..:;;s;:-::.~.:i::f~~:..;-;-i,.: ~~:':c;:_~"'/.. !~~-:.~••:.:~ ...~.•:\.''"-'-.. - - ,.-' -	 ·;- ....g, ,h'orid~. trQ~tt:'l3nt$ not s'~nffc:ntl1 different <~";':""~~"""~'\':"::"'~~;'-:":..:"~:~":~'''..dA,*::~~. 
; . (I!~C~pt week 4. sfgn1ffclntl1 largar decrease for AZT) .' --, " ' :,: .. '. .:.:,:

.~ ta) bfc~r~onatl.- trelt:i1entsnot sf;nffiC~"t11 "ffr~'~nt ..~.:;~::,y.~~.:,...:,c"'. ,'. 

@.I'l1rubln - ~fgnt flci~t"'1arg.r fncrel~efo~ AIl' (...eb12.'16;\~.iZO)! 
'. J)' SGnT -, ~1gnffieantlY1lrger deereasefor ,~.T(weeks 8. 12 and 20) ,V':.~~:>., ~:: . 

_ 	 ...' ...... ' . '.. . . .-,. 'J, .. ~.::.", .e.'" '.' ":: - ~'._ /' - . ",'-' .:.•.,.<;:...... 

t) 	 l,taHne phos~hatase .. significant'1 larger decrease for ~T (weeks 8 Ind ;>vC. 
12) '. .' .:.....,' ,~ . . .<. : :;. .~. " "/ - ::;~., :::.:~<. 

1) 	 CPK·.significant,y1arger in'crease fq~, AZT(week~.'.,i12 .and ;.6)'}.{~~'..L:,·" ,> 
. 	 :.~,. ' .•,' '. ...' ,,~"'1""""''-' •..• ~~'...• :-' •. -*'.'w·.~,~-':: ~: >"'~ "' .• 

• ) g, ucose- treatments not s1gnffcant,y different -: • :';',~. ~.':"':~'. .- .,-;':!,~" 
~ •• ,: ~ .,/.; -:'. - #, -, '~'. -. .'" • :,:. ,,..;~ •• :...: ~ - " 

n) 	 tcyl,,:e":treat::'lents not signifieant1yd1fferent c'. 

(except week 16, sfgniftant'y larger deerease for AlT) 

0) heii.:slcb1n - s1sn1ficcnt'y"rsar "ecreilse for AZT '(weeks 4. 8. 12 and 16) V' 
(differente most evident .1n ARC pat.ients with High baseline T4 counts), . 

p) hematocrit' ~ S 'gn1 fi~a~t',y larster decrease for AlT -(w~eks •• a~'· ;-2 and~'6) ui: 
(d~fference most evident in ARC patients wit~ High baseline T4 counts) 

- . . '. " - .' 	 -' .... , ,./.. . 
q) 	 RaC - s1gnificant'y larger decrease for m (weeks 4. 8. 12, 16 and 20), ........ 

(difference IIIOSt evident in AP.C patients with High baseline T4 counts) ':". -,""';' 
• . """ '. ~<":' "'" ,,';:::'~.:<. '.. 

r) reticu'oeyte count - treat~ents not significant,y different . 

ESrt 	 .. 'significantl, larger increase for AZT (weets·.~ a. 12 ~~d 16) /.'.' ~~ ..~) 
t) p'i~e'ets - significantly lar;er increase for AZl (weeks., 8. 12 and 16)~ 

. ' , r/' 
u) HCY - significant'y larser fricrease for AI'!' (weeks 9. 12. 16 and 10) .' 

"',) vae. s1gniffcantlylarger decrease for 1u.."'T (weets 4, 8.12. 16 .~c! 20) V 
"~::.;.;~) ','neutr~Phf1S - Sf'gn1fieintl~ 1ar~~'r d~c~elSe' for ~ZT (weeks 4. B. 12. 16' ../' 


.~'. and 20) 

'. ' ..:.,'. ", .. 

xl 	 l~phocytei· stgnif1ca~tly '.rger increase for AZT (weeks 4. 8, Ind 12)~ 
significantly sma'1er decrease for AZT (weeks 16 Ind 20).. .. . , \:::/ 



," ~'i:,-, ", >,,".d:.," 

,""," " 
.~. " 

Y ,,-: ~.::~.. , 
".lo,_ _ ,; 

. 

s1gnificant11'arger - ", 
~'- '. ,,:;'-; 

.41 for AlT Ind.16 for ~:'__:,~:.:' 

'~~.1·~'!f"" " 

".,:' .•~ ,<.~-i:::~~~":i2ii~:i;~~~,~~:'~~~~??t::.~~~:,;~~~::~tciMIt,
" ~,*, ,-,:;~, z""" '",,,",,:r,' - " ,.,.""," "Q,;.t:"j.,A"" ~ 

( ',: ~~;' ,,'.'. ,;,~:'-'," ,": ..,·~::~-''; ::;:'I;::;;;t&i~;,~S;:::;:,'; 
1) conocytes - tnat:nents not signiffcantl1'different' '::~ j·;~,;;4t.t4::->'::· . 
:. (except week 8, s1gnfficantl1 larger 'ncrease for AIT) ':~~;':l'~:'[~ ~,!~i'~':' 

: '. . ~. .. ~~ -." "' ; ."•.. ":., ~:.~:-:"~~.~ ,,;~ i'7..": ~;~!-;;:~1~:~:::f:-~: ..:~'. ~ . _~-

z) eos1nophlls - ~reatments not s"9n1f1ca~t11 d'fferent·:::~<:i!:!.~i-S:·..t~~;:·;~:.> .... ~, :;;' -....;;;~ 
.... _':0.... . ~. .... _" _~¥~.". • ~ ~ :. ~':.•• :'''' --~_ .. _ ·.-.:~,"'!""':-"tl~",--""'W ....... _ !,'#! ...... :: - "- ......... -_ 


, . ;.,~) ~blsophl1~ : treat.-n~nts ~ot s19nf.ficantl1·diffe~~~t'.;;~#~~~}~:;,~:~:i~~~~/~?~~;~~-:;~~' 
~ ...:" .";~.-. .. • ,'_ ~ .... -~, '••i-~ • .:~,. ~,,: . ..::~.f .... ~ ... :. 

t~) :pH .. 'treitrnenh not ~fg~fffcant'l different",' 
" ." • • : 'w" ,-' .. ':. 

,- -. _ • if ._!.... .. . .. - _ .... '". __ .

eel 'sp~c1f1c irlYitl • treatment not sfgnfficantll different:-, ,:?\":;..•. , 
" (except week ~~, sf9nfffcant111arge~ ~ncrease fo~.~T).·.~': 

.~. 
."... -.. 

'2) It should be noted that the sfgniffcant'lL1arger decreases 1nhemoglob1nL'";~~~:~~~~~;~_:1 hematocrft and N,d blood cell count 'lor the lIT patients were lIost evident in' '~'''';''~'''~''''''' 
, the ARC patients who were 1n the High baseline T4 cell count stratum. This ,':,'o was the subset of patients for which there was the 'east evidence of eff1cacy~ ',:~~:,;;< 

. : . " ::" ~ . ' 

F) The number of pAtients who required a transfusion WIS 
(p-.0001) for AZT than for placebo. The Kap1a"-~e1er estimates for ttle' 
probabl1 1ty of requ1rfng I transfusion by Week 24 were

/ F1acebo. The table below provfdes the number of patients who were ,transfused ';::1:" 
~ ~ and the sample shes. n. for various subsets of patients. . " 

~g ~ MS:~1e 5 • NU:>:r:t::n:;nSfmd:"ttents [~'":':'/~~I) 

~1'" ? ~~. ~. '" , ," " AZT', _~,' 1 5 'ta 

~ , ~ ".1,' ,', •• ' , }.','. , placebo ,.. ~: ."1;7 ,'/0."\0 


vr~~~: Pl~bo- • ~~ ,~~ '" . 0AIDS 

~'~ ~ 'fJf> ( 
. ~~~r 

:'!' 

ARC AIT 6 SO ,/:1 ')
,- IJ 

I 

phcebo ---..:.-- :3 SZ 
. -.: ~ 

Low T4 " AZT 37 !? 
p'acebo 13 90 .. , 

High T4 '.!T P 53 
placebo 1 47 

.. ' ~.. "..... .. ... ,; .. o. 

" There were 
' 

significantly more transfusions per patient in the AIT group thin . 
in the placebo group for 111 patients (pa.OOl). for AIDS patlents (p-.001'.
for patients in the Low baseline T4 group (pa.OOl) and for pat1ents1n the 
High ,'lSeline T'- group (P-.021). The treatment comparison was ao~ significant 
(pa.24) for patients 1n the ARC group_ , . .:_ :'" 

C. The sponsor exea:1ned the effeet of certain baseHne yariables (diagnosis. < 
baseline T4 stratum. 812 leyel. folate leyel. hemoglobin. wh1te blood count. 

; ~ . 
• . ';j ," ...... 
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: :;: ;: :: : ;.;::: ,;; .:; ~, ': .... '--.~." 'A ..... 
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'~ " 

'" "".t..~a~.~..~.~,;~~s~cia~~ti.:.I~~~~ffil~sn~o~siis"~~~~~~~~;II~t~o~r~em~liin~'J:' 

.. tft thl"c~i~Uc rogression c:~del whether or not these ',ctors had •.... " " 


. ,.<.:' ,$tg~incant .ffect on ttla probabl1 ity of anellf. or "eutropenfl.· The other .~7;::;,;;.';~;::.:t:. 

, ,>~'.,:;.::, factors' entered tha It)del onl1 if th~1 did have. Significant effect.' Jt ~:'c,':"" • t'" ~,' 


:~ ... '.~~', turnac! out th~t in each of the analyses the baselfne T4 strltum did ,'JJ' .:~'.. c>, . < 

- . 	s1~nificantly affect the probabf1ities of anemia and neutropenia (the'" ~_ ' ' . 

prot!3bll Uies ~ere lars;er in the Low stratum than in the .. igh stratum) but the ,: 
di~9r.os1s did not significantly .ffect those probabilities. Rone of the other " 
bitt!l ina variables and none of the concc:nitant medications h.d • significant' " , 
affect on tha probability of .nemh. The relSon thlt the Ictual I'lseHne TJ· ,~::-,.,:'::. 
call count did not haye I si~nif1cant effeet was that mest of t!'ie effect of ., ~-~~~ 
th3 ba~eHne T4 count had ,'ready been taken fnto .ccount through the effectL~'~" 
.t~ributed to the difference between the Low .nd H'gh baseHne T' cell count::,-J:~l:~:~'
s~rat3. The estlcates of tho probobl1lUes of anemia (hemoglobin ~1~5~~~.~,:._;"':," ,11 
g~!dl) 'W~re 35~ for AlnS pntfents and US for ARC patients fn w el f ;~':-~::'1i'. 
T4 striltL.i?1. and 16~ for AIDS p~tients an •• for. en s in the Hi h:'. -.: :.~' " ' 
bat3Hn! T' stratt.lII. ' . ,_ --",. 

Three adcHtional baseline varfab'es (812 level, hll'TIoglobin and neutrophil '. "- "'. ,:.' 
ccunt) and one concomitant medication (acetaminophen) did ha,Ye I significant ': . , 

'effect on the proba~!l1ty ofneutropenil. Lower baseHne levels of 812,,:,:, <,', ,~' 
h£1-:!cgieb1n .nd neutrophi1s Ind lon6er use of Icetaminophen were ISsocflted ". ",,":,,' , 
with higher probabilfties of neutropenb (neutrophils <750). The estimated ,": ' .. 
prof;;l!:.l1U, of neutropenia associated w1th ten r;eets of Icetaminophen therapy_ '.,' . 
r"n;ad frcdI 1.6 times IS large (AIDS patient tnthe Low baseline T4 stratum) , "~,., 
to 2.5 tic-as IS 1Ir;e (ARC pl!.ients fn the High bi$eiine T. stratum) IS that .':":-'~--'~.' " 
associated with no acetaminophen therlpy. " ,': , ~," :'~""::::~~:,<':. ,.,.:~: ':"-;" 

rhe sponsor cc.-:plred the treat.-nent w1th respect to the severity (i.e., none, ;";.: 
lind. moderate or severe) of adverse reactions by body system. These Ina'yses', '~ 
at"\! sc::",!lIh;t aore 1 nfc Nl".a the, than analyses which co.'ilpare only the preportion ';~ '.~"'. 
o~ p:t1ents who experienced a gfvfn adverse reactfon. Three Idverse reactions , 
"'G""~ fC,;';;j;:f to hQve occurred with greater severity (and 1D0re often) in the AZl< ,~.;,~.,. 
S~i.ip t:';n in the pl acebo group. Nausea occurred in 66 of 145 AZl compared to .: :~.:';i· 
25 of 131 placebo patients. ".11'g1l occurred in 11 AZl patients cempared to 3'- '': .. ' 
phC2to patients. Inscrnnh occurred 1ft 7 All patients compared to 1 placebo '.' 
p-.t12nt. (foOte: Even t"'~ugh the Inalyses were based on the sever1t" of the, ',' ,',. 

, Idyer:e reactions, I have summarized them tn terms of the frequencybecluse 
they Ire intuitively easier to understand in those terms.' :::"c ....• 

A. This ND~ consfsts of one control'ed c1infcI1 tri". Consequently there fs 
no independent conffrmatory evidence f~r the foregofng results or 'or the 

,~; -'. .... 	 , " 

... . ~. 


...... 




--t, ... : ..,'" \ . ....... " 

'.~.:,,~:..:~~~. :'~.:~~.,.,', .•",:,.~'~,'.:.. :.'"",_! ': ", . ~,., .. 
.. ~... ....

' ...•:. ',"'" . 1·- .,' . -- - ,,'. ',' ,' . 
• I .. • • ~ .. ' ~ _ •• 

( . - ,:, -. _;:, ,"': , ,:'~0,: ,>·t _,': ~:' ,- L:,: .;;l:;:':;"'~~<·:':~~:~,)~:'~-A:}~~~~,?<~: . . ,._" 
conclus'ons that follow froll tbem. ' Furthemore. the imp4ct of AlT',s.'approYal "j' 
1s lihl1 to be that thare will not be confimator1 evidence 'f~.~t~:::.~"):~ .... :':i~\ 
p1aceb~-controlled clinical trials) of the efficacy of AlT ,fn the populaUons " 
for which AIT is indicltod. On the other ~nd~ it will be possfble. at least 
in te~s of ~edic~l ethics. to obtafn evf~ence from placebo-controlled trials 

.'to c'Gft~ute AZT's Ipparant lick of efffcacy for populaUons.' '. . 
patient. for ~hfeh It h not indicated. Thus it is verI ts:portant to 1fmft ','- _,'."'," ' ,,,.; 
Ippr,val to piltients for whom evfdence of efficael is particularly strong.:It ':<~:, '.,,-: 
was pr1t:3rf1, for this reason that ana'lses were performed for, subsets \If :_",;,~,.;,' -'-=
pltfents th!t had not been prospectivel, defined 1n the protocol.':~...(."'i);;,.;,:~:·~r;.';'~~:-::i'::' ".:.., ,,' 

.' .~'. *'" ,_ • •...J:,>t_ .. ":'~__ .... ." '" 

B. We Ire genarally verI critica' of analyses based on retrospectfvel, 

d~t!~ined sub;~oups. Such In~'yses usualll come about ~hen the overall 

In311s15 of all the patients fa115 to show an Investigationa' drug to be :.::.; .. " ~j>;:> 

eft'eethe (f.e•• th:! oye~lll analysis l1elds I non-significant result). ,'. 

M:t'yses on subsets of the patients are then perfonned in order to determine'.> >.. '" 

whether there Ire any subgroups that will prot!uee a signif1clnt treatment <: ,:. ',,,,, 


corn~ar1son. We usualll view this as an attempt to salv,'ge I studl that. "from' ::: 

the sponsor's perspective. produced unsatfsfactorl resul ts. 'The YI' idttl of'··.·:;;~' , 

such S~~9rc~p analyses 15 weak statistfcally because, even when I drug is .' ..~ ~,~ , 

ineffective, randolll variation c~!ppur~o bi__~!fect!v_e In s~c~~,~ "':" ;" 

suf)orcups. Furthe!"'Oore. the 110'" sul5groups tliff are examfneCf, the ~fgher are ' ... ,- . 

if,;!- ch~nees of f1nc!ir.g ot 1e~st one fn whfch there is a statistically . ,.' ,,,,,' 
si,n~ fic!n! treatment comparison. :. '. " . ";C'. .
- . 

• _'.' ; _l . 

The su~~rou~ analyses th~t J performed h~d I different perspective. In thfs 
. st~~1 the overall Inalyses (for the major efficacy variables] were hfghly. .,~ 

statistically significant fn favor of AlT. The rltionale for the subgroup "~- - '''' 

analyses was not to find I subgroup in wMch AZr was effecthe, but rather to .~.-
sea if the~e were subgroups in which there was not strong evidence of 

efncacy. The reasons for this approach hIVe al ready been gtven in the .' -:" 

previous sec:.ion ccncern1ng the one controlled trial a,spect of the IOA.;-:- .:. 


Alth~u!lh the protocol dfd not specffy s~bgl"'O~ps fn ~hfch a!lllyses wOuld be '>. :":' '.' 

p~rfo~!d (fn~eed it did not address the Inalys1s of the data at 111). . 

diagnosis would seem to provide In obvious criterion with which the patfents 

cc~ld bf grouped (i.e., AIDS or ARC). Since patients were randomized withfn 

su~~ro\!PS thlt we:-e fon:;ed on the basis of whether the pltients' base11ne T4· ..:~'.~'< 

~:~. counts fe11 belew or abeve 100. analyses within these subgroups (i.e.,

Lew b:s~'1ne T4 and High baseline T4) Ire statistically valid. Ktvever. 

Dr. Cooper suggested that subgroups formed on the blsis of whether the 

b.seline T4 cell ,ount fell below or above 200 may be cl1nfcl'11 more 

aeaningful than those usi~g leO as the cutoff. 
 ;r.: .' ..... lb.f. s.. stuc!im' '1!2.1.'.D.·.jl...!.~e.d. ". ar'.·..LJ..'on .t.he baits of f"terll~ .'1. "Ijlses' whfth 
s""'iled LJ.A,cg...·6tfference til ,WIi1JIi:Dflr..::w".."d pllc:eb:O~ . JeC1Ntng to 
t~e"protocol the dlta were to be examined every efght weets. Vhen dati Irev:
eJ~~ined seGuent1a'ly in this flshion on! cannot perform repea~ed tests each 
It the .05 'eve' of significance Ind stn, maintain In overall .OS ," , 
s1sn1ficance level. In o~er to maintain the overall s1gnificante level one 
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.....:_.. "< ' . .:>:~,::, <~ :':,:' ;\-C~~;~:;::.~:c,'_:_:"~~.':_~k~t:o:-, "f$:f:-" 
~ ,.'- ~*>. ,:~~ •• -\".: " .. - .....:.-i"':.;-:-.~ -_ N: ~••"-: ••::..~.'·:".~::'.~.f_':_:':'··~~·;';'·~:~'_.'4.- ~.... ,.... --.;,.::"r!:-i.. . ,,_-;; ... -4'.~ •• , 

..... ' ~. ;'.'~ ~,. • : ~ • # ·~·I .• ~ ~ .:: .:.•~:'"~'.~:'": 

( .'. .~. '.:'. >.~.: . ' ..~.:'"_~. ::,::..-~ .'.-.-"J ~~~..' ~ ~:'·~:.r::~ .. ;;~ ~':::Y?·.~~::r~~~;~:~,~::::·~f;ii:- f.. 

••': • '" ' ••'. f. '; .~ _'':. ' _ .. .. ::-:J .~'.. "",'. __... ~ .-. ~ -...... ,\':.~"; :'"." ~ .. -........ " .-: ":--~. . . ,. '. ,-' .'.-. . ''', . --.~ -··.:··,..}~~r:.·:·::~:.;~.·-··~.~:.· :..,", 
t::..Ist p3rfora the rep2lted tosts it 10':'" '11~nfffc:u;ci ievIls... A1 thOugh the'·. .:~:.::.•:. ::.t~ 
pro~:eol dId net a~;!N!.s this 1ssua, tt tl .y unde"shnd1ng thlttl\e D~ .;....:r,;.. ., ;:)!/~>~ 
w:ul d e:'::Jfn:t th~ ~3t~ f'oiJr t f&::s (klgust '. October 1, Dace:af)ar t and ~5~ . --.-: ._;::-"-:'; ~.;,:::;';,--:~ 
F~!)".Jlr, 1) tr.d ~tlld V~I! tha O'S,,'en-neiling procedure for 4etenlin,ng the '~:t~.!':::,..'.':':; 
ft~2tr.~l--;4~~~:4«r.:rt lQv~l 'at nch anl11sfs. Thasa turn out .to ba .ccoo4•.;I/:;:;c":;'''; .... :'; . 
•OOZ:J, .013 ~n~ .C~l. Thus t~, c:)rt411t1 dat~ u~on which the D!:i3 reco...'7.Iended .~.:. . 

t:~jn~t1n!J th~ t"ial, "htc" hod bean ana11zod fn pr~pa"atfon for th_ ..~:; -0.'. . 

.
C:!'t~r 1, lS:5 Ge~tir.~, sh~~ld h~V2 t~an anl1y:ed using the .C039 nc~fn.' 

s1~:1inc~nC3 lavol •.. I.c;ordtn~ to C1 analyses Of tbis dltl the p·,alues· for ..: 7;!"~ 

til: t":lt::.:;~t CC;;;;ilrhoi1S ,,~re .QO~2 for 111 F3tfents, .002& fo" AIDS potfents ':. ';. .~;'-:7 . 


and .031 f~r AAC patients. It fs argu~bl. that, on the bash 'of thes•.:::-~~~:·:~-':~:-.' . 

p·YI'u~s. trt! st:.ldy st.ould not hiye been terminated for"'th! k~e paUenta. " ,-.~,;. . 

"
~--:------'--;;--:- :.., -~.: .. .' .. ~.. .. . -~. ~ ~ ... : .........-.,,""'-~-~--

k;t~:!r cC:':1'11cat1on of s~quontial stopping' rules tstbit a" of the yar1ous::':':"~' 
st:;~11'13 pr;)cedures hne b2~ft ch!¥eloped in the context of testing one ., .'.:. .... 

;. 

,.," 
. 

v~"h;le. Thus, .'though the procedures specify the Significance levels to be :'," "'.">-;'•. 

u~~d Wnaft t~$t1ng the priL"'.:try variable (f.e., death, in this study), they do ..'., 
Aot s~!;ify the Significance levels to be used to test all of the other " -'; 
':r~:o'es. lIhat has ha~pened fo" thfs study 15 that once t"" t"fal .as 
t~F.a1nlt~d the sequent1al stopp1ng aspect of the study was forgotten. and .,1';··:';, ~~,;.;,-, 
of s\,l~:e<;'J.:;nt anal1ses are Judged Iga1nst the usual .05 level of :. ,.~ '..", .... ",~<;" 
1;n1ffcwn:a... . ... 

Th~ d1ff~r~nc:es were 11r.;ost .s 1r.1pressive when the Inil'~!$ were restr,cted to 
A!CS ~~t1ents (1 .s. 12. p-.0004) 0" to pat1ents in the lew «100) baseline 
T: cell c:unt group (1 Ys. 15. p·.OOO~). but were ccmDarat1ve'l less. . 
f~~rissiye when restricted to the ARC patients (0 vs. 7. p·.O\ ) 0" to 
F~t1en!s fn the H1gh (~100) baseline T4 cell count group (O '5. 4, p·.02S). 
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'~./.; ~,:; ,,:!~ . _ . ~ ~. ,. ,' ..'''':':'~~_ . ,". ~';. ·,':·:·.·~::::-i~:0.:~.·I.~:~·~::it;·;·.:.·~'~~:·::-~~- ;';', 
The above re:u1ts' sOc:lad to' 1~dfcat. tt.:at· "tf thar~' wer~ -.~. s~;~~i-~f' th~- 'st~, 
Itr::~1t th~t was responstble for cost or .11 of thll trQlt~nt tffect~: tt Iras 
C"lr.let~rf:~d by buolfne T4 call c=unt ratter thin by dflgno.1Ii TIIh .. 
'thinkfng led to the .n..lyses that shoved that .11 but on. Of. t~delths .we"':·;·· I' 

conf~d" to tht..Jrou;» of p.1tients tllit "ad bQ~Ql1nm T4 ce" CC;lnts ~220.·- :C.t· .' n. nt.:::5mr Of acilt.hs In this ,roup ~u 1 for AZT .nd 18 for placebo' ": :,:... (.;~:;.:~:::... 
(p-.Q001). The l::t1c4tad 24·.:~et sur,h.l rites w=ro 171 'or AlT .nd 72: for.' -
pl ~:~bo. Tha nt.:::lt:3r of de:lths tn t."4 grct:p 0' paUGnt.s that hid bueltn. T' :..: -': 
cell c~unts >220 AS 0 for AZT .nd 1 for phco~:) (p-.24). :Jhe 24·.eek .~ ~._._ -'.;'..:~ __ ". 
survival r.tes w!r. lCal for An arid $61 for placebo • .' .... . . . _ . 

":.". _." ~', ~ ";" w :' ••,'(~' '_,~ ~o.~~ -.! .. .,'. ~,.' 

It shauld be noted that only 55 patients (cbout 2CS of the enUre n:lple) ~d -. 
, baseline T4 cell counts >220. Cue to this sca11 slr.tple size one shoul~ not . 
, conclud~ that AZT dcCls not rel!uce the risk 0' IOOrtal1ty lJr.ong paUents .ith ., -'.: . 
. baseline T4 cen counts >220. but r;thar that there 15 no .yidene, ~-.~-:<.:. . 

reduces tha rht. It should .1so ba noted that "Over S6S of the AIDS pati.nts ." '.' 
~:s ejs;l1na t.; ce" counts <.,2,0. Thus. conclusfons concernIng the group: 
• ith b3$e11ne T4 cell counts <220 .re .ssentl."y conclusions about the AIDS 
F3tief'lts or about the .~RC ~!tTEnt$ wUh • t:tel1ne T4 call count <220, . 
w"neu conclusions cOf.:ern1ng the group of F-lt1ents with baseHn' T. cIll .:C·~:, 
counts >220 Ire essent~a", conclusions concernfng ARC patients .ith T' cell; - .
COJ;nts >220. (As was stated fn tha Results section the 220 is In Irtiflct·· :., 
C:~e to J"Ol.ln;:2-off error. All of the fore;oing voul d be t1"Ue 1f 220 were ... . 
re~llOc!!d bl 200.) . . . . '." 

. 

• <- ••". , • • .' • ". - •• ,. ",'" t.:_ 

B. The 1"111$IS for the tfQ! to first 01 were not IS fmprtss1ye IS were those 
" 

for the ~ortl'itl data. In the oyeral1 Inal,ses the number of plttents who " . 
dtv!lo~ed In 01 wu sfgntficantly s:ialler fer AlT than for pllcebo (ZC YS. '5, '::~.;,
p-.CC06). The estimated 2C.weel rates for developing In 01 were 2lS for AlT 
and CZ: fer p'ice~o.. . ;--:. 

The treat::ant d1fferencu wert stin sf;n1ficant in the Inalys1$ restricted to" .... 

the pa~ients tn the Low baseline T. cell count gf"OUP (21 ys. 3'. 1'-.017), fn .< ". 


the anal,siS restrict!d to the p~tients fn the High ba:eline T4 cell count 

P'cup (3 YI. 11, .,-.OCo). Ind 1n the anal1sis restricted to th~ AIDS patients 

(19 YS. 32, p-.OC'). The treatment differ.nces vere not sfgnificant fn the· 

1""1$1s rastr1cted to th~ ~C patients (5 ys. 13, 1'-.037) un',ss OIs that . 

oce::rreA. durtng the first six weets wert .xcluded (0 ys. 9. ,-.C02)•. ' . "' .. 


The Inll,StS thlt grouped patients on t~e basis of whether or not thefr 

b~selfn~ TC c.l1 ccunts 'lcee~~~ 220 tl'l re~ults that wer. quite sf.11lr to 

t~e corresponding In~11ses of the ~ortalft1 data. The group of patients that 

hid baseltne T4 tell counts <220 accounted for 'S~ of the deaths .nd .t3S of 

the Ols. In tM s group 23 All Ind 41 p1lcebo pAtients (p-.002)deYllo;:ad 

ors. Th2 estiaated 24-we2k rat~s for dey,'opin~ In OJ were 30S for AlT and 

51' for placebo. In t~~ gro~p o! p.tfents t~t had base11fte T. cell counts 

,2,0. 1 AZT and • pliCt~ p.tients (p-••S) developed OJs. The esti-.ted 

Z1.~cak rAtes for developing an 01 were C: for AZT And 15: for placebo. [ven 

1f CIs that occurr!d during the ftrst six weeks were excluded the trtl~~ent 
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c=~3I'f:Oft ~l'il t:"~:Q ~at1Qnt2 (0 n. 31 g:ll~ ~t1~~' ...;~:~-·~J~~~:t1cal1·~· ·~·--·'·--2'·:: ... 
'f:;il1f1c::tt (.,...ta). .... -. -:.... .'»'. ::< :::.·>·.,.~~.'":·2~;'(.{~:"··-:··' :~ .. " ."''; 

_C." .·C:&I"t.,1c &Q~n'~tr~~f;;,(1••~. It lei:t~ b'o c:t.:) ., &~~'~~';~dfd aot' --~. 
. ..... '~P:l:l'-t~-:;;..th2 c:::.arronce 0' OIs•.. lJ>out 24S 'f t.1l. paUonts"'IYllo~ed 

t:. 01 r::l:-jac:.:: cf t:~,tt~1' 0' ft,t t~~1 ,c:efvcd chronic IC1C'0Y";'" TIll . 

eM. 

t~3t=::\: c::;~rt:=a t':a st:a:f;tfc~111 st~"t ffc:nt fft f••or ., AZT II:'.on, ." ,.!. .;. 

f::;~~ij.~h~~ ~~f~e~ .~=YC'CYfr.: (f~~:~;;~\:lnd .~~~g...~,~f~~ts .h:~.~~:~.. not:..~:"....:::.., .... ~:.... 
D.' T:;:l .nlll:es 0' t!".a c"~n~es frc:a base1 tna for til. ,ecorid~r, e1f1clc1 '~:- ,.;.: . 

V~,.t:!>'es (rt~~21' of Syt:;>toms, SCI 0' syrn~tc::a SC:J1"CS. lal'ftofsty st.t:as. w2fght " 

Inj T~ call c=unt) ,cnQI'~11, atl'rol'Qd tha results of thl ~rta11t1 analyses 1a . 

t~l t;;~;:f th3t th~1 ~~r~ r.:::re fr:~rcs,fy2 fn th~ AI~S patients and in th_ ~ 


pa:1ents in tha low bJ:.el1nCl T4 cC!l1 count group th.ln in the ARC p:.ttents or " . ' ..' 

fn t::! p3tf~nts tft t,...3 Righ ta$r!1tn. T4 clll c~unt IJ'1)UP. In the former two . ".c,. 

9~aii$ tt-~ treat!:-!nt cC::1rlrfscns .cr. stlthtiC.lll1 sIgnificant out to 20 .:, .. , .. :; 

~~~ f~1"a" ftv~ of t~.1 ,eccn:!~1'1 ,ff1cac1 Ill't6bles.tn til. lattar.two ·-i~i<h~'. 

g~;:;: t~ trtz=~n! c;m;~r'::r.s t:~l'e statfsUcll', sfsratffc;nt out to 20 . ":....; ~ . 

,,~:::: fJr ttta T' c=11 cO:Jnt, tut ti~l'en't st~nfftcant It an for t.he ftllDber of .'~::',~-::,. ' .. 

S;I':~t::s. thl ,\.~ of ttl. syruptocs S(1)res 0'" tr-.. lIrnofs-¥, sUt~/~. ::::~"":':-~' -:.;: .._{~.' ..... " 


E".cy,,;: ""; ,~.,,?!... ,...., 

n.~ T~ c~l1 ce::nts ~ft tha AlT FaU;nt. 1nC"U~S2d s"~rID' dUI'fn9 the f1rst fcur 

~~~'i. hvt ~~:i~n~d t~~r~~ft~r. In f;ct. It 1S ~~t~ c:~i:n T4 cell 

c;~~!s for AZT ~~icnts 1n th~ AIDS §rc~p Gr fn the Lew b4sel1ne T' cell count 


. irt;:~ h;:S e:scnt111', returned to t!\et r basal1r.. levels.. .,. 

---~----..--------. ..... 


E. 11':, d1fferenc2 in tha nt::iber of patients that dev,1o;ed l.I~ost's s.rcOt'lli ~~'.:_. 
(6 AZT. 1 0 pl;ee~' ..~s tot s!.Itist1ea1ty S1£;'l1f1c;nt (p-.20). ,V" ~. 

.. ~.t..#f" ..... ,. _ .. 

F. t~:r2:~es frc~ ~$a'tr.~ "era st~ntr1c.nt', llr;~r 1ft the A.-r group '01' 

'~olc~1n. '~t;er1t ,nd rid blood c." c~~nt. The dIfferences het~een . 

tr~:t-~nt$ ~!ra sest p~n:~n:!d tn tile $~~P of patfents for ~tch tll.re was 

t~'J le::~t evi'cr.ee Gf effie;cy. 1••• , A.~C patients who wire in the Hig~ ." .. 

t.:~~l1r.a T4 call CCi:n: group. .,' 


.. .. " . 
t:;:reasu fre:2 baul in~ "'21'2 also s1s;nf1c:.ntl, lars,r In tht A.."T croup for 

~ 

" 

~~~!~ blc:d e:~nt and neutr=phfls. For tllese vartab'es t~, dtfferences WI,.. . 

,"c;c! 'v~C:~nt in t!:l g~:.:p 0' F,1t fents for which thert tQS Uti roost .y'd~nct of 

efffe;c1. f •••• AIDS plt1ents vho ver. in thl Low blsellne Tt cell ccunt group. 


G. Si~~1f1clnt', ~rl AZT ~lt1ents I'equlr.d transfustons than d1~ P'IC2bo 

. Flt!c:nts (45 fl. 14. p-.DeDl). '. . '. 


H. %3 ~~tiQnt~ trcat~d .fth AIT the protlbtlft1 o~ ~av"optng .,..~ta . .

\t (t:=:·~:~f3 <7.5 ~/dl) and tha prcblbtltt1 of d~yt'opt", ftlutrcyan1, 
(r.~~:r~~hf's <15~) vorl both found t~ b. s1~nif1c'ntl1 1,ritr tft pattents 
Wi~;l l~'!r ba~e1tn. T4 c.l1 counts. The proi;~biHtl of neutrcpentl was found 
a1:..o to increase sf~ntftclnt11 fn Plt12:'!tS with lcwtr bue1fr.1 le.,els· ... 1 812. -. 

~. ~.. 
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"=-og'c~fn or nlutrc~M1s. Ind fn ~tftntl wft" longer d"raUon;.' ;,~-~:;' . 
• citWlfno~h:n t~rlpl•.': >. :.~.• :'. : ..,.' .....~;. . .":··?~~/~1.~.·.. '. . 

, '":: :._::.~ ~'.' ~ y' ••- > -. ~ ,", •••• , ••:,.;:. ~.: ,'" '-~~. ~.·7 •." .~.. ~': "'~ '".-"--- :"-: :~.'" :..~~~_~:':~;~·~~~~.~~,~~.#-""-';-~r~··,~,.. -.c:' .::.->,._...~.". 

. '. '., '1. ';U!~a. lI,yalgh an~ fnsentl oc:"rrc4 to I s1Gn1ffclnt1, Ir.~ttl"dt;ree in .:t ..J.:', . 
. . ";"7'-:,AZT~t~au-t~n In phcet-o Pltients '~S.SI 'I. 18.21,.1.11 II.' 2.2S Ind .4.81. .:.: 

. :" 'II. O. n. ros~ct.h;ll)•.. '. _ ..... " ,::,..; :...:'. c.' .: :..," '. ~ '.~ •.,..:-:~ 
. ," ~_ ".' ~ ':t ... . • . , ... ~'.~~:.';' '!..::,;"'" ;,~-;If'"
".:,'...~ .~C .J,' , '. .' '. -.. ""'. .~'; "~.:.:~. .' ~ . . ... _. v. ": 

...• ::'IC us Ions '. ._. .~::: ~>~<:..~~.~.:::;>=> .... '::. :':f." ..... _. :'):-' . 
. ~-:::.:': -. - ...... ,. '..,," '-~ ',''', ~-. ~~~'-"" '.~-

A. Tlla" an I n...-~ar Of, d~S~fQtfng .s~cts concerning thfs HDl•..It .', / ,'.- .,,'.' 
c:ntltns o~l, on;! Cl)ntrol e C fnfcal tr1.'. and tlws there is no indeFcrufent .;. "< 

fl..,."....tt';,:... CC:lf1n:-.Jtor1 tytcitr.:e for th:»t study's results. It contafns 1 rel.the1, ',;-,, 
\V"'v v. ~11 nt.::l~~r of patients «200) .ho talYe been treated .nh AZT•. n.. .;<>";:.. ' .. ' . 

. cen!rol1ed cltn1C.ll study fs rehttv(!l,. short (f.e•• 24 weeks) and .~s .~. 
te,,- tftlted earll on tha buts of uft4ntlc1~;ted fnorable results t. I unn,l" . 
t~~t h~s neyer beeft a~tquatall ~eff"ed fn terss of fts impact eft lfii 
subsec;uent snUst!ca' an.',.ses. ........ ..;:: •.-.; '..,' ", :." ":"..'.:;. 

~, ~- :. '!.. '-

~J
A1::~st 111 of ttl! e.,1~:nea of AlT's eff1cacy cc:r.:es frc;!! th! grou~ of' ,::tients :..~. 
t~~t hJ~ basel1ne T4 c211 counts t~~t ~~r~ less thin or equal to 200. This . 
t,.,;:~ IC:::wnt2d for r.~;rl,. all of t'\e AIDS a:at1ents tn the study. Thel"! VIS .... ;" 
only one cSeath. I pllce~ patient. Illong the 60 patients th.t had I baseHne ,. 
T4 c.l1 count tn exctss of 2CO. 

" . 
c. lZT predl.O:od h~!olo,fc tOI1c.t~1~s thit 1:2r, exhibited 1n I .!_"c~~" of 
~~at1ents re~ufred core' transfusions than df off pbcebo ~tteftb. A!T 

~ftts hid 1.rgtr decreas.s tn h~cglobtn. ~tocrft. rid bleod cll1 count • 


• ~111 blood celt CGunt Ind neutrophtl counts. '.t1entsw1th lewe, ~stl'ne T4 

c~ll co~nts wer. Qcrl lttely to deyelop In~2t. Ind neutropent.. '.ttents 

with ',:.:~r t.s.1fne hEQOglobtn and ft.utropMl counts In~ lcnl~1" ICtU,D'ncpf-.n 


.t".ar;~1 ware I:cre l1t2~1 to C:evelop neutropenia. ~ '.:.:' 

1ft £cst c:~es the tOl1ctttes .~soctlted with the use of lIT WIre aost "1dent\/ 
tn t~ patients th.t app••red to be deriving the gr.atest e"'cIC1. t.e•• AIDS V\ 
~Jttfnt' Ind A~C p,tfents w~o hid low bl"l'n, Ta cell counts. Hewever. t~e 
'~cT:l~es tn hcooglob'n. hem~tocr't Ind red b100d c,11 count were cost tyi~ent 

. 
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D;,15ion of Biophar=aceut1cs (~FN-220) 
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SUBJECT: 81ogharmaceut1cs Reeonnendation of Approval; ..' .:-:::. {'., 

AZ1c:ot!'::m1dina' Capsu'~SJlOA '9~6S5 :- .. ' •...,: ." ' ....... " 

Burrou;hi .el1co~~ SU~Q;tted on Ncve~er 20. 1986 
'

',..., ~. 

A. 	 Back grcund: . .., ..... '''.. ... :-'. 

A.: i doth.)I';"Ai di ne (AIT) is a potent 1 nhfb1 tor of the 1 n vi tro repl1 caU on of . - -. .-- ..:.,. 
re~rovir~:es 1nclud1r.; human 1~Jnodeficiency viruS-(H!VT7 Under the current 
J:Q:~;se 1r.ser"t prQ~os~d by the fi r:l. th1s drug is indicated for the managfCient .: 
of certlin patients with serious ~nifestations of infections caused by the 
H:V. Th! re::~~ndad dcsase 1; 200 to 250 
G; (2.:-5.0 mg/kg/dcse ~~~£nd1nf en body·weight) q4hr for ora' . 
,~~i~i5trltion. AZi has been reCO~cnd:d for appro~al by the Advisory 
Cc~ftt~e he1d on Janua~ 16, 1967. 

B. 	 Stu~y ~esu'ts end Discussion: 

1. The ph~r"Q4c:k1netics of AZT has been evaluated in adult patients 
infected wi ttl HIY." . ~ ,,'- y. 

: -,- ". ' 



...;.. t.'j"'f·,.;f- .~. ;.~.,~ ~';.:,. ~" .. _'r'···",J ... -u· ••·r-.·.···,"".·. '-'~' .' 

_i . " ":_:~:~'$:.,~;.' .,:':,' -::'~~~'.:{..~;;;~".~: *:.7&, ~ 

( 

:~-,~ .-~~. ~·~~~~;:,t~·::·"-·",(3r"'nl bfCIY(lflGbl1ft,y:"Df2!o 'ag' c'ap~ulesu~ed' fa ':i4ctclfnf(:a), :. "-::'~.--~":':"'-:~.. 
.	' "~\J;-" .<,. efftc:lC1 studios .::11 ,vsluated In 5 patfents (Fon:u1atfon U,. ....:::...~. 
~ " ~. ",,' '".t ..B-JG-01Al, I,lt:tt ,Ho. ·SJ2758. dO!:1 ,angt 3.8-16.7 r:gltg/c;4hr) •. Tht .' 

':~,'L'C7\~\:,~;:'.~~~:!.'~'.:::~ bfclyatlabtlit/ for tIIfs 250 a, capsul. was .quivalent _to' ·tht 'or the 
, .-:'-~.'.~, IV solution liYen orall,. Drug absorptfon appears close Independent 
. . . .' ' ov~r t.h3 ranG! of 3.8-16.7 mg/kg. The rec~i:':'.endecl closage 'or oral .. 

... ..', Ic.inistraticn fs 200-250 mg ( 2.5-5.0 Blg/tg/dose) every 4hrs. " 
· ... .",~._. ~" '::"" :..;,--~_»~-~:. ~-+~,~~; :~7~r ''!.: :.. ~.;. ',: .." _~ ..~;:-.;_: :;;~ . . _'~'. ,. ~~ ~~.. :;'':.':..~~~~, :. <;::. :';..<' . ~ "~' .~:..... ~ ;~""_- ': :'. _." ,..=:-...-~ : ..: _ ,~ ,.... :~..; ~: -...'!-'" 
• 	 ~.":.-t.~ 

2. AZT Is rapfdly muboHzed to GAZT by glucuronidi1tfon•. Both cC:nDounds '. 
· .' .;; .' Ire excreted b1 the kidney. T:-ae total ur1nar.Yrecoyer,y was ,:: .. ,~"", .. -", ..;. 
. ~ ~ .'. ,', ~~.,~~: ' .-;:..){~';- .~" .. " ',',.: . . ..... ' '.,:;,.; .. -. ..·.90~ for the oral .. ~. 

-."."", .~-	 ',:".'~.~< . 

. . ~' ... ": .' - :~ ':; '~ -

. ~". . - ~( ',:" .;' :. ~, "-' '..:.' ~ -;.'.:: . 
, . - .' - .... 

'-- ...... , - --.. 
.~ -, . ,.', ' ~ ~ _ • ""'. w •• .. 

. "'.... :,', 

4•. In vitro clhsolutfon data (USP rotating pad·cSle. 50' rpm,' usfng H20 .' 
simul ated gastric end i'ntestinal flui d, 370) supports the cc::;parabil f ty

. of t~e 100 mg &nd 250 leg co~rcfal clj)su'e formulations proposed for .' 
8!r<eting to the 2S0 ~.capsule formulation used in the c11nicai and 
biostudies~ and to the lCO ~ capsule fOMhulation .1$0 used in clfnfcal 

4 ....•. studies. The dfssolut..fon of eilch testOGd capsule formulatfon fs '.' 
t' pH.1nc!ependent. A 0<;' dfssolyed fn . ain was chosen IS the '. . 

o' 

s~ecfftclt1on for dissolution for ~~ese co=.r~rcial capsules. 
. . . 

T C. 	 _~;:.:;.;;c;.;;,;::;"_':a;;.;n.;;.;;d;.;:;a.;.ti;.;;o....n..s : ,.:" 1' .;. " ........ ,_. 

... . _- ~ :.:..,. .• ,." I' ~, 

'h~n 1.'" II:!dic31 fl:?orbnce of AIT in the t:"eat:'"~nt of AIDS, the '.. ... , . 
\ . pharrHccitfnetic/bfoavafl.bfl ity studies that vare sub:::aitted under,NDA . .; .. '" 

-:- .~. "'0'''':'' "~':~: ,':,-,19-655 (AZT 100 Ind 250 119 capsules) .,.adequate to '-~".(::, 
. deserfb. t.."ae disposition kinetics of AZT in patients. Hc-.rever, the following ... ' 

~. 1'~fUon;ll studte, shculd be consfdered 1$ possible post-approval requfrei~nts . , 
.,"<,'f .(p:':a~e IV studfes) to raore, ccmpleta11 define the ~1sposfUon and ,erfo~nce . 

'~f AlT ~aps,~~_es... : - '~.,- ,~·,.!:":":::-'-:"·,'3;.;f.:;'~;~~~~:·::· 

.',,' 	 1~ .or=a"1·~ Dfvisfon of 8iophan::aceutics policy requires t"lt I ' , 
b';:e~ufYillence.study in nOrQJl subjects be conducted if the product(s) 
th:at fs tested tn ~le 'fr.3's pivotal clinfcal efficacy Ind safe~ studies 

. b for.:ulated ~1"arrntly 're:1 the product(s) that is to be aarketed. 
This is to a;sure that the market~d product(s) will behave the same IS the 
clfnfcally tested produ,t(s). r"r the NDA 19·£55 capsule products that 

. ,- _ ... . ,'- " , . ' 	 . -.: \0.: • 
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. . 	 ..,'. . 	 . . . -. - ~ " 	 '. ~. . ::. 

( 
~" t:st~d fn to'l, cl fnfc31 effic:.c:t stl.:dfes (leO Ind 250 ';9) Ind the 
C3p.... ules th~t ~4S t~sted fn th\! bfo~\'~f1ubf1ity stu~1 (250.=9) .trl....'!y Ire 
forc:~l 	 to., # ntl frc:l thc:o that are to be r.::r:eud. ' . T~a ~ro::e~cd . , 	 - ....r.-_.,\\~. '" r:2",~~d capsu .as nc'," 0 . n :......--...........:........... ~",_.~, and "'i...l:-..:..:.. ............~ 

(~ :). Hc..:~ve,.. tee~use of concerns for potent~al toxicity. lil:lited 

: Grug su:~11. t.~3 ur;ancy for rapid drug develop~~nt, ~~e s~bMftted in vivo 
. d3b .' ~ '. '. " Ind t.'te 250 iii -.:-~ . ' 

". ) c~~:tlh) ti.j fn vit:-o d:t.l ldhsclutfcn) thQt stro:-:cly S~SC~$t$ t."lat , .
fOrt:~htf on CH:nC~$ for th~ cO;;;;:Qrc:i al Ctpsu1es .11 f heve r.o fnn uenc:e on · 
~~3 AZT bfo~v4flc~iltt.Y. thl Dfvisfon of 8fophirm:e~utics rec~~nds ~~e 
bicaqufvalence stJdy c~n be wafvod It thfs tfl;2 (eril 320.22 ('e)).~' .. 

,	 He~~v~r. if c::-~ clfnic~l tr141s Ir~ con$f~Qred naces$:~ by the ~adfcll 
officer fr~ lVi....~15. t:a t:culd s;u~gastlrc--to::;:-.and t!'I4t thl! ffr:a conduct I 
$::l11 scale ph~n:::cot.ir.~t;e/bfcavc'li1i.ci1ft!l st::c!y 1n patients to . 
ct.llr~c:teri:t the tbserptfcn Ind cUsposftfon kinetics of the proposed 
C~~lrcill fe~~'lltion ( 250 ~g ezpsules).' . • 

2. Both the p~r~nt drug AZi &nd ~t~bol1te GAlT are excre~d by ~~e 
ki<Zn;!y. ihe ciis.pcsHfcil of t.;.ase Co.iipoUn~$ tn pati.;nts with renal and/or
liver It;> not teen &C:cr u he ct:rrel1t & pl1cat1ufis.' If ". 

are are sC~PO~U'it ens 0 patients who E~y Qve s sn al and/or 
HV2 ....c!!STuroction. ~a ":1.Ild recer.::'~nd th~t the fir:l cond:Jct a l1wfted .' . 
sti.:d,y (fes) to fViiluatl ths plH"'::aco~fnet1es of AZT/WT In these types of' '. 
pJtients t~ '~t~r=ir.~ if there is I p:t:~ti&l for dr~s!~~ttbol1ta 
Iccur;:uhticn which rilisht CiUS~ patential sfC:e effects/toxicfties. 

3. Pro~~r.;:fd h:s bee~ sh:~n tl affect the =~t~~olfsB &nd e1imfr.atfcn 
tiroetics of k!: lr.d this h~s beQn n:ted in th! p~c~i)e fns~rtts Drug 
In~~r~c!ion S~et~cn. Also fcantified in th~t s:~~ l~~eling section are . 
O·"er "''''''''s (e 9 ~$"""'l'" ...t,,··,,· .. • ...... ., ."'... ( .. ,.. ..- ......." ... \ t ..... ".!Iv .'so " 
..... \It .. ~ ••• ".. .., '-~ .Uk'''W''''~' Ii.. ., ••...-: ....e •••• ~ ....... w •••'a. t 


.ffect 	AZi's Gi$~Q:itien. If there ere pot~ntial clfn(cal safety/efficacy 
C..."""--rnt-.ttl,..; f--• "' ,-,....... ,;:... fn"nr·"·':,.!,,~__ • i fer ..... """... ,~.......~.. "'rw o""'~r \At "'........................
• w.w ..... _ fl.., .! "'1''' ..•• - ,-",_ .. ~., .-re 
r.:t lis~d cut ~~ic~ are siven conc:m~t:nt'y vith Ali, liw1ted 
~h~~~c:kin~tfc fn!~rt:ticn st~dies ~~y b! ~~sir;~'e if tne current 
licel1ng warning se:tion fs felt to be insufficient. 

I •• . . 	
, ",.,,1../I.. ...• L ' .. : ·A". ' ... / 

t -"' 

~erC=2 	P. S~e'l,. Ph.D. 
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1. 	 £:ek9ro~, "". . .. 

1.:1dothy:tidine Cm) is I potent 'inhibitor of t'he in vitro replication ~f,,' ..; 
retrcvfru~~s 1lic1 udfng hu:n:n icuncdef1cfenc)' virus (Hh ). The drug 1 s' 
fn;ic:ated for th~ I:cnt~!!:'.:mt of certain patients with serfous .. ,'. , 
£:inffesutfons of fnfEeticns c~u$ed by HIV. Chemically. it is a thymfdine "~ 
afta'o~Je 1n which the 3'-hydrc~ (OH) trGup is repl.ced by an Izido ~~-"":.,, " ,; 
("'!:3) Srt::."). T~~ ,~:r:t is a r..ita to beige, odorless. cr.Ystal1fne solid : 
wftn I Cillecular weiS~lt of 261.24.,,: ' ,':":," :', -:' "', ",',' 

In tha:~ .ppl1c:tiefis the fh~ prcpo:es to r::.rt.et'~ZT[~' ~~ 3,'~; Dg'-::": 
and 	2:l &:g c:~sl.:les. The follc~1r.g phir:;aco::inetfc Ind bfolyaflabf1fty .., 
st~dies are s~bmft~d for bio-revfew: 

.':. .... ;.; .", <, 

1. 	 Ph;r:::e~ir~tic analysis of AZT fol;~1'ng' ':~,.-" ",,-:,;'7".' '0':.1 
aC:iinfstraticn: A report on sway P53-01/02, a Pbin 1 Study (Doe. Ifo ... 
TSW&S/C~3) - " 	 , ,. ;" .. , .. , ,',- --	 -- -...- .#_~ - •. i~ 	 ~ 

3. 	 Ser~ 11,e1s o( k-r follC'..,~ng oral ac:oafn1stration of 250 .9 c.psules in . ";"f 
~h:a~a 11 cHnieal trill lWtfents with AIDS or ARC: Study P53..07 (Doc. Jlo. - :' 
T~ZZ/SS/OO5i» ,. 

C. 	 Prouf" binding of An fn h"~an, dog and rat phsma (Doc. 10. TEINISS/OOO3) 

5. 	 Df~$olut10n st:J~itS (tOe. No. GJ..::t/S6/OCSO. Doc. 10. ~W86/0339. Doc'~ 
'x. • ao. CA."%ISS/C032) . . :' ,':" 	 ,.. . . 

..... ~-

~, 	 I. L~~111ft1. ~p$ults ) " 

11. Sl!':l,., of St~dftls 

The ph;~cetfnetfes and bfolyaf1.bf1fty of AZT is sUQClri:ed fn the 
r.e:Dorlnd\.~ dlt"d 1/1 5/87 and Att.let.::ent 1., ' · 
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111. tn1fyi~::~1 Study tn tobt 1"~, '~:,'. ":' '.}:~:.~~~L~:~,:,:·":.. ,.". . 
.. 	 • ";:,' . ' •• ,¥. :-' .' ,~.~ ", ' ... :~ ~' • ..;. ~.:.,;,~. -,. •• ~. ," ••:~ " 

1. St::dy '53.01 (TnZZlCS/~48l :. ~.'/~ , :> :'L,>:: ,'~,~~'!':~~~:2::;"~'~' :':,~>:". ;: --.,~ ... 
. ".'.~ . ~'- ..... -." :., . 7 ~,~ ~ - ::. ,_".,",'- :.:,,'" .~:.:.~ ~.:~r~~~:,:.:~~,- '" .. _~'. :-:-.~, .-..;~::' -
This st::~ ~c~ en c~~n-llbtl. cro~e-rfsfng. lIu1tiple-dosl '-,' , 
P~.:ir=lc::t'n~ti~ :st:.cq of and era1 IOinfstratfon 0' AIT. Th., '" 
r~:u1u In f!c:~ntod ~ft A~.,endfa I! '" '.' 	 '" :,'" ~ 

, , 

-' . 	 .. .,'-* --.;. .. .. .

2. An tntcr~o rcr,crt (TCZZ/~j/C:S1l . 
.-.-	 .'~~1~;;&~:tf~n:: :~. Iv::t":;t;rtir,,!~ecJ:;:e;::cS"fn~~e~~fx~ 2:'~: ~ 

3. St~CI PS3-C2 (TCZ21£3/0:~O) -< 	 • ' • • 

Thh st-.!:-y dct:rnir.~$ tha SG~~ l;~~elS-~ ~~ "!T Ift:!r:~hrcnfc ~~Sfng ... 
vit!'! either 2SJ r.J AZT c:~tule or ccrres;:onC:fr,g pi;c£~o. S~~les . :-,:' 
tiC?'"! c~l1ect::d Jest prfor to I ~O:3 .nd It l~pro::1c:-.atal.)'1.5 tar . :::.,- , 
.ftor the ~OS2. The resul ts Ir. (f:"cu:;ented fn ~p~ndfx 3. : ' '. ..'_ 

", - ~. 

4. 
' ' 	

.~ ,., , ". . .....,' .. . ..... 

Tbt in yft:-o pl"ot~fn bfndfn; of AZT fn .ur.:an. dog Ind rl~ pllS=1 .• 
"'~$ t:-:~~fj·,~d in A;;;~nc1b 4. . :: .' - _ . -: .' 

'. - ....' 

(1) 	 rlile co;;vos1tiC-t' of lCJ 1M:. 250 ~; cc:;:!:u1e fcr:::l:ticns and 
~. _. 'o~lctic~ ,r~ (;:~r.:~d in A;tandix 5,.-1It - Tt!)1e '. 2 Ina 3. Tila c.:~!:::ie fo!"'::'..:1.tfcns pl"o~osad for 
E:r~~t1f;J (iffer fl"~ tt.~ c:;~~le$ u:ed in th! c11nicl1 
trials by onl, th~ Idd;ti,n of • 

,~.." . 
.. 

.J 

(2) I;:t;h~~ of '-"T ct;:t:les t:ed in tha c1 fnfcal st;dies Ind 
t!i=:~ c.:n:.:f:;t:.:rt~ ,ccorCi:'::) ~ th~ fnte~ild ~rteb d 
fc~~i'ttcn~ Ire 11$t~~ in Tt~le 4A and 4B. Dfs$~luticn 
profiles (fn distilled wat.::r) for Nch of t.~se batehes Ire 
(c:=·~l'It~d in Tebl. SA 'td sa. Th~ ac::.;nt of AZT 4iss':)1," 
c:: Qt:.-.:1r~~ s~:<etrt;~:!=:::?tr1c~l1.Y It 255 n;a Ui1na I 
,c:;~t-:.:t=td A:;t:::'=ly:~i" I::!t.~od. Th~re ""'s "~ (~t.."-et.:::"lt 
fnt:;rfer;;nCI frg ttla exeip1"'t~ p~:Qnt fn .it.~or of t..,~ 
tnt:nead ••"eud C;p$ult strenSit.'l$ lCJ ~ (b,-at;!l 6iiCOlil). 
2£~ ca (batch 616011)). Tita re$~l ts ,,'lew t,;lwt t:-'~ ~:.:n t0' $X( df::tolyed .fUr 4S Dfn.f I not ,fGnf'fclntl.)' 
C:ifr~r;jjt for t,;t.:~:s ':$0:2 fn tna c11n1cal sbelfes c:;;·;:;l"'.!d 
t:J t.~e 	intnded c: •• i2rchl fo~1atfons•. , 

.'* . ~. • 

(3) 	 Th~ "'wct of ~ en dfs:01uticn of AZT capsu1es (clinical 
and cc=;.:!l"'Chl f"'r.3Ilat1ci1s) h~, b~n txuinad. Tilt 
resul U of ttz batch\;3 Ulit2d Ire s~rf:ed tn T~l~ ,. 
ln~fYfd;:3l t.1tl I"., she...... in T~~le 7..1Q. Ion. 0' the 
.~t:h~s U~ted s~~ad s1~~if1c~n~ pa (ipen~ence. 
Cc::;:a"~h rr::ults "ere cbbfned It 4S Dfn for 111 
for.:ul.tfons tn III dissolutf~' E29ft. 

'\.." 
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11. "'CO!~i! and I.ofnfstratfcn c._ ." -, """,c :': ., ''!.:"~'. 

',. Thercc~-,!nc!ad·4C.~~3 fsL ; '., :c~:i:':' :.' "~~, .','~~:~~?1;~":"":" 
2CO-2S0 G~ ~~hr (2.5.5.0 E~/k9/dose' for or.1 l~in1stratfon (Attach:ent
2)., . . . " ..., . 

w. 

-. '. ..' -'" ., 

, ' . 

, . ' Sign.r'y. Ir::cr'~n; b St:::!;y P53-o2, t.~e a:n p~:.s. Ind 1.5 iiI" ,> 
D. In u..f. ~C$~:~l A:T 1(_,=1, fQl1C".:rl:;~ chrenic Ic;nistr;tfcn of 25\) c~ " 

"-' ~~'" c:;~u'es fc!J!'ir far 4 to 12 t:ee~s t:I" 0.16 ccslQl and 0.62 CC;lill 
, ret~::!!v31,. A1thc~;:' to"'::! s~r-.:I lEvels Gbtarvt:d fol1Mng . - . 

,;:;~ ..i~t:a.tlC:a r,t hZY ,e:cMlfr.; tc) tt;2 ree' . ...;ciic:~ QSisa exceeded ' 
t.!'~ I~O of II': ,itro re~l1caticn of HIV, the clinical ' 
s~~~if;c:r~~ Of 5~r~ conr:~ntr;tfon of this drawg r~fns t~ ba 

,.1:" 

\,....t:t:'l1~:l~d sf:':e. Ca) to"e in ,ivo antivir.l activft,)' of AZT fa 
" .. 

ltc:3ft is not 'r~,"," and the PI"KUI rel.tfonsMps 'et:leen the fft 
w1tro s~s~~et;~I'tt1 of ,irus to lIT and clinical rtspcnsts ~t~e 
t,'.craP1 t.1S not been est&:'lts~ad Ind, (b) the toxfctt1 of .......g 
c~;",e:mtrat1cn tcw:ard ,.r10us t.Jpes of cells Is currentl" not ' 
Iva11,:"'. 

• 
," 
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"':'.- ,,~.,t·,::,< ',' ,~'- .. ~ ~··:;.··~~~:,~.;'·~:~-'i~; .." ;'~,~,·,f:.,t.: .-- ", \ ..... 
, 

~~. ~' '. . . 	 " .. :\:':', ~.~-" 

( 	 ~. '~a:~;,-~?"1 CJt~:~:t;~ ~~S_~C:kl;'~~fC: Z:::,O~lJtjC; Z<::~:JII. '. 
orQl ieafnfst,.\l'!icft of AI.. \.. . J fOr::ll;Uoft lilY' 'een '. J t~t'.···• 

,vQlc~t=d. in3 th;:v;l10111i.Y of Z~O .9 C:;lsul. fon:ulatfon Ita s :;. , 
- -~, " 4~ ' ••':., ," -, also bC~i1 (et!,?i"t1fnecf. K~e¥er••b1o-sttdy has IUtI" con9icted fQr ~ 

\.,~ lC~ c· c!!"eul0 fGn::Il Gt1 en. Tfia 1eO CiJ ta~a zscr ~ c,p~::l I ". . t., 

, .. ' ... . p .......:.." •3t \:::'-0 .... ' .! c1 fnlsI1 st::~fes and tltt 2S0 IIg .:.,t .e.:;.
-: -: 'i-:- .:~~~.~!-::~~:.i-. ':: . c~~=;,jl Q ~I"':~.r:t t.h:2t. t'2r"a to~t...~ fn t.ha bfo·s~tf1 'art fcr.:ulate d ::".~ ;.'<,' 
...... : 

-.d. dtf'~r:ilt11 frc;l. the:a t.h;t .rQ te» bo c:~rte~d. In thllt.t~r .. ,<. 
CJ~I':. '.. ", .. :" '.:., .: .. _ ..... ; .. c::.. ..... '.. :,':.".' 

< 

. 

• t:~~:J t, cin~il1::a 	t:;:) '~t:nthl 10r1c:lnt cver.blend1'9 .ffC!Ct on '-:_=',.'" .~ 
·\.~l 4i:~olut!c~ r~b 0 c:;cult$ c::nuf:ctt..Ted by I prod:lcticn-t~l i~-;",":.··:, 
ec;:.t1;:-.o:1t. I:e.-:::llly. Division of Dfc~h~ri::jceutfcs polfC1 requfres t.· 

~1Jt I bfc:~~fvQlc~:~ st~~ tn nCf'Cll $~~jee~ Ce ccn~~etQ~ if ~~e 
pr(:,::~:t t!~:t is tost:d 1n tt\3 fil"Q's pivotal clinicAl effic:cy 
st~~y 1:. far-:Jl wted di fTerently frc:l tt't3 ·prG'~ct t.'l;t 11 to be '.'. :.. ":;'.' .' 
c:""~~t~::!. C:.:~ t:> CC;:::~l"r::s fer ~~ten~1al tc:fcit;(. licit:d dr-.:, .... : 
s:;;~l)' tr.d t.':~ I,lrt:;::l fer r:pi d 'rl.:g c1cvcl op::ent. thfs t1F2 0 :=.: : .,;~:" 
b1::,:o:1\'\:;1 c;:::~ ! t:J<;t hi:!S not be~n ecrried out. The fira used the .'-:' . 

. fcllt7t1ns in v1ro lnd in vitro dau to support thefr CC=C1U5fofts ~.',""'. 
thJt th:! s::n;p-::;~a Cc...7.Jrcfal fc~1.tfon5 are bfoequ1Yll~nt to the ,.~'.' ;.., 
fcn;al:lUGi'1~ "~d in t.~a clinical tr.fll S: ","', .;., .' ." .,' 

", ' " 

. .:. 

Th2 r'~t.:ced SI'~:;ic bf~\':n,~n it.)' of AIl . . 
frc~ ~2 2~~ ~J clinical trfal Ct~su'e (64 + 101) is i 

ra::lt of fir't·~iS$ ~eta~o'1sa r,thE:" then fnc~lete 
C~o~tiCA._ .,. 	 t 

. j 	 ".!'- ',- ~ .....~ ::":'!.~ "::-;.':"- -: ,

b 1 Tt3 1:'1 vft:-o dfs:olutfcn dab su;:~rts the C0::;3r':'11 ftl of the . 
lCJ t; L;:~ ,;~ Cj c--;;.~rd.11 c:~::.I'e f~:-::.:latfcns Pf"Cp.c~~ for ., 
~;f:~~~r.~ t~ t~~ 2:J a; ca~;~le fv~l.tiGa utad tn clfn:al 
t~::l~ t~:J 1:':3 bic~t:.:tb'. n:~t! f!.lta fndiclte the lack of 
f nn!,;~r.:~ 0' ~:f on tha clfs~lvtf~' pC2rforr:;;nct 0' I..., capsule ...~ ~;;.',..: 
f::-;:-;7:ti:::l. C=~:r:~h cr tt:;J:":Yed di$$olutfcn was c~.er;ad ' 
fer t::~ t==:;,:;.1 c:;;s~le f,,~latf':u l"el.tivl to tta clinfcll 
trial fo~litfca. 

~", . 

.. .. -... 	 Thf~ r~Yf~~r t:!:"ldl !o CG~~r "1~" t~ ffr:a in t~t t!':a 
f:r::::Jlt1c3 Ch:::::l~ f,:- the c:::::::2r1(:.l 25i» c:n:sul'i"iilll "ay. : 
r.nt"nL':;'::.! t.l k:. lC':/J1 .;'.)111'1.::1 .1 CJn. lnce g~oi! 51:e G1C1 
r:.,,-rl';;rrt;.. i;;-: t:.ill1.;-.·.;ii;i".,)lli Q OT" t:..t is) q cUnta 1 
c:;:;:;·h~. sf;f1.lr r~s:.llu c:.., b~ ontfc1~bd for tha lCO IIg 
C·-~"""i"l c-,..~· ..,., .. t··"'·· ..... t"" t--r........ ~n·· fer ......,. ........0
~i"" 	 ... ... .."w..,...; ... 5. .,....... f.; ...... .......... ....
_, •• i.... 
ct;:~lc~ a~ al:cst t~ant1c~1 .~~ .~a relatfv,'y dcse 
,n»p~rtic;r.al. . 

http:n�p~rtic;r.al
http:sf;f1.lr
http:c--;;.~rd.11
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vt. Rcec=z;:~ndJt1cns: ':' ,-: ", .-: -, ..~.",.,<::;,~':- , 

Gt VQiI tht lIIC!<Ifc:ll frQCrt4l'nC3' ~/AZr in't"~ trelbnr~';:~iD~,' ~h. ;":/':-: . 
phQr::.acc~1r-atfc/hfoayat1ibt1fty studies triat !p.r, su~"ftted undar ..., 

, , , 19.655 {ALi 100 .nd 250 cg ',-:( 
c:;:ul~s' era &C::,.:~t: to C:a~crft:1 th3 dh~~ttfG" tf~tics of AZr' ~' , 
tn potfantl. K~~vvr. t~.a fol1hlr.,9 cC::~ltfon.21 studies stor.lld I)e;',_::' ;',-' 
c::;;fC:~~" G~ ~:;~tb10 F's:·t~~re-ltJl rc~~lrc~:;nts (~~~e IY" '. " ,,:' 
't::~1Q:l t, C=r. cc::~lctQ11 C:affr.3 tt:~ dhv~sft1cn Ind perfor=nc. :;,
of A...-r c:J~liulos. .... 	 ..:,~~I I 	 " • I , 

.. ,~-/... ., 	 , ;:_~..,... : ,<:,1":'1 I. " ~. ~ "","",,;;.' ."'" .. 	 ; ~.~.:';J:..;*~~. •. ~:'.:. " • .--:-'_<';'!.~-' :-:'_'. ~~ 

1; - 1:t.~11)', iUvfsfc;oa of Dfo;:ha~ctuticspot1c1r'~:J1rfs that I " >',: .. 
'fe~q:Jfv~lQr.ct st:cd), fn "en::al 1t.::'jrcU b~ C:"~::ttc~ If the . 
prc;!:;:t(s) th3t ts t(!$~d tn ttla fil':l's pho~1 clinfcal .fffc4Q ", 
end safet.,r sttJ~ic, is (c.;r.::::l.ted dlffErentl, fr~ to"i2 product(s), 1"':'" tti3t fs tl ba cJr~c:~d. TMs is to 1~~t,;l"e t!:~t tr;ct c;r1:eUd · ;' ",, 
prcc;:t(sl wf1l b'~:va ~~Q s~~ IS th2 c1inic;11, tQ~t2d , 

prc~~ct(s). Fer th~ ~C~ 19·GS; Ct~:ult prc~~cts th3t were t,s~d 

in t.i~f cl1nic~l eHictc)' st::~fes (iCJ ,nel ZSO cg 1 end th~ coiOpsul e . 

tti3t wu t~$:Cd fn tila bic;,v~f1t)f1ft1 st::Q' (~SJ I:~) the1 .re· 1_ :,' _ ~,: 

fCF.::"Jl~~d C::iffQrcntly frc:a theta that .reto be cne~,., TJ1e ' ~:: >_: 

p~~o~ed .carketo_d c:"$u1.s now cantafn ,-C, -: . ','" ,. ~ .. , '~,' 


, " 	 '~~, tc:':cit~."' fCf~d' ,~c;~~~"~;~~~r~~~~':;."~I~~~ '4~;~:) ,,' 
cr~'ielc~nt. troe $t.:~:litt!d fn ,f,o tau (n~;rl1,cc:.,lete absorption 
Ie;" t!~~ c:-.:1 scl~tf':1 tr:j t7.a 2:.~ .:; cw~t:.:~el ,n;l fn Yft~ ~:Jta ' , 
(~isz~l:Jtic:ll th~t s:re~~ly ,~):!St: t:1At fc.;rt:lll;t;cn tn"r:;as for 
t:"',.? cc:::archl c,;si.ll~$ vnl h;;r! no fnnlia",:~ en t:\~ lIT 
tf~:v~il;~ilit1, ~~ Of1isicn of B'c;h;~:e~tfc$ r3C ~ •.~n~s ~~e 
b{c~\;4fv.leitCt st::q c;n b, w;1"d It tMs tic:! (CFR 320.22 (eB. :~,): .:
K::.?:e-r. if r=ra c1fr.ic~l tr1,1$ Ire c:nsfC:~red ft...~:t~s:'7 ~1 tile 
r:,~;c~l Gf'fit~r frc r.;-;';~lS. "a .;:,;14 $IiS;2~Urc,~z;d t:..t t~a 
fi~~ c:r.~~:t • r-:l1 se;l. ~~:~::£ir~tic/bic~yiil~il1t1 s~G1 in 
Ptttc~ts to c~r;ct~ri:~ tta 'b~orpt1cn and diz~sition kinetics of 
t.~: prc~~d ct... ~rci.l fCr'SiUlItion ( Zs;) c-g c:~s.llts).;:. .. 

2. 	 t:th t"~ ~:rent c!n:9 m .r,:j ClU~o1tU GA.t.. Irt es:creu.d b)' the ' 
ti~~. Tha ,ispositicn of t.~:1 c=~'"1.l'ftC:s fn Jltients with renl1,-, ,:.;, 
1r.!.Jor 1her faflt:re lI;s not b~en 1C:~ress~d In t~ CUrTent " ".':~ 
1;,Hc~Uc:iS. If ~':<ra '" s;;:::~;::u'taUcns of s:-;tie-nts who ~ h;Ye 
si:;.1Hic;.:,t ,,;~~i ,r."·cr 1tw~I"-<.iysfl.."ncUon. wa ..:u1<1 rK,'"":"'~n~ th.t 
the ff~ c:r.Qct I lhatt.2d st:J4,y(tos) to tv;l~u t.'. 
P:~iC:~ Ir.~~ics of 1.1.1r~"IT I n thi!~' typ:n of pllti~"ts to 
Q:~r::;1::2 If t.~~" 1$ I r;~M.1;al fer 'l'1.tS/i:2t.;~~lfta Ice-_"lItfon ....."':.- ... .hfc~ Q1~~t cau~ pot3ntil1 st~ .ffects/toxicltles• 

.,... ",,".'" 
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3. 	 'rc~~'·~ 1".,:, tt1::a ,~ t~ .fr.fct't~~ abb;U~ and tlf:drUtfon 
tfn~ttc:1 0' AZI' .~:J tr1h ftcs tf~e:t r.ot~d fn thl ,adiS! 'fr:~"', .' 
cr-':J !nt.,::ctfc3 S.i:'tfc-it. 11:Q tC::ntl ff~cI fn that I~ 1ct:elin, 
sc:~~c:1 t'f~ ct.':;.. 'r.:Cl (e.g.' e:pfrfn. 'C'~:iirncphen .nd ' .~":. 
Ir.~=t..~:::~:l) t."':~t q el,~ &f(~;~ ~,,·s CI~;:::.."Uc:a".lf tc.".Jn u.
oot:rat101 c1 h.ic:;l s:,r,a.;/Qfffc:Q c:nc;rns Ira d...ti2 ffltQ,.~c:tfcns·· 
fc1' C.::, Gr'::;l Cf'" G~"':7 'i"t:~~ t.~;t &1'0 Il~t Ust..."'d t;,t ~fct. art .' . .,~ 
9(~l cc:;::::lt:ntl, wtt;" A%T. 1f::tft.Qd ~tlr=e::tfrnitfc tnbr;:tfca 
St:.:~i~l Q1 b C$lr:~le if t!'~ current 1ce1fc.; .~mtr~ s.c:ct1c:a t, ". 
'olt t~ t~ fr.s..ff1c:f~nt. ." .... :'....' . .;...,.~ '. - ':," .. '... ~ . 
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, :,. ,re-"~,.'!~'" f--;fI' t~ c:;,:__ift.J &.jyf~..,. t:.:::afttff ",":f ...'1 fo" A.."l,',< ,':: 
I1/H/;7) ... ~~a15 t""c-.n~ D,..-r.:oatfft.~ WIS "'1~ Oft 1/9/87 to t!fsevn 1ft,'
s;f'''tinc fS~••~ "f~~!..ng t!\t st.:~fts Or;yf$t~ "t ~ ..... '. '. ~ .-,' 

. . . ~& ".~~. fAr. lCO q and 2~ ag cc;J~'.sl. ~ A ~t~Yi•• 
0' t ...." t'tIO 1:~HClttC!ltS "" ~~., C~'t':.M It t!\(l ~;" ~,..ft SU~ It 
tl'ii U&;.! e' t.~i i :;"'·"·i:ir.;. Thl ~1i,;1 o".e." (f""$t tG""".&1.S tft~i:n.4 
V""t St-of 1QU1d H~. t.':t ..an tn;-:.at f.~ '!!\. Ohh;~'" of Ifc~..,--:uet'.ltic, 
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tHie,:! st:;!!f's \At fv;l~tf'1 tt. 5 ~t;~~ts r~:u r,"'~ 

l.S-lS.7 r;.:jk1j:.:~ ..~. T:i.l ~~':;~aih~f1i:.1 fer t!:iS ~~ ~1 


C;:-;-;'f "':~ f~.:h:!t"t ~ t.·ut fe" 10" _ S1~21 

cr,ll,_ e,..-.:; C~:po;tic~ ,;:.c~~ ~W tP.~;:-taft~"t ey," t!l. 

,.t-.:;~ e~ l.~·l 6. 7 C:;'t.:;. 1"'o.l f"f':_.:!'~~?! C:s.:~ fe .. cr.l . 
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!.A.~ Is ,.t:;!·~7 !::~l~1f:~·:: t~ ~ ~1 2h.-.:-~ ..:.4lf~~~fOft. ·~t":c~s--··;:;-··
'!"9 tc"'!t:-! ~, t~ tfG',;fJ. T..... t::.~ g,.;r.,,., "c:wr;, .,S 

90S f~" t.~ .... ..' .., .,~ ,."",,'-- ~ . - .,...... . 	 ~ ..... .~: 

. , . . .~; ~ ..-.....- '- .~~~ .....-'. ~... :. 

3. 	 Tl:! fff"~~ fJ' crooo~~f1 Co" t~ '~tt::.):c1i"P~i:· 0' lZi 1tI1~ bHot 
st:.:~Hc-~ tn 1 ;1~~4?..ti wft' • ""~:.I'tiq 3·'oH tftC~.st of A:;::: ,~,. ~~" 
1...;.-: ,:;~ ~~. ~~ "'t;Jl ts ,.;;~s~ ,-~~ f 1 ~I '"M!)it 1:1 
Sl~;,j,.:nf·,.~'c .. ,,....4 ~:f"Nst t". ,:h"~;~;f c· e-ot~ l~ ~~ ~~. . .... 	 . 

• -'" -_a 

'. 	l~ ~ft.., din,1\1~':" ta~ rt::) "~1!1~i ~.",t•• SO ~. ;nf"1 I+ZO 
iTc=Jh:~ ~n~"i: .~ f"~,~t!'t4l1 "loIi'5. 3141) ~.,~,.ts t!t. ' 
C~;.a..~H~, " t~ lCO q ,"'-S 25.j II} C:t:':lff":"l CJ"':,Ilf·f'ro:IUla!t:... ~ 
p":.;.-:s~ ~:; ... -.r~.~t; ~ ~ t~ 2S: ...; c.=..~1t f':PlJ:U1,t'c" U\~ if'll t ..~ 
CH"i:.l I·· -· ... '.I!'.S••"'~ t~ !"f IX ~ CI:\.;lt !C"'='w~I:':-: Iho: 
uS~, f~ :1'·';·· HJ4!4~S. T..,. 1'U:1uticl' I)~ ~I:h tfS~~ CJ:~;';'~ 
"~Jh~:'" ~,4- i .. ~~,\~,t. 
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.ft.1~t;t ~f'f:' t.;/~f :-Iflnl)t1'~ '!oI.~t~S tJ":lt .re~ iw~i ::,~ _~:t .. ":':s 

'''~!S ,.a:~ 1:C .~! ZSo:'Jli C!:l;'l.-: '''''I '~~~'!2 t; ~$:!"ff:~ t..". ~ft::S~":"~ ,~,.~:;CS of AI':' fa :I~·l·t'.· 
~~'r~~. t.~ !:fl:;,\~; .~:aic-:l~ ,t.;.·,H~' ,~t~ t4I C:ftS4~!,,!,! ,f. 
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1. 	 t:~!l,. e~ ,. '!::'l cf Sf':!':..l""'~.:~ttcs ;:;t1:1·~~,.n tta.it. ...... 
l)'~¥l~U~(""..:<t ':"":1 te f\Q~1 s....!!t-:ts t. C;f\:":~ i' t."'liIf ~r-~t:sl. 
t~~t .s teste: ift t~, f~~·s ~~r.:tll cll~fCI: .ff"I:~ ~4 s.fe!/ . 
s~!(es !s f;f"ll\,I- .!~ "Hf"'~'!~.1 fr::a t.."'.. p~'!;:trsl t .....: ts t, t.e '.,' 
c;af'tf':q.-:. t':, ~ '1 t~ ut;.;r"f t~'! t.~ c.c"ft,.~ ,.,-:~.;-:t:s: r.H :!-t--,JI" 
~ ~ IS t~ C~·",·;.·!, te~tR: ;-'·!';:':.~sl. r;r t':o.l Cl 17-~;;t 
c,:~,. ~~~_:~i t·~~ ~~ ~st~, !~ ~~ c'f~i:~' tf~1'l:! I~!{f$
n:J , ..~: Z:: - .. ,~! ,!r.~ c.:;t..~t v",a'! SolI tH~: ill t". 

~f:,;"l;' L~!'. ':/ ,~..;!.! {~:: c.;i t!"'-!'J &"'t f:f"':Wl.::,: CUft~~~tl f~ 

t~~: t".J: l~ :..: t~ :!-t::~:. ~~~ tr:;:t:i: J:J;..~:c: (l:*~~c!''' 0:_ 
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c,." 1.:::..1 t.::: M:J.. ~~'~:~:1':". T,i'-? :hiS~C;1!:~ St::·~.:-...::~~:" 
","·:=·~:S : .... ~':~t;:..;·n~~~~ St;..~ e,"" to! Cl!wt: ."! t."'is tfC!' !:1'i 
l.t:.!Z :ei1. iI~n". H I::~ :~;"i:&7 t~a'h '!"'f c:-:sH~"~ 
","'Ce:':.:"'1 ~,. t'":" ~~;:! cf~1;.r fr-:::: ~-i1!. ft c:.l~ 

s.;;;-~:':.r.f"'9;~":.f.: t!"....i"! 4!!"~ f,f'9 ::,,,,,~,;:: • 
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,:~:~;:C~ ,.~ :.~;~.4~~:_ ,~~~:(:S :' ~'~ :~••::~: c~~r:f.~ 
f ;1"'.:"..'.t f ~ [ ZSo: 5.i ,t; \;,;1f'S ; • 

z. 	 t.:, tlo;f :"....Jt: ~ .....; J.r &::.-: ~t.:~;H~ ~~ .~ t::~!..1 ~ ~... 
"'!~~J. 'n'.: ~::';':#~!1~'" c f :..~,,~ C:=-~-:i 1'! :.l4!~I'''!tS .·t~ ",",,1 
l·:'>.~,'::-'" 1 f fOt"" f.a" ~ • .-. 1If..;~ ~:t ~'\ ,.:::~s~: {~ t~ : ..T"!"'Il1St 
,::~~:.~~;... :' tr~#f .-t ~:~;_~.:i~~ ;# ~:~f~!l .~ ~1 ~Sf 
s~;"'!Hi=&1'!': ""~, &:.!."t-~ l1y,r·1.!sf.""'=t'!':;.~. IQ C::.i~: rK_::.t"''': ~.. : 
t....-: f!f"2 C~~!..;:T. • l~::·t~ S~!l (1~~1 t: ••,)~..,:! t...., 
::..:---:.;:.::,~~~:,:~:!; :.1 C,:".t:':~ in t ....:·t,,? ~~r:-~•• ~ :';:!f-::: :.: Q:C"":"~t2 
~I !..<...~ 1i,. ::~·.!il' f:" Cf!J.:-SC~~~1tt ":::':::';~1~1;"" .~i~. a';~t 
~;;l.f ::-:':~~t~J~ s~:t f~!f':!S·t:I~:t:1". 
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1. 	 ''"'':~.,.«'" ""1 "".... ,~ t:l Iff,,"! ~.....':.~1f,.: ,ftC: .'faflltt'ctl! 

t ..... ~~C1 0' &:. .-1 t"tt, Il.n ~:'f"" IIO':!"'! tft ~""!. ~t~U7 f~Wf': oJ '''',,;._._ 
!"t.:,.,:tic." S.::t~. I';p ,~..t'f4..e ." t"U '1'!"Oil ,.~.t~ttl w~t·:~ .... , 
ot·ol'r !.,.;-s f•. i .\::t. r .",• • tt:nf:o:.:;:~ .. ,"1 t-.!~!-:.~iJ'~ t-:tt '" .~",'.: 
~Hi'''C'! ,~·S 'i~:·a~~e... If t...,~ .... ::"e~.,'t·ll cttfttc.l SI'f'!ll.. ~fi:':I· 

. , 
C~::::-:~; 'r= 4....."1 • ..tt..,~t=", '~r t ...... :" ~r.;s Qf' O~!'"..e'" ~,....'3' t.".t .""' 
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~C;HOWtn9 cral,cminlnrl:.cn SW AS:1U II tlp;d1y &bsort:ed frcm the 

~"~'C)a"!eul~" t"et w·t" .,.,Il cCW"ct"'lt..'tiol'ls occurrjl'lg It .::pr:simlt•• , " 

. . 0.8S ,",our,.ft.r c,psul. dc\ing.. Urin.ry 

'«ov'ry of IW A!:?~ &:;Jus ml!It)oht"w.r.l9fC ge~. '~dicltll'lg I'\.,rl, . 

.(omg!ftf .tlOt'pt,on of drug Swbstll'l(l, 

IW ASe9U pII'"'I COtIC.,,", 

t"'tIOt'l dec!11'l1 ,,.. 1 t,"I~OI'l'"'I'tl.1 m.l'lf'\" 'f'\d.Cltl~g 'two (Cmplrunlnuf drug 
' .. 

d.\poIIt+Oft.:.. ' ; .~.' 

IW AS09U pto~"n !)i"'d,n9 ,n hwmln pi"",. (dlt.,mll'ltd bY ultrl'il. 

",tlO,.,t )TC) h,rl;ld 36', ("n9~~) ov.r thl ConCtntratic" rll'lg. of 

<.......:?;trnl 


http:cral,cminlnrl:.cn


~t b 

; :r:: :~: : II:: '?I! :=::"':: ,:=:,: 
.~. '.-'" 

( 

.. I":' . .,,; : I'·. 

1.-" ' t • .'.":, I.' ~ ~ 

l 
::.':~~.: .:~~: {. 

" 

~.~~ .. :. ~ ,,' ~ 

.: ~ -"''- ~ : '.-, 
.' '. "'. 

. , 

,:~.-. ;: '. :.\ .. "7 . - . 

... ~.. 
t. 

,.' 

'. 
.,;.,": ... :

" .. 

... .... " ;~".' 

: ':;'.., .. "
$.~._~;.~~.i 

.- ~ .. 
•. Mt'!;:beli!~ 

Th. major rout. of ,Iimi~'tion of I'll AS09U ir" m.~ il by ;Iu(uroni~ . .. ~ . . . ' - . 
dltion to form S'-S/ucuronylazidothymidi'" (GAZ'T), Thi' m.u.bclit. il rapidly 

fcrmod I",d clured frc!"l'l pl:s~a by IIrinlry .Icrttion. with • hal,..aif. ofabout 1 , 

hc:ur. No othtr mtUbolitll hlv, be,n id,nt.!I.d in hum.n pl~s.ml or urin., 

s. (J'sr-:ti9" 

. .". 

<::::::,l Tot;1 rHov,ry ,.~,.ad frome:::::'~f th' dcs" (m"n 77 t 11 ..). 

'oilowi"g oral dosing (n • 5), urin;'l ,.cov'ry ofSW A!C9U'rln;td from c::::l 
'=>of th' dOH .nd GAZT r.n;td 'rotT"-::- .:.,..+.::. Total recov,ry 'arg.d from 

~ of tf':1 d~"1 (mean 90 :115..'. 

Ron~r cruran" of aw A5C9U WI. fltimltld to t:. about 400 mllminl 

70 kg. Thil hi;" r,nlf cfuranCl indicattl thlt BW ASO~U is activ,ly secreted by 

I,h" rln:ll tubuhll of th, kidn,y. How"v.r. r.n~1 ,limination r.pr,ttnts .bout 
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.' 
_:.. .. .. "II'" ~ ... ...... ;. ~.alo~v:i!;bi1ity dlt' Ir, ,vln.bl. fer liv. p.n,i,nu rtc~jvin; ZSO m; 

,,; ". a '. 

form",l~ttd CIj:1U1fl (formul'tion IJGOtA t. bitch SJZ1SC). P.ti'~b r."iv.d 


OM to five capsul" (3.110'1.1 m;lk;) .nd the bi~,vli'.~Jity ~~~g.d f;~mO ~..)~< .l~:; 

C: ::')wvith I ml;n of 54 : '0%. O(:\t size did 1'\01 jnnu.nC;, bica~ail.biljty. -.'.'.' 

The in!tnl,;e:jtct v;rilbitity was c;uit.lcw. lasG en thcs, t!;U. th, 250 me; 
.. • •• ., 4 . '. _" • ."h· "> ~ • ~." '. ',"" 

c;~I'IS:~U" to hlv' IQuivl1tnt biolvaiJ'bility to!lW AS(l9U . Th. 

2S~ 1"/'1; ~JP,ul" (ic.r.,:ieal formu1ltlon) Wlf' used inth' ''''" II c!inica! trill. . '. ;"" 
~ • • .... ... .. .. . _. . ..... ,.;~ ,.i:; ,. 

",:"- ....... ;'". ......... 

~ ... <- '.. "-' ~:! 

. ~:" 1-' :: .. : 

","': ....,~:.:-:..:j_ 

Prin,ir:.t phAfmICokin.tic param.t,,, of IW AS09U Ind GAZT for pr. : 

,nd pest prCb,ntcid .dminist,ation w,rl ..timlt~ by nonc~mpl,..m'n!.1 " 


mttned, ,!'\cf.ar. P'H,!'\tfd in Tlbl, ,. A~lr the con~.mlnt administration of' 
 _f 

· prct:ll'\teid. 8W AS09U conclntration; wlrl h:igh~",i'ai, ~;~ en d;y J th~~ .t·; 

th, cor,.spofl\ding tim" on day'. '''lJlti!'\g in apprOXlmltll)" J.fold inerels, in 

\I'l, Irl' undlr th' pt'''''l-<one.nt'ltion tim- (UN' (AUQ. Th. meln half·lif. ~" 

of SW A509U 'WIS prolo!'\;td dunn; th. problntCid treatm.nt, (0.92 to , ,51 hr) 

.nd th~r, WIS ".0 I mirkld dtel;.,. in aw ASC9U tOlai body cl.lranet (CLtot)' .' . ...... J 

& ". ".:' 

from 2771 to 103& mllminl70 kg. Similar alt.rltion,werl obMrved in th' 

disposition of GA.;,""T. 'Analysis of urinary cIa "YIII.d a manttd ,.duction in 


tnl mtan ratIo of GAlT/BW AS09U from" ,6 to '.5.Th"1 findi!';s su;;est th.1t 

. . . .. 

prob,nteid may jnhiblt aw AS09U glucuronidationlnd rldUCI "nal 'llcretien 

· of BW A509U ,nd GAlT. Thl cone",r,.nt administration of probenecid mlY 

~1,.';'lt I r,duction in the f,.qulncy of aw AS09U dosing in AiDS p'tilnts. 

http:cone",r,.nt
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": ,~,".=.~ Qit~;!tJSf~,,~.r:!~dr.WA~t?1Sir;t!/''''~l'm~''~f'e~ t.;~{~;i::4~~~~;~... ~ .. '. 
- .:--,~.:, ~.. ::.~ '~Tho::.J mg c:;-;uf. taQd.ir :1-... "ttt"',.or~. Ph.,. Istud,".., itt tNt ':~-~::,..<..::,*,,>, 

': ~'.~- ...:..':::' Fh.;~ n.mC;cy tri;i W:'I fcr~a~~~~ CJG-01~1. 'liC4Y.ii,birii)d;t;'~;:fis~." \: ':'. . 
...... :.:'.~.~_ .•,_.... '" _. 	 . _, _,,_ .... ~ '. ~~.:4•. ':..':;_".":_~'_'.,' ... .- .....;'....~,:",:,~~":. ":~~'_:''''''~:~'",::-:_'''''.'';. ,._",",~ •., 

,.0';:' :C.:: , .' Ievtt m:nitc.1n; d~" f" "'isCI~" formulatiCft have belft dilC1.iUtd i~. ift.. ., ':;.' , ! 

"-~,~~~;i~:>~'~ :.;. ;"-" "Ioc-JOftl U crd'+.!T "~~JY::'. '"" 2!~ "'0 cl~i. propcr.od for 'tft1rtttif't9 ".~ ~.- t.:", •. ,,: 

: ,~~':' ''''. ':.: '. ' , .. ,fc",n.:fctlCft n~: I!G-G:.A1) <Slfferl f,om~~~C!ini~ trill c~PN!i-by'o~ii ~~~'~~diti~~ - ~-_ 
." .:,~:'::..'- ~,,-, -, O!~'::: .. :1,. ::±=.:::!~~~;~. ';;itoi!np~~v.;,&;,~,ac-~ri~g" :.'~:'t•• 

, , , .;- ., 	 and di,$dloiticn ~C;:(Erti"' A 'CJ m; dini,-, tri.f fcrmlol!&ticn (S~N-01A1) rectntry hu' ' 

b;wn in~u:;d it'lto diftic;l tri4!L n.. tCO mg c:psur • ."o~~td ror maltGting , '~'::-;;" 
. : 	 ~ '. '$ '.' • '. ': _"",-~" ·~-.~:t~:"" ~. :'.. 'rt -':" 

(formuf;tiOft nco £:':N-C!..\1) is fu,nti:rt,. ~"\t 14m, fClmlolllticn" W 250 rng ' . 

- comm;rci;t (:;:-...;.;!•• ~;:,~ t:a 1~mg. ' .:,:: .' .- ..-": .•,:0

, Cit~rloltiOft profilel in v;rious ""dil w.~~ obtiifttd for~'i'lral b&«hftof ',' :;;_.'~':;" 

IW A!e9U c;~...c.:n to comp,r, ~t\i9·rflflS' r'tl'S fro'm th.tco;"g-and 25a'mg . S?;.:':·. 
_ 	 • : ... ," .;", .•~ _ :, ...-..< r." .......... ,.. .,..,-'..,(.~ _"':: •..•• _ 
,',' .,,;'W,. ccmfMf(i;UOtmu',~ct\sta the:, of the dlnicaJ trialfonn"lltJOnI ...... N",. ' -,' "" 

~ '.' ,.' .' - . ~ .' .,' .'. .. .. . .'~ ... ~.:.;'..., :.. • ... '. - ...*~.;: +...':''''::.. ~~.~. -.. 
, " :'(GAZ:t'C:I::::). ~. U~Iol'" wrer. t,r.;d ",'$ing tNt US, FJ~r:', :a;:;:;rltloIllt SO rr:m in ' 

( 	 Se: ml of c!its.:.'utien rnc:fi' .;: 3rc:. Ci'.:.!loItl~n WIS (:mild aut in dis!,lUc:! w,:;". us;t 

.simur~t:;d ;:stric ft~i~ without Inrym'(SGF.;H 1.2).lnd US' simufattdint.:sli,..., -' , 
.. 

fluid withcuun:ym. (SIF,.,M 7.S). . - ;. " ".. . .. 

- A summ_"Y cf th' dissolution r..sulU Ir, 'hONn in T,bl, S. Non,:of tht bat~"'ft" ;- .-~ 
, ~ 	 -.. . . , •

i tHtid l<"'~N;~ ~;nificlnt dis~rutial'\ pH r:.ptn~.rq. ~i,sc'uti~" rftulu fO! th~ ,--:~~~-.' \.~•. -': 

100 mg uPW'" w,r, rP.";ln;lIy hi V"'., than t"', 250 mg (1;:\",,, ," t"'ftK of l.bi11d ~';~J~,"~~' 
.' ".~;~..' 

. ' tt',~th diuclvtd. Ttl, ccrnmtrci.f form,,'ltion had high~ diltolloltion r"ults' 

(r,neC".ing I hi;h,r dissol",tion rlt" It the IItlt tim, int,rvili. P~Oblbl, ~u'to tl'!'.·~. - "'~;" 
. ~ 	 ~ .' .. - . .. . . 

prtHnc, af ~~, di'~.rwt"\t.lOCilolm surd'! glycotatl. in thl 'o~,"~:.ti~.. : ~"..:: :;, ,;. 
- ..... :~.~'. .---- .~, ::.:-:." ~ 
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2,' "'V'k; 1.17 N.D. 1.17 .. 19%3 1.03 
" -" 

;-- ,,'-'"' 
q~hr to.O lO,C4 t7:~ 

,,-

to.23 
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4h1 
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to.'1 
~41 ',' 

to.03 
0.16 

10.51 
'.51 1105" ', •.11 • ' ' :..', " 

", . .. "114'" :. -,.' ... 0 " " :'-,. .... ',' '.; . 
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1,5 ~;.'\; '.11 0.35 7.09 1236 O.SS 
Cl"v to.iJ to.1' to.lS 159 to.2' 
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Pril"lci,::;lliC;Vlillbility 'ar,mete" 

Follc;wi"Q Oral Ad~il"lirtrlti:n of BW ...S09U $elution-

Tift•• AUC T+ 
(hr) (hr· \I;1ml) (hr) 

0.42 0.71 0.90 '. 720.53 N.D.2.0 "';/kg to.17 to.27 :, t',to.'"cal tv to." 
2.13 1.21 sa

5.0 "';lkg t." N.D. 0." 
to.20 to.40 to.2' t25

qlhl tOA 

( 0.50 2.07 (-) 635.0m;lkg 1.10 
to.lS to..13 tl0

",4tv 10.93 

0.21 - ~ 0.70 60,Omrlkg 2.53 •." 
to.09 'to.30 to.54 t 13. q .. hr to.7" 
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• 	 CtI;c/tltiOf'l of IW ...s..~u c:.."""rtl jill VIt'lOUl ,..i. 
...~ ......C'tc!d1. ~.twI. s;, fpft. t= IN of C)iuoIwblftMeChe» 
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IS MII'IUtft , JOM,ftVttl' 
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IICN-OI"" lUI 11.2 11011.5 11,1 t 1.1 
~.%7.U US: U t2.2 t IJ 10U! so 

so.• & U 11.0 1 U 'UIU 

tC01I'I1 	 .c:~..e!A' Wetif' "'IU tUtU "tiUc::.n..m" ~. 11,11 U 'UaU IOG.S I U 
SI' 11.7 11.0 tUtU II.tau 

11:1.01.1 	 SU t 1J.2 U.1 a I.. ,1.1 a ... 
c:rMtSmSi 17.' & 10' "Ittl 11.1 t &D 

SUI 1.1 7ua U IU t"" 
Wit., IUtU IUtU'J:..c~' 	 n.tu 

(:MI'I"'1t SG' IUt" 151 t '.1 1I0tU 
SI' 10.' t U IU IJ.I .,. &,' 

•...~tSO .' ' 

-,. ,. 12. ,II otl'l.., w.'••""""ltI 
sa,. • 1i.",,,,I.:nOf ~:r.':ItC ttwld wjtl\ovt tftlJ!"l_ 

SI' • ~"'IoI'It" ill'"'u"... fluid ..1I'Iov, t"'''''_

CTM • ClINeal \rill form",:.':!..,; COM • com"'",!" formwl.tiOf\ 
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Th. study WII on;f";rty dHi~n.d .. , In oo.n. t.b,:, dolt·'I~ng. m..,!tipfe-des, study'of i';'travtno~s :on. 
Mow,~e', p,otocollmtndm.nt pro.,idtd '0' continue t,O" of dOSll'lg with or,ltv ,dmi"ist.red AZT.' 

~ -.... :"".~. ~ 

• v ."" . '",'. "-.,'-.".. :.'~::', .~ ......-..".- ~ 

- . ~ . 
, . .....,", 

~ 

~ . : i :t.'-:_- -..:: -.. :"".~~. ':.n ,:;ati."u W,I', gilt,n or,l AZT on , multiplt·dos, ',gi~.n fo' UP to 12 

'Lltt' in 

tht study.,2S0 mg formul't,d capsul, (fo'",ul;at:en no. aIG01A'. Jot SJ2758) 

r,plaefd Ass..ay ,nd disS01utiol'l d,t, for this c .. psuft ,r, pr'lenttd ~ ;~:': ";~.,~:~.:~~4'-i·{ :::~~" < 

iftAcc:.ndiaA., .," ',..... ;,', :' . ,', "··~,~··?0,::,J' 

"" .:* 
, ! 

oJ,t, from five "ltit~ts w.r, cotlil'\,d fellewing 

CI;:sl,ilt delil'\g it! t'" dcst "I"g' of 250 to 1250 mg (3 a to 1E.7 mglkg). Tht 
- ; 

-. ;. . 

• - 6< • 

':.. -

.. 

Oesll'\g ~'!'\tdu" 

" ,., 2.0 mgl1tg Q • h, (3) 
! 5·10 5.0 m;!kg Q' h, (6) 

........
11.16 SO m;.1::g Q' h, (3) 
~ ....: ." ,',

1,· 23 10,0 "';!kg Q 4l\r (S) 

24·26 150 "'gilt; q' hr (1) 
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, • ,,-..:v,", ;'/:"'!.o- ' ,

12'"0.-::'::# &:r....tt..~.t;on on routt of drug Idm,,,,istr.tio,,,. dCi.191 It"Id 

sc!'!tdul. for thl phlrm.coki""tie 'VI'Ultio"', i", IICh plti,nt i\ giv,n in T.bl, 2.Tht 

ftul'!'lb~r 0' ".titnts providil'l9 dati .t ..eh schedul, is i"'dicat~ Ul'ldtr M~tfrill' Il'Id 

Mfthc~h. A~ditiol'l.1 C:ftails 0' individu.t p.ti,nt desil'l; Ir, givtl'l in tht final m~iCII 

rt~ort of trus study (B.W. Coco No. THRS/851(002). 

,.". individu.1 pi,,,,,. l,v,lI 0' AZT" Ind GAr. ~Olti,n~ Oft'y) follewing 

intr~v.neus infusion .'. pr",ntfd in T.bl,,] 't"Id 4. '''l=Itctiytly ••ccordi"'g to tht 

~rotc("1 SoD"';"ing timH. AIIO pr".nt,d in th,Sf t.I::I,s Ir'mil'" ( ! SC) conc,f'!. 

"ratiOI'lI It the fiy, do" Kh.dull'. I,cauw or tht short AlT Ind GAZT hllf.lives. ,,"ere 

W:lI no Ji;"jfiunt rtsidu.I cone,ntration 'rom thl pr.vioul dow. Therefor,. plasml 

l.v,ls ebSfI'Y.d 0" the Sif'!gl, doSt phlSf .nC thoJ' during th. multipl,·doSt phas, 

Wlr. poo'td to C"cullt, th. ",un l'v,IS. FigU,. 1reprts,nts plots 0' th, mlln AZT 

pI:,,:", (o~c"n~r~tions It thIS! .ch,dulfS. 'or th' IV'ry 4 heur S(h,CUIIS. S:tac:y.st~t' 

ft'Inn l,v!)'S w~r~ d't"r",ir'l,d OV'1r a '·"our dasi"; i"'t"v.1 a"d 'lltrace! lte~, i!'l thIS 



• ,T. " . 

4 h...... p, ".t ibm ,;: .::= =... :-.:. ·S: ::: ::: ;: ,_.. :=....-.-_ ;:::::--.;;:-.::-. ·..~elSt; _ 

( 

.. 

" ..... 1 ..... 
.... ., ."~ -w., _ , "', 

~ , 
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;:, ' ~~'-- , --, ... ... :~.~'~-""''''--''~''--:-'~':':'';~''---'~''.''- " ~ .....,"" -.-.. '~-- .. ' ........... .:..::;...-.-- ..~.. ,,~
'

,.g"" 31. tP\, -=c't.i"""~o,, d'IPoI,tiO,", 0; AZT '~Pf'" to b. b,ptolM;e ..-.d e,n 
.,' , ....... --- ... _", 

.,.dlSCrl~ by • twOaCo"'p.,,"""t m~.' Th, ph.rm,colti""tic pat,met'rs 
~----~--..-. ,. , ' . 
of AZT .I"d GA..."T w.'••n'm.ttd by "'oncomp.rtm."t.al m"hodl ..ftCI ar. ':.- . - . .' 

.: 
. lumm;rind i" T,bl" 7""C:.. Th, "'tI" ( !' SOJAUe 'l;rU;I Wf" C.60 ! 0.17. t 71! :l.r.! • 

, ,13 t 0,04,3 57 ! 0 S '.tld :.09! 0is h,.,.~mlfor th. 1 m;lkg C;:h, 'ft ~ .,: : ::::,,: 
, , ", . ." 

2.S,"~; QCh'(tla 5). 2.5 mf'kg QthrC"_ 2), 5m~9c;4h' eft -1) and 7.5,' ','; 

m;t'cg QC~t (" .J) dolt 1C"',du"s. "IP'ctiv.',. Tfo!' corr.ipO~j,;g ~,Ic .".,,,,•.' . ~ ~. , 
• ' .' .,.', - """'.~":""" 't. " •.-;o,~,. "_.. -'. "':'-:: -" ..', ",. r'" 

If¥fIS(G..••JWort O.U t 0.1•• 1.17 ! 0.4t. 1.01 t 0.03.2.•7 to.• ' a"d" ,'> 
• '-~ '.' ":' "'~ - '. . .- .•. " •. "-. ~-J',<:, •. ,<': .. ;'" "1~ • ...:.~: ~,;:'._ !'O;~-,,!-,::- ,:",:_~:,"""::.• -:'''.I.....;~,,,!:,-:. ",~"", .•' /","~.\~,,;,,':-';...;"" . 

•.11 ! 0.79 ";/,,,1, Th.,. wi, "0 si,,"ific""t eh.";. i" h.rr.!!!, with dcsn. Th. ._," 
-. .... .--.-~""'''' ... 

ovtr;U IT:U" \; of AZT WIS 1.1 hrs. Th. eLtOt w.as!~!.!~i~'fr (O"'t,,"", 

(."~tCli",at.,y '900 mllminl7D Itg) frC?t" ' to 5 mcr'k;. M~w'V".I~ 7.5 m;/kg -' ... 

(" .3)'it·dKr••s.ct by abo"t 30.,. (to 12361'1'111""i~C It;) while the lyof~. 
'. " ,.",aiM=! U"'~tI"'g.cI, It is tlot crllr if t"'is obt,rv~ (h'",;~ i",CL~ol i, te.' or '" 

, artif~:: of th. "'"'!' ,,~=,l. !i.t~. A,dditiO,"il dc:" PtOCo'Ol"tiOI'l~~ity. I~".~i~.~fAZT.): 
.bov. 5 ,..,;/k; m.yla ""did If.hl;h" doses .,.to b. ~Std I" f,,!~ur',d,~,(aI. ,;: :.. ¥ 

.. {~.' -;_ ,If ,~ . _ . ' ,".: "."';-:: :._ .... ~.-' :~ ' ..... t-., ':'- .,' ....... ,';:w:::-~,~',::.:~""". ." ~ . " 

.... ..' 

tri,ls. Ttl. tltil'Pl.tft of tht ,tndy-st't. YOI,,';', of di~ributio" (vd~j by the .' . ~ : 

ftO"COI"!"lD'rtm' .... t.l m.thod ,r, glY,,, j", T,br••. ~, Vd.. wlS .pprOlimlttl, ~.& LJ\ g . 

......... ' " -. .. ... ... . . . - ,. . '•. :-'---'~.' ... i
" '_.:.... .~~:":,'~--"';"" ..,,:.~ " '.- ""._: ... ~... !:.~ :-- :..'......~" . :'. . '" - ~ 

eNS i"vO'V''''',l'It of Hrv j"f.ctio" hIS r~ to. ,,,re" for drug c,,"didates 
"""'ich can cress the =Iocd·brlin blrri.r. OF sampl" w.,. obtli",d f,om sil of 

"'.Cw.1til"'tl'tld AZT COftct"'tr,tions itl CSF ,"d th' CSF/prllm, ratios Ir, ' 

, liv." i" rolbr. '.Th, eS~/"I""" rltio follcwi"9 ' .. ' .. 

The ~atiol fOil~~'g ~~i' d~~'"9-
ift two .,,,ti.,,ts w.,. 1.15 ,"d D. , S. '''~'ctiv.ly. AZT ",,,ttr,tioft'ICrcts the 

blood·br.i" b,r,i.r sho,,'d b. indep,nd.nt 0' th. rout. ~f 'dmi"ist,.tio~. Th. 

Wid. vl'l,bl'ity i" rlllOl m.y b. dfDfnd,"t on th, '"t'9'lty of 'I'.~ D,tl .• "ts 

m,,,i"g••1m,mbr.". OY,rlll. th4! d,t, to d't. indiClt. th.t th' (SF/",""" 

'.1"0'ii ,pP,oli"",I,ly 0.5. Th. P'"'tpltIOr" or AIT" iftt~ CSF,il consider,d. ' . 
. ,. .' ,... ;.:.., 

flvo,,,b'. itldicator ror its continuing clinical d'....loCm'"t. 
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. - .. 
'"diClt,,,_ r.pid .b,Orption. TJoIt ~U" ste,dy-st.tt trough 1....tIS (C-....) wtf'~ 

0.10 ! 0.0.1 ,nd 0.26! 0.09 \I;1ml fer ttl,S ,nd 10 mglk; Q4 h, dos, s("',dulls 

"s~'cti""l; "0 119"llic,nt ,ccu"'ul.tio'" of AZT durin; t~,q, ht schldut, was· ~ 
obitl"Yed.-·<:·:' - --', . '. '~ .. '. ''','' ~":''::''':-:'..~,:-.:~.:-::::.~' 

. T'ht mun bich.it,btlity ...,1\,;", F. W.'t.O-?2! 0.01. 0 U! 0 U. '._ .... _ 

O.&l ! 0.10 and 0.60 ~ 0.13 'or tht four lowt' dOlt sc""d",IIS, Th.oy.rall' :~'., -.' .-~ 
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Il'-t urinlry ,.co...ery d,t, aftar or,I cc\i",; (''l',bl, 13), th, inccmplttt ble,v,it. 

ability is .numtd to tt tht ,tsl.oIIt of fi'st-~.au m.:.l::ollsm ,ather th,n inccm • 

.	JlI.t. ,blorption. Thi, is indicattc by • high \otll r,covtry or AIT plus GAZT 

(8'.5 t 1' • .,.) fOllowin9 cral dosi"9 ,nd by In incr.,st in th.GAZi';~ r,tlO 

fOIlCwi"g cral ,d",inisttltion r 
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'.SY'U 0' bioavli1lo,lit, 11'\,11'1\ I" tummariztd ift Tabl. 1., Th. bic;vailab,lity .:_~,.,: . 
~ . . 

(r:) of thit 250 mg AZT ClO\l.lf. 'af'l;!d f'c",,~ w~th mil" ( ! SDI of 

64! tC%. CQS~ sin did "ot Infl\,/ff'iCf bic.;v,lt.;bitity. Th'int'rtubjtct : '-: ' 

yar,.bility W~t Quitt lew Ba~td OM ~hESf d.ta. the 250 mg ca~I.II, appear,d to 

"'avt t~UiY"fl'\t bic,v,il,bitity to Al'f solution (T.blt 11), ~e 2!O mg caC\~1fS ' 
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. As i ~r1:t;;::i ~m;~.t!m;nt~ the F~:.II Stl:C:y ofAn(z1. fivQ p:~GnUwith acqr.li'~ 
Immu~~2fic:;r~ si.,.~,cml (A1C~) or AIC$.ro!.;tt'd ccmpc: (J.::Q r;c;ivin; A,(,"" \htrlP)' It ., 

. -. 	 . .. 

t.";~ r;"tic..~' Cin:~r "'...stut. WC;"Q w:l("..id for this r.li~. To ~:t~ cfau ""vla.tt, f~, .. 
· - . . ~ -'.- ~ .' 	 .. . '~ ".'' 

· UvN of lhflt ;::;tJ~r.".s II'\d r;,rfrGnt 'tM b!!~' fer thil intMim ,,~ .' 

en dty 1p.1ti,~u Wlr, given Clal sd'alc:M ofA.-r .t I C:C1. of 2 mvrcg It 1:00 I.m" . 

5A:CO p.m. ~d '2:G~ i.m,'lf~ ~mYI.sw.r.co;roct:C 0.0, O,lS. 0.5. 0.7S. , O. '.25,1.5,2.0, 

. 2.5, 1.0, '.0, &.O;net S.C hn fo!r~ng the· i:OO'.m. do.. fOf:pharm.;colcin.tiC 1".1f)-i:ii. ~ On' . .' 
;. 

. 	 .f!.~ 2 the ~tii;,u CC~ti~K ~~", ih.Air r~im." .nd wtt't aln giv.n ~OO "';g of ptObll'l~': .' 

c1d ~a!lYlt &::0 I.m•• i~:e~ p.m., I:CO p.m., and 12:"" a.m. en rJ,''1l "''''.y contiftutt. Uki"9 
. . 	 . 

· . SeQm; prc~«id It &:(0 '.m., 12:00 p."n. and G:CO p.nt .I.nd *ert s:v.n • sing" do ... of 2 

m.,"tti A.-rat I:eo a.m. CtCOi! s;mplu wen. c~t:intd as en OJy t Each ~Ic~ sam~I. WIS 

c~ntrii\:;N ~ c~i" tt:, r::;S."I. T1'Io sam;:!n w.r. st:red in ';:J:/cS:ri,t, tOlbts .t~ 

TotiJ \irina coll«'ticr.s war. mg,ail,·· ~:', 
...... "..::.:~ .. 

.- ,..,"........ 

~ . - ...- '. 	 , ..: - -" - »:'''.. -. -' 

.' ... '" 	 .<'"- ..~.-. - . Air ~,..d GAZTccncr.trations in Fl,sml1M urint Wit. dtte,mined by 'ev~"'d.phlH 

.. :bi,,~rfcnnanco Ii~id dvc."""~r~;my (Hi'1.C). Prier 'to ",,"'~s '.1(.'1 plasmiC, urine 

s;m~tow;;s h~;t';n3C'tiv;t;d :Oc: fcrOminu"-.3 :r.d datifi" by uIVlfiittatic.,,'using I 
. . . ............ 	 '. 
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their 257 n", UV p:;k ;rV:I wert fin.arty ,..f~t.d ua the COtlClntrations ofAZT ",ue-cus 

s:;nd;rt!s. The r~.r Ii",it of detKtion wllas::~rClimattryO.i. ~~:ot~ c!::!t;.:!~ ~f t!':2' 

.Hsay ,;:~ar in the ph.iramacck..in~c rf;)Ol't of~. Pt-oiS.1 $!Uc!yC).', ' :.,' • 

, " _ __ ;;",' ':;:' .,co -,;,,~. ;:"'~f.~::~::;.~~ " 
. : ~.... " 

Rt:$t;l	T: AP""O Ce~!Cw~;OpiS 


Tha thrQ: s:::.uonu of this intori", rc~ " 


10. f. ~n~ 5 of th:ll'h.:~a Is:uC:y 0. ~..,..e="i"'i.. ;-:'Qrm'lien t;-, ·\"oc~'" :~vr;tt is 

~·~:;;i~~~~r"ldiyjc!:.::f ~Iasma !~v.'s Ir. ,iven in T.b!. 2. Fi;O.lr, , showl m:.". 
An ;and ClAZT IC\'QIS P''''" and ~t·prcbtntKicl. Tht s::Narmaccl::r.~tic ~r;rr.;tc~ C~ ,:r;- .;nd 

rxtst.pr::~31'\,,:;d tre;tr.":~nt ::"~ pr£'~~n"'~ in Tlble 3 rer AZT Inc! T&~!t 4 fet ~.,.. unna,y '.- :' 

eJCrf.ticn C:.at.; !cr bc!h drug and mQ!;l:elit. a', s;ivtn in T.tl. 5. ..' 
..- ,_< ~ 	 -" ... ··:...-:t • • : .. '_ _": ':., :'';: 

Th. fotrow/r.; "nulu w,r, c~:~rvfd: 

1. 	 ~d"'iniW;ticn cf prc!:~n"id WIth AZT r.sulttcl in, I"I'Ilrkc:1 ,r,v;t:;n in th; s:1'~!"I':a 

liyQls of A.ZT tf1:.:lling in ,~::rCli!"!'l';!"r I !hrco·fc;ld incrC:lW in AUe and I (err;s

pon<::il'!'l 'Qc!ir.; in tet;: t=:y c:!urioI"lCO, Th. mun halMa, of.n incr"l;d frc", 

0,92 to l.Sl hr C:unng C:::;::'l'Irniw.t:ol"l or pr::anecld 

2. 	 Prol::'"'Cid treat."'fl"l! :flC "",,,,Iud ir. ; "";"y thr...fold ,lctvJticn of AI.t~ rOt (iAZT 

I~cf ;n incUS4 in itlrnf", h,If.lif. from t !l to 2%3 htl. 

3. 	 Thi mun GAZT/A."T urinary t::r.'!icn r,'!io c!cc!in,cf frem 11 t:! 6.3 to~,S! t ,3 aft.?, 
,f• 	
f PI'c~);,n.tcu::f co:a:1:'ftini$'ttatien. 

I 

I 

Th.w c!au sU;;~st t.":t ;rc;~nKid ""1 inhibit AZf ;lucurcnid'tion at Well.• 
- dQ(reaSi A2T and GA%T tubular socrnict'l r~ftil'lg in a marked dtClin, in the cr.arane; of 

~th C:r..lQ and tft.~b:Jit•. TM c:.r.curr.nt ~"'iniS-Jaticn of ptcb,r.ec:d withAZT ",,,)' h,'i' 

mu"t~, fr~u:ney of AZi dosir.$ in AleS p.atienu. 

',' 
.. '., F .~ ,""::--' 

.> 	 c ~~ ,w"" zk f;(M. 
~ 	~ ~~~Ii'.s 

http:c:.r.curr.nt
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t:~ :~l1vQi.l: 
1::1 C;=j)1et~d: 

!~~t...,l": 	 C::rrc:.::!'Is ::,11C:::2 C:-r:n7 

:~:l tJ~~li'1$ :::d 


• ,. » .. »- ,' •. 
~:;;~:-;:l Tr1~n;Jla riln. f:;r!:' t:lnHaa 

Cr-J,: e.:::~ell: 3·.::~~~-l··¢~:»::r.~l':i1:11ft. , .' 
• 	t':~lr1e: %1 ~:'Jt:~1n~ 


Tr:~3: :t3t:"~y1r ' . 


I Clte:-:lr;: lAA 
I' 

i t,:~~~ FJ~ ~~~ n:~t3 of ~~1n1$tr~t~c~: lCO ~g e:~$ules fGr oral 
TCln.s r.r,if,lOft , 

F':":'C:z'!d !ndfeilt~e!": Tha c:n~t==:!nt of e2~..a1n pt~ents wit!t serious ,,'. 
mri~rrr:;':;;;;.:i Of f'n(c::1cns c:::~od by t~3, t:~-:::n 1::::uncd~f~e1rm:1 virus (M!Y).' 

~:~'I"'!:"!~"~n!1 er.::1 C:~!':"':~s: "(;'sC! SOt Ch...-::ist1"1 l:ev1ew by J:1uI T:710r. 
};~~a~~~a·~nuarl '. ,;31. A:1~:!h~~idir.2 is syntnesized fr;a 

A'the~;h ~~~::~1c~ h:s 1i.:~;:~3d 
tr==:~~=~:l, oval" t~a p~st f~ ~nt~$. th~re is still a liQtt:~ s~;~l,. 

F"::~':'''::'t:~;:tTc:~e:'e!''~: Ple:~2 S22 r.:.o1r:::3c:)lc~/Tox1c:o'o;y "views la, Hant, 
C~·.l:l.i~Y. r.l. U•• a~:~4 caC:~2r 29. 1SOS, F~~r.:;r1 13. 1 S37, and JbI":!1 6. 
l~~i. ~riG111. t~ra2 ~at~ s:.:~c:~ron1c: tox1c1t1 st~d1!s Of AlT a~fntst2rad b, 
t:-.a 0~1 r"C;,;t3 t'~Y2 baen c==~12t::t f:»r b;:) sr.-"'ths, t:&e rat and e,nc:01vols 
E::\b,. SI: c;;tb st:.;~~~s ",.2." .1:0 t.:'l!t ~2rl",~d in t~2$' two s;:.ae1as; t:'e 
f1i... ' ra~r. of t:-.a nt study .3S su~1tt2d 0;'\ Fe~,...;rar'y 10, lS37, .nd s:-.cwed
r." t~;;:4=::r.t-r1!1_t2': nmgat;z .;;C3~t for a aild anab. Cne ~;'jr toz1city 
st:.;~1~~ in t~~ S~2 ~AO s~ac1es wer! tn1t1at~d in Fe~rJary .r.d ~r:~·'987. A 
e2~~r.~:1~1=1t7 $!~dl 1n rlt. ~s be~un in ~ne~r1 and one 1~ 81c:e 1s 
St;;:~'J1;;j t, t~gh tn ~rn 1537. 
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~1:~~ h:~~r:an.~t1Y1tl s~1n t~st1r.g ~a$ sch:duled everl 8 weeks, and blc~d 
f~r T~ lc.Jl$ In~ T4/Ta r;t1cs eve~1 4 c~~ks. !~r~ ~QS 11so to be 
,rJ~, fr::!n and ~J~~~~ it Er.!ry arod eye~1 4 w~aks for ~easura~nt of I' ha 
1n!2r!~~n levals and also to be stored for possible fut~re In~ 

• 
s 

Pl~l I~ t:"Cu'l~ se,....:: leveh of AZT vere Sch3d~'ed to be obtained It 4 weeks, .
12 ~?~ls. I~d 2. w:~~s at sale:!2d :!:!ar. (not s~ciffed_ in the origina' " 
~.,.,t;c~l). 

P;t~;~t cr.r?11::nt fnto t~a trial b2:~n C~ fa~rJ3rl 13, 1~S, at t~a 
t~~.~r:1t1 of H1~1, I~d en~~d on J~r.2 30, lS:S ••tan t~3 last ~~tient was 
e:':.r:it~d It u:.:.;;:: h:~'jC:ll ~nt~r in L:s kl~21e~. Pat1ent enrol1=ent was 
li~l~~ t~ ZJ ~t1er.t. ~~r c2nt.r w1t~ the exce~t1on of t~1 f1r~t two 
c:r.~r.{·). Ind Iccr~~l at elc~ c::tJr was to tat! nolon;2r t~n 2 zcnt~s • 

.,--, 
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( lha f~l;e~~~g is t~! list of stud: c3nt3r, and pr1r.c~;11 1nvest'~ators; 1n 
alp~l~at1cal o~ar: ....' 

... . .•. " . -: '!'::.,. 'r.-' 

rr1r::1r:al t~~c:t"rlt:')r Inst1tu~icn '.," " _. 
t~v~~Jr:i~. ~.J: 13 ~J~3 UnivorS1tl ftaQlc:al Center, Curham, Nt 

·::l1'·:lr'~t Fi:e!l1, R.D. 43 Ui\1Yer;1t;.r of ~1u:at. IUt:Jt, FL .' 
~~:~ll EJt~11Qb, R.~. 24 UC~\ ~dtc31 Cent~r. Los Angeles, CA 
SU=~l~l Gr1:co, R.D. 25 St. tr.sti.o·s-~oo~c'lC!ltHo!ip1t31, :tYC. NY 
;~r;:l Gr:~;=ln, R.n. 21 r.:~ Er.~land Dc:c:n~$s H:s~ftal, Boston, RA 
£~~r::! ~c!:eon, It.D. HI untvcrstt1 of I111n01s, CMClSO, IL ,
C::lr t:s~fn, H.D. 22 Cornell ~ed1cal Center, IYC, IY 
.tc~n L~ed:::a, III.D. 23 LAC-USC Redic..1 Cauter, Los Anseles, C,\ 
C:~nl t-lil c·,':n. R. D. 20 80th %srae1 r::edfcal Center, NYC, NY 

\ • L~ ·C:;;J~hs R1e~l.-::ln, I-I.D. 32) UCSD t;od1c3l Center, ~n D1e~0, CIl 
l~~-:': <:-r,.o~irt Sehooley, R.:l. 19) J.:lss. ~ner;al Kosp1ta', 8ost~n. ItA 
~' .. ~ F~ul Vol~~~:1nl. N.:l. 22) UCSF ~ed1cal Center, San Francisco, CA 
;::ct:~ ( ). nt;:::;~r of pt1en~s enro11ed . , ~ 

AC::;u~lr-~~narlted, r~ndc~1:ad code W3S used to Iss1gn eligible patients to 
:2T or plac;~~.Drug css1g~ent ~;$ r;ndc~i%ed fft blo:ts of feur. In1t1al11 
ti~~ plaClC:2 c~;~ules, trhicn 'iiGra 1ndist1nsuhhable frc~ tbe All capsules in 
a~;:lrln:l. we!"! d1st'nc~1sh~ble in t:ste. Thfs differenc! ~s corrected Ind 
-t,:-,! .,1 ;:J:o ~lk:;Jles .re lacad with ne".t onas Ifter e3rl, r!~or:s ware received 
o~ ;.3:1:n:.~ :'rea~1nw th3 CJpSi,I es In $ .. ng e ae cion. _ - . _: . 

~ c~~!~:'~:od c~inicll la~~r~t~ry ~as utilized to F2rfO~ the h~tolog1c, . 
~looj c';:::il~~try, Ind ur1n:.~.!'s1s t~st1n~ end c!:tJ t:~s 'l:'are s~nt ci1n!ctl, to 
t~~l s~on~or. C11n1c01 c:cn1torl ~c:!"e sent cut b,)' the sp:ansor to visit each 
Cl!'r~J:"' e'H~!":t 2·3 ~2!;~i to assure the Icc:aracy of the ciata trlns''!'''1~ed onto the 
CJsa r;l;:>rt for.ns (C~;s). 	 '_ . 

~ 	 , 

C1 in~:ll s~£ns Ind $j'tlpt:::1$ recorded at each visit ware originally restricted 
t:J 	 ii l~ it:':J c!'lac:' H~t (severity rii~in; 0-3). J$alt,;:;y through the trial, ' 

L:~!1!ed tQ 1nclut!e lUore thiOn 301tG':ls often lSSOciated .'th 
Adve~el:~ar1Qnces, tf present, and t~e~r r2l&tion~h1p to test 

r :~rded at eac~ w1sit. 

....: ..' 

j. 
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( I. !~n:or's ~'ll~~s of P1~c~~o-e~nt~1~Qd Trial 
" '; .. 

lb~ fnro~t~on rQvic~~d fn t~a c::~inad ~ed1c~1/stwt1st1cll report . 
for this st~dy includes .,1 ~3ta collected through :Opt:ober 20, lSS6. 
,,1t~ th3 fol1c';f1ng e~c2pt10ns: . . ... '~"., . j-

.- R:!~ults of fnbr1or:n lev:!1s, bhstoganit respo~ses~ .n~;· S~~1~g1C . . --D·.!eJ2 
tQ!it1ng ~rl o:2itted (~ be ahcu:sod in subsequent acenaents to this . . ... , 
ra~ort).. . :.. 

• . • .••• • •..• " j' 

Itesults of the neuropsychiatric testing were not sub:l1tted. '·Thls data" ~·'F~:·,:~·r- is baing anal1Zed outside of 8V by qual1f1ed consultants. at the :. 
Unhersity of Kentucky J-tad1c.:'l1 Center. A preliminary analysis of the --. 
data WI' present2d at the F~A Anti-Infective DrJg Advisory Ccmmittes 
on January 16. 1931. . '., ..... ' 

,,":. .,Co~p'ete analysis of the virology data has not been completed. There- .. "':..::-~<":"were a nueber of problems with standardization of culture techniques, 
co~plet!n~$s of data freM 111 centers, and interpretation of results. 

• The results of serial urine CCY c:.w1tures Ire not ccap1ete•. 

The serum levels of AZT obtained from patients on study have not been 
c;;M;j)letaly Inll.YZed._~ /., ~.' I 

A. Sccnsor's A&ill;lSis of DS'.ogrllohics 

1) Pltient Pooulat10n: 

T~o hundred Gnd eiShtl-two patients were enrolled into the Phase 
11 hila, 5et'.1een-·re'6ruary lnd June 1986, 160 Of whom were AIDS . 
r:-at1ents who had rec~yered froca their first episode of PCp· 
d1~~~os~~ no core t~an 120 days prior to entry, and 122 ARC 
pa:~ents ~ho had aultipie clin1Cll s,mptcms including significant 
we1g~t loss and/or oral c~r.d1d1as1s. All patients, regardless of 
clinical d1agr.os1s of AICS or ARC, were pre-stratified and . 
tanC:c:Ji:ed Ic:ording to ~re-entry 'absolute T4 CO~:1ts ( 100 and 
bat~3en lOC-5CO/~3. The table below shows the brea~down in 
nc~~ers of patients enrolled by clinical diagnosis Ind absolute 
T4 ccunt. A ~tal of 145 pt1ents were aSSigned to the AIl 
sr=up and 137 to the placebo group. They ~ere fairly evenly 
a~str1tat~d across the four subS~ups created by the t~ 
variable,. clinical d1a;nos1s (AIDS or ARC) And T4 count <or 
>100/:= • . ' . . ' 

Of the total 282 patients, 229 Det 111 entry criteria both during 
t~e t=o-~ek pre-antry evaluation period Ind on the first day 
st~d1 drug .~s I~inistered. F1fty-thr3e (53) patients did not 
~3et 111 of the eligibility critar1l It the t~=t of entry. 
t3c~usa th2Y had get tbi criteria ear11.r in the tva week 
pr~-entr1 ~2r1cd. th21 were .,lowed to remain in the study. The 
diff!renc!s bet~een the pre-entrl Ind entrl evaluations consisted 
primarily of s=all chanses tn certain laboratory critaril. I I 

.
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~l s~c~:~r e=:~1~~d t~~ A.~ and pl~c~bo groups fo~ baseline 
c:=~lr3~tl1tl w1t~ ros~act t~ a ncc~3r of rar1ablas. IS s~un in 
ttl t:.~h ~~lc:;, (::llRS fo~ 'ilC~ Sir::p pr::ant3d). ,",. .' 

. " 
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NO.\ 1!J-S55 .. 
In~ svon~or clafas thQt t~. enl1 st~t1s~~c311y s1gn1f~c~nt· .

( 	 ~1ffQr:ncl 5at~~Qn tha t~o tr~atQent gr:u~s was in th2 ~eln n~~~r 
01 dJ~s s1nc~ d~~~~o~1s of PC, 1n t~3 AleS ~t~ent~ (P.O.0~9l);
77.5 d~1~ for th3 AlT Qr:up and 8S.5 day~ for the plac=bo ,rouP. 
~ay s~Jta t~3t this difference was not felt to be cl1n1c~ 11 . 
s1~n1ftc3nt ~~r.C3 stJt1~t1ell an~l::QS of GOr~11t1 and t~. );>
t~vl1o~~nt of op?=rt~n1st1c 1nfecticns e:~1ned the 1m~Jc: of .,
t1QI s~nc3 d1a~n ~ f PC, and no s1,ntf1~nt .ffect was 0 

. 

~a S~~~lor a1:0 tr.~lt:~d su~~r1 stat1st,cs of the de=ogr~ph1c• and b3s~l1na c~~;~rJb~11tl variables by =onth of .ccrual and by .' Ist~dy c:nt2~: and found no sisnif~c3nt difference betueen the 
trea~~ent gr=ups with respect to rata or t'Q. of accrual. 

2) Plt1ent ~:ountabil1tl: 

\ 

Tha pr1~~~y raa:ons for p3tient w1t~dra~al are su==ar1zed by the 
s~nsor in the t;ble belcv: .. . 

R~lscns for Treat~3nt Dize:nt~nuat10n 

AZT 
4 
1 
2 

PlaethV 
11 
o 
1-. 

~~!1cal :\' 
" j 

Desth of Patient 	 @/; 
(~h11e rece1v1ng· stady ~edicati~~) 


O~;ortun1st1c infecticn2 . 8 

pf":)s;ras~he K.:l;osi's Sarc~u 1 

O·~~r 1n~a~··-ns 2
..,ft. , ....... ;., 

E~n3r:lt%!~ ~3~~11t3t1on3 

Pot~nt~alAd.arse E~~er1enc~s 
 ~', .' 

Al1er~~c Reict1on/Pat~ent Request g
40 

lf~te: one of the~e patients (placebo) later died 

!~ta: four of the$e p3tientl (1 AZT, 3 p'ae2~c) later died 

'::!tota: fhe of thesa patients (a11 placebo) later died 


It shculd be not3d that patients were not required to ~thdrlw 
frc~ the s~d, if the, lc~uired an infac!10n or Kaposi's sa~c:C3 
unless th3 inract1cn or ~'t9nar.c, required treat=en: with other . J~ ~ • 
e:?2r1~ent31 drugs or thO~2 thJt w~ra pr:h1b1t!d by t~e protDcol ~ 
,~~ t~ the potant1Jl for adver~e drJg 1nteract1ons. ~ 

(f~' -.1. 1"? (V 'j~ 30 /I
{-'.f.N 	 . 

o 
2 
0-------7 
~ 
'2T 



~~r3 ~~r3 r.~ :1C~1f1c~nt dtffercnc3~ in th3 P3fe2nt of Plt1~ntl 
in elc~ tr~~~~3nt aroue rC:31n1ng in t~~ st~dy at t~a end of elc~ 
4-~~~~ p3r~cd. I~ c:n ~Q secn 1n t~e s~Gr.~or's tlble ~31~. 

t:1::T:ar o~ Pationts 	 _.' ~::.,)l1.
M- '. '1- So 

• ~;:!~~ l ~ p.;l"H.:1l,,$ c:;.;oj) I ett:o tha st:.loy. IJl 
~:i~~cn~l 12 ~t1ents were considered to haye

c:::?1 et~d tha stl.:~Y It wdf 23. -theflf8re. the 
tO~l1 nt.:::~a!" of patients c::npiating the protocol 

_ 1$ 21 or 9. SSe (lLh. "I " t', -', Il"~,....)-
S;:::n::,r's t;;ll·~1$ of Ef-:'tClCY '. ) 

.~II r.~! c~;or eff1clcy ~3r~~eters ar.al~~:d in t~e st~d1 w~ro cor::11ty and 
I.... 

V 
....r~[ h t:~J c~"'~lc;""3nt of op;:·::>r!unist1c 1nfecticns or neo.,1&s=~ assoc1ated 

VJ (~.'1 with AIDS. Patients were also monitored for other Geasures of" 	 .. 

A _luv~~ eff1cJC1, 1nc1ud1ng char.szs in KIV associated s~ptc~s. ~arfo~nci 
-vv, ~~~~~s~atus. Ind boc; .eight. J~~une stitus was fol1o~ad by chanses in 
~~/. ~ nu~:ar of T4 '~phocytas and delayed cutaneous hy~crsens1tiY1ty 

~ t,sting. An 'tt:~~t ~:s also made to ase2rt~1n th~ effact of 
. ~:, ti"~~t::.2n! on t~e lbility to recover virus fl"f)m the blood via 

D~) _o~~ lj~~hocyte c~-cult1vat1cft Ind seasur!Qent of raVer$! trans'r1~tlse 

~ 1 ac!~Y1ty. 

,,~_.~ I 

~.r_-- U ~~2 ,r.~l~es of eff1ca:y ~er2 perfor.:!d on da!a avafll~le thro~;h the 


t~~rd ~~ek of ~~te~~er. 1986. 

1> ~~r~lHtl 
C~11 C~~ A:T racipient died d~rins thz_tr1ai4 ftir~ days after 
with~r:~al t~e to tha deye'o~~nt of a I~~nd 01 dur~n9 thz trial, 
d1S:Cdfnat2d cryptococcosis. for which ba r2~~~3d s~acif1c 

(	 th~r~p1. 8J c:nt~;st. 19 placebo re~~~ients died during the 
trial. The d1ffarenca in mor!311t] is hi;hiy s1sn1ficant . 
(? <0.C01) by CC%'S regreSSion lIodel (please su Statistical 

. 	 ItJvfo1:v of t~h NDA). 

http:ti"~~t::.2n
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lb! $~~sor In31]:~d t~a :crt~ltt, st~t~st1c$ fn severa1 othar 
Wl15. 1nclud1ng tC~~3r1"~ th~ p~~bilftl of 24 weck suryfval for 
.11 rat~ants. and for AI~S and ~C ~t~ants sa~rlt~11. IS shown
bale.. . . '. . . ,.,... j . . 

. . , ,' .. '-., h{,.,.;......c' _ 
TAbla 3.1-1 J'. "".' .' .j;-'~ 'J ' 

Ana' 'II1$ of Overall ;:orta1ft' ,J..;;I-'1,:.' .. ;1~ ,'1,: '~" " . 
", I' 

Pa ti tnt (;roUD 
ALL AI. 
P3ti~nt Pl~c~~o 
AlU Ai. 
Pati~nts P'~c~bo 

.to 

AAC All .00 .0 6 
Patients Place~o 

0.76 

0.81 

", " 
.. ' .. 

• 
' ..'" 

The data were re-ana1,zed excluding the ~eath$ of 2 ARC patients
in the pllc!~o group which occ~rred within the f'rst three .eeks 
of the study. and the rasults are sho~n in the table below. 

" 

Table 3.1·2 
, .Ana11s1s of r.ort~11t~ After [xclUd1nJ 2 

Earl y Dut!\s (goth C~at:ts ce~rred f n ARC !t1ents) 

P~!'ent Grouo 

~" ..a~r. 
~urY1val 

Prcb;:b111ty . P-Value 
ALL All 
Pat~~nt Plac3bo 

o.sa 
0.79 

'< 0.001 

AIDS ALl 0.96 <.0.001 
Patients Plac:!bo 0.7" 
ARC AIl 1.00 0.046 
PJti~nts Placebo 0.83 

.. 


As C3n be seen. the differences bet~een treat=ent groups re~~ined 
statisticall, s1gn1ffcant. althcu;h t~e P-va1ue 1$ just undar 0.05 
for the ARC pit1ents. 

. , 
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-.- ~ Pase 12
( 

At tMs rO'/'!~3r's r.t~<:ot. t~a S~:'lsor aha ;n~l.r.ad ttl, =rt~l1t1 
d3tl Gc:~~1n~ to t~3 Qr10in41 rar.~:~i:at~'~ stratl. i.e. T4 c:unts 
'~O~Q In~ tltc~ lC~/~~. tevisQd ~blc5 sh:~1ng tt3 pr:tab111t1 of 
2~ C~~~ !~rvivll for tt3 fol1~1fr.O fc~r c~bCrQ~~s (AIDS. ~C. T4 
lC~ ~t <:nt~1 ln~ T4 lC~ It entr,) for III ~e~t~s Lnd exclu41ng t~e 
t~ e:u·l, 4alt!s. war. s"t:attt~d by t~e sponsor on Jar.uarl'2. 1537 and 
If:I npro~uc3d bel cv. .:. ..' : 

• !' 

• 

TJ~nt TrG~tm~nt IPrct=birity p..V;It.:~ 

Lew 1>%1 G.~:; <:).CQ1 
F!~ct-~ O.iO 

Ales· A4T (2.~5 <O.co, IF1.::,.~ O.i'; 

Hi~h I\<r 1.r,0 0.021 
Fi.;;ce!:o 0.91 

ARC- An ,.eo 0.016
f[;::::: 0.31 . -_. 

.. .. 

T:bf(f 2. ' ..2 

Pro::bility cf:4 Wet!; Surviv:)1 £:::cluding 2 :arty Ot:ths 


T4'~wnt t TrE;tmtnt Prc~bmty I P.V.,lu. 

,O.~;A..-rLew <O.C(U,
0.71~uc:~bo 

or. ..,Al~S· A!i <O.COl 
Ptlc~bo 0.1' 

1.00Hi;h A~ 0.051"" FI.;c:;;o 0.93 '" t.eoA'ZTA.1C" 0.04& 
Fi.:c~~ 0.:13 

.. 
~ ..... 

I 
Whan t~3 t~ G3~1Y 'Q3t~S art e%c'u~ad, t~ere 1s~ot a 
st.tist1e~11y significant d1ffe~n:! bet~een t~e treat:ent group:!s 
in s:o~;311ty for patients strat1fiad to the gI"Cup entry TC .~. 
lCO/iiimJ ., . ." 

'. r\J u rJA tt 
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~st of th3 ~~lt~s in the st~dy (l1/Z0) v~r3 attributed to 
op~r~~n1:~1c 1nfcct1cns sec;n~ar1 to AIDS. as can be seen fres 
t~a follc':f1nl t:b1.. --- 

Table 3.1-3 
t.lu"Q$ of D:!lt:t., 

&i.Jt~ h~U1C.l",lcn 
~l~~!!:'lt t!~::~!r D1:e:::t1r.t:~d I!lt3 of t!~oth ~use 
"r~r;~o I ~ t ..~, ,0 illC":100S 

r 102 ~ C/C.3/36 511/S6 , Suspected ~AI or ~ 7'. 
'/20/36 , - 811/85,... CIV ?.~ ~")7/21/86 9111/85 S~sp~c!Qd Ta or ~ f 

3* 9/1/86 9/10/86,'f Cryptococ:g,s1s )
214 9/20/S6 9/22/85 Pne~nll _" .,.
307 8/~3/S6 9112/S6LO PCP 
412 5/13/$6 5/16/S5 ~ Cryptococcosts
454 71Z1SS 712/86 Toxoplas;::osh
552 8/11/96 8/25/85 PCP q
604 8/20/S6 enO/S6 Pnel,.r::lon1a j' . -601 9/9/G.6 9/12/86 Pneumonfl -. ~ 

703 '''9/S6 8/Z9/SS AAIt 
S03 6/17/86 6nS/86 Tcxoplas.aosis . '-pcp .1 S14 91Z0/S6 9/20/36 

1001 CnS/C6 8/15/25 PCP1 leeS I 6j,,$/Q6 8/20/3& .:AI 
1153 . anlSo 817186 Crl~tococcos's and 

Tc:oolasr..os1s 
O-:,nar v

208 6/11/36 9/ll/SS Pulconary edema (~ 
452 6/23/85 6/24/S6 AIDS ~ -
SOl· 511/86 7115/86 l ViTI~hom3 

-,;.;,,:-- reCH)1ent 
C~V • c~c;agllovi~~S; HAl • Myco~~c!er1u~ av1u=-1ntracellularei PCP • 
Pne~~c~st1s carinit pneumonia; . 
Ta • Tu:arc~losts 

( Cf t~2 ~enty deaths. ten oc:urred in pat1en~$ who Mire sttll 
ta~1ng t~e1r study ~~d1cation. Eleven patients. fnclud1ng the cne 
At! recipient. had .itndrawn from the study. . 

~;ny of tha caus~s of ~eath listed in t~1s table .;,;:e~re:::n=ot:::v=er=1~f~fe::d
in the CaS! Aepert For.DS submitted to the MDA. •-. ~/ 
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~l s~:t:or (Qt1(!::~ Qf~r t:":, tr1:l1 ~s un~::n:J1 that for the . 
. P?;~:Q of t!'!1l ~-e:;;:!.'. Cf;~rt:;;H:;:;~C tnfact1GllS "er. those wMc!l 
t~3 ~~~2r: fer D1scl~a C~~trol bay. date~1ned to be dtignostic
fQr AIe3. 1r.c1~d1n~ th! fQl1o~ng: 

." .... 

• 

~::lr:l1ng to th~ s~onsor. tt::!nty-fcur AZT "C1f1ents and 4S ". - " 
pl:c~t~ r~:~~1en~ ~eve'c;:d an cr.~rt~n1st1c nfE:~1on chile the, 
~~r~ C~ S~~~1 c:~1eJ:icn. ~ia~' rec1p1ent and five plac3bo
rl:i;>i e!1!s £:ch GC~:J1 r:;d t':o aI's. """ _ ," . 

I 
~~~ r:~ a s~:~if1e:nt ~iiiEr~ne~ (p( 0.C01) t~~~~n AZT 
~e'p1onts ,r.d plice~o r~cipfQnts in the prob:bil1ty of Ic~u1r1ng . 
,n c~r.:~~nist1c infection .i:hin 24 ceets, when all patients were I 
1nchead. IS c~n be seen in-t'fie table below. 	 ." o 

r '7 	 " 
I r~i!iA' " T:ble 3.2-1 	 " 

,/J.A.b. .• .,; ~ ~r' Prcbabi11t,Y of l.::;u1r1n; an C;;)~~nist1c
f\--r v~ 	 .' In~(;:t1cn W1t~11n 24 t:a:!~s 

r~;;wl:lt1 GT ~cvel~pln~ 
an C;~rt~ni:!1c Infection 

£rc::o lIitMn Z~ t:eets '·'Ilue 
~~T----'~L----)~--------~O.~Z~3----------~~rU~.~®~1~----
p~ ~::~t1 0~43~__________~~~____ 

- :- o.x.~;..:n 	 O• ,;,.;t \I..,.... 

0.5'" 
O.OSf 
0.30 

11l~ d1fi3rz~:2 ~~1n3d h1;~ly ligntf1c~nt v~~n AIDS patients only 
~~r3 anal':3d. but lost statistic.l stgntftclnct In ~~C patients
Iler.e. {
For A!eS ~l~1ont~. th~ t~=2 S1~C3 d1~~~Q~'~ of Fe, pr~or to entry 
W3S e~:~1nod ,nd fo~nd to kave no s1gntf1clnt eff~t on the "'0 
pr:~J~i11tl of davelcp1ng In 01. On tha other hand, absolute 
nC=~lr of T4 c311s It entry vas s1gn1f1c3ntly c'r~1~t3d-vttb 
prababtltty of davaloptng on 01 1n both AlOS Ind ARC ~attents. 
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~I vrc~en1t1 of (;1vo10:>ln9 In OJ v1t~fi'l 24 w:ats as 11so .. 
(Jt~V':l1n3d e:ch:;Ur.~ anI tnrcc~f=ns t:=.at oc::.,red fn I paUQnt ,:.. 
vi~:'I1n I t':Q!':.l of st:sr~ of It:d.1 E:dlc:lticn. ('ibis p:n1c:al.r· . 
•~~1:s1s W~$ r.~t !~:c1f1ed pr:~~:ct1yot1). Tt~ s~»:c, c1.1:; 
t!'.lt 8t:a1l cnj'(;j.h cas ~;r-rGr::;d to Ivoid te:o ~Sl1bnft1 of ..": .". 
"r.;!:.:~ bb~ O~.l1n:t t::~ pl;c:t:t Sr=up In tfl' Is,&:;pt1ca U.2t .. 
0;;'rt~n1~t1c Inr:;:1G~~ ~~1c~ '~YQlc~:d .1tbln tha 'l~t G~.ts 
of t~~ :t~~l c~1 ~~Q ~ccn G~~1r.~ t~t un~~t~ct:d It Qnt~1.· 

•~ U. Is c,t "q3' wh:(tttt I~n!io"cho~. l..ao~"s is t~o Pa,~od chaii .: .., 
.. ",f\..... 	 t:.is ·"ft~:':3 b1~s 1t:1inst tt'4 plCCGto grcup· IiIf!:;:tt exist ':C3~t 

t~at co op~rt~n1st1c In!oct1cns occ~rrcd In A2C patients c~o ~d 
~c~1ve~ AIT for It '.Ist '~~ets. The re$ults of t~1s Ina11$1s 
In P~$~!lt:!d t~lc.. ' . 

Tabl. 3.2-2 	 . 
f~~l~1'tt1 of Ac~~ir1ng In Cp~o'tun1sttc Infection 
Vith1n 24 ~Q~t, (£Ac'u~~$ Cp~rtuntst1c l"fee~1ons 
A:!~'r;d ~~:~fn st: C~e~s of Ent~y tnt, tha St~dL1 

'-Value 

It c:n ba socn th:t the u1fferenci bet~aln the trt!t:ant grou,s In 
t~a pr=~1~1'1t1 of deve'op~ng In o;~ortunfst1c 1nfec~icn It 24 
t:~~~S bcc::os C;:.r~t:! s15n1ftc~nt (;»-O.C02) for ARC Fat1ents trhell, ·f 
OIls dfc,nos~ within h firs '.ee~s Ire e::lu42d. " 
e::.. .r. ..~t~ c~r.'y 01'" t~e s;onsor n ICt Ga !S the Ina1nl$ .• 
leok llil;ch liore fayorl~l. 'or AZT. 

, 
• 

.. 
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As e3ft ta sc:~. for t~o 'r.~';~1' =1 all 01's t~3 P-'3'~2S f~r ~,. 
dif1Jr~;.ea t~~~n t~~t=:nt Sr:~;l tn ~~e ~TC~:~111:, of 
(l~olc,1~] :~ OJ ~1!~1~ 2~ ~::. Qr) stJt1st~c:l11 S1~1f~c:~t 1vr 
~t~ t~3 lt~ T~ s~t~~u, ~.:2:) :~~ t~3 h1~~ T4 s~.~?:u,
(,-0.t1 J). \:~~~ 01 ~ t'::·;:1 "1t~t" t:-,.J 11n: , ca':'l Ira 
e::'~~:d, t~3 P-;:lc:. Ira ,v:n ~~ st:t~~:ic~111 sf~~1ftc:~~ a=d 
s!a11;r r;r an s"~r.;rceps. 	 '. .: 

Th' ~r.:::~r ul:, a::==~~:~ I~ :~:'::1s cf t~3 sQ'~r1t1 of OIls 

~~~-::::l t:":3 t'::':) tr:lt:~:\t ~r-:t:rs. ScvQr1t, SCQr2 (end, =~:!ratl, t
• $~1a~. f3t11) C2~ ~~t:~1nQ~ b: t~3 tr.~e~:1~;~r (::-~t~:3$ . 
~tr~:S:::1'311' a, tha ·Dl·~3$ of t~~ ~:2:~ r:-'o~ c~ra 
"-'l"~l-:: ';.tr':\J t~ trial) w .... ... ..... """'l if .Ill. 

s;~t G:;.l c:'!~C'ty t:f.!t1~:;:~ t!::c..~t f;~l). A t~t~l of 7'; OIls 
~~rl rc~rtz~ ~~r~ ..~ t~2 st~~7, 15 of ~~1th h:d r.o sevar1t, sc:ra 
(13 f~v~ of t~3:~ t~:!:r.:l. t~~ tnfic!!ons c:r~ C~~)10l at t!;z . 
t~! st~~l ~~s t2~~n~!~d). 

' Ail L:w KZi is J i1 .. 0 .112I 
~1~~~:I~':~'~~'~~1----~'-'.-;-'1-----!:1~--31~J--~:~----~1~2~------~:~------~:------.~~~~~1~--

F:1 7 1 	 1 31(,~.,-~-:-~~~----------~~;r.--~~"--~:~--~{~~~-----1?;------~:------..~.1~4~--
• 	 ;1OI·;"'I~;'i.;; r~::~';:l t.~~~~n '" n;; 1r't;lu~.: In .. c.o1':'~r..ll 11 '~iit.lS 

a:-::,,!;;,;~:.! !:l O! .::-tf:.:'t C:::Jr"~ .ft3r pu!~e:'lts .1t~~~.. fr-;:a t:.. st;d,• 
• C:~!':!~1 ~ens:e1 &;3t,!}od. 

http:dif1Jr~;.ea
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T'~ t:~~~:~, 'a~r:~~a !~1~ C:S Qt111::d It .~:~ w'I1t ~ 
c:!:~~ t~2 r~~~~c~~l c:,;~1'1t1 of ~~t1cnt~ c~~c~ t~s ~11:c:: 
,.:ii ~:1 of 1if,,_ F~!.~~:t:, ,;'~1"3 ,o~J1";:! t:. t.;y~ I ~~:"'fG'-::::2 
:::.rl of ~:l t;:, c::::,:' t::! st~j.J C~ t,:aa £C:)"~:\l S~:'::l cutHn::!d 
tJl3. 

r: .• ~.:~: r:~~7. 
:~,~ ~l c~,.:"', C~ r.:)r=~1 t=~~Y1:,. 
r.: ~;::~~1 t:~~ !: ~:;~;j. 

1~ r.;r-.:::al. ~o c::;>laillts; ao 
.,1~tnc! of d1sG;sl 

$l f.!)la ~ c:rr1 0:'1 r.=r.:::al 
';:~"1t,. G1r.;r s1~ns or 
s~,:~t;:6S of ':$~~a 

&~ h:r:41 l;t~Y1t, .ft~ eff:.rt; 
SC::3 si ~s or s;:,,=s of 
CUSC2S. 

70 	tares fo, sel f; IMble ~ 
r.~r.:Jl &ct!y1t7 or tD ~o 
a:thz ~rt 

,~ t~~~1~s cc::s1o~~1 
Iss1st::C2 ~t is ,:>12 ~ 
~" for I:o:$t GT bb 1139:15 

50 	~i;;a1"s C:lnsignble
Iss1stlr.C2 and f,.~u~t 
Ad'c.' Ul"t 

40 	C1~b'idi "~21res Spet1il 
Urt .rod Is~1sbnCI 

30 	~var111 d1~~)1ed; 
~::~1~lJI~!1ca ts tr.41catad 
.'t~u;~ (eat' ~t tG31nant 

:0 Tar, s1:~. t=~~t~11:1!'cn 
ftcc~:~~r1; .ct1,o s=rrOr:1VI

• 	 trelt:ant ts '2tt:S~r.J 
• 

10 ~r1~un4~ f.t31 pr)cIsses 
pr:iress~o~ rl~1d'1 

o taad 

• 

http:Iss1stlr.C2
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i 	 ~::r4tr.~ to t~a s~:n:or, ,~~~ ~:r3 ftO .n~r, ,101at!cfts on t~1s 
c~1t:r1cn. r~ ~11f~r:r.::s e~1~t~d t~t~!n AIT and ~lac3to ~r~u~sr It t3:~lfr.2 (~T: c:d~un =C~~ • !a~ ~~;n SC;r3 • 89.9_ Plac~~o: 
c~Jfwn $c~r: • $0; c~~n SC~rl • 99.5). C~~n~3 tn lJ~ofst1 sc~ras 
It feur C:~t int4rvals ar. :~==~ri:~d tn the t8bl, t~lc.: 

Twb~. 3.3-2 . 
.: ., 

.~ ..C:-':~C:t of :,:~=.;~:;, ~;rQs Fr-.,.:s liseltu 

~LI 	 "'clC3CO• 
'~Qn~3 f~i1 C:\;nsa trca 

tls~lh!:t !:~e~tnC! . 
~:--:,:., c:!~t I r':~~1il;'l K!:ln II r.~a"·n..,~ ";J~n P·Y:llt!3*• y 

~;~;~~.li'. 1.:2 u7J--::J.:; UO Co 	 u.!;;-:;/, -~.~•a lZO 0.0 -+0.9 l~O 0.0 -l.3 O.C:OS 
12 125 0.0 +1.3 109 0.0 -5.2 o. e::c,l 
16 ~O 0.0 -0.3 80 0.0 -S.6 0.Oi37 

, .0.0 -0.5 44 	 0.0 -5.0 0.01S1~, .. h~)
2~ 0.0 	 -2.0 1D, 0.0 -8.1 0.52S2 

,,~~S in'icilU 	 .. 070---.u.4 T4 o.~ -1.' U.O:;~7 
8 ~; 0.0 +1.1 6a 0.0 -3.9 0.C=33

12 73 0.0 	 +1.6 sa 0.0 -5.9 o.cc:s 
1& £0 0.0 	 -0.5 39 0.0 -4.5 0.21S2 
20 33 0.0 	 ...O.i 2C 0.0 -5.5 0.2GZS,2.a 13 -10.0 	 -3.1 -S.O .S.O 0.6453 

." . 
r •• '; f:;1c:n:s 	 :.~ 0.0 -1.3 :0 u.~ -l·l o.,:.. ';J 

c·: .. ::I 0.0 +0.5 52 0.0 -3.7 O.o.:.S1C,12 ..- 0.0 +0.9 51 0.0 -4.3 O.OiCiO 
(0 0.. 0 0.0 41 0.0 -6.5 0.2C~a"20 25 0.0 -O.c 24 0.0 -C.S 0.lSi9 

2' 12 0.0 -O.S 10 0.0 -'0.0 0.65:5 
I ,. ~ ~n I .. • S .. ~u 0.0 -I.: 4l: 0.0 -0.9 O.~i;lU 

8 50 0.0 -o.! 42 0.0 -l.O 0.4~ 25 
12 4a C.O 0.0 40 0.0 -1.6 0.Si07 
16 ~~ 	 't"0.0 	 0.0 0.2761-1.0 ..." 	 -0.5
2Q 2~ Q.O -2.1 20 0.0 -3.0 O.iOSS 
N 11 0.0 -2.7 8 0.0 -2.5 0.EC':3 

I •• 
f .... 1 IS 	 46 c~ u.u +\1.4 &S 0.0 -Z:9 o.clTr1 8 CO 0.0 +1.9 78 0.0 -4.2 0.OCC4 

12 77 0.0 +2.1 69 0.0 -7.2 0.0001 

" 
1. Sl 0.0 +0.8 Q -5.0 -9.1 0.CC23 

34 0.0 +0.6 2" -5.0 -&.7 0.C4.:s1 
tl 14 -S.O .1. C 8 -15.0 -~3.a 0.1 SS3 

._ .... :.~~~ ... i; all ;.l;icn • S ;,.;." SioW li$~ 

Aee~~~~J t~ t~~ ~~n~=r. ·S~r.:2 ~$t p~t12nt$ ent3rad tha s~ud1 
.1t~ r.Q~r nOr.:Jl ~rfo~nc. c~pac1t1. s~~s!3nt111 1mprove~!nt of 
~~a'1h~ sc~r~5 ~3S r~t e:~ct2d. Overll', s1;n1f1clnt 
d'ffer:n:~s t~ c~~n~! fr:~ b::211na b2!~~tn t~2 ~r~i and pl~c2bo 
,~;up can b~ cb:orYcd IS IIr11 IS we2k 4. A! w2ftS lind 12. t~e 
'~~r2l of s1~nific~nt! 1nt~ls2S. Tnl d1ff~rent!s seen Ire 
le::~ntld for by t~2 p~~r:s~11i (a!~r10r3~1on of p11c2bo

( ~t1ents. AIDS patient' Ind those with lew T4 ctll counts at 
en~~1 I,~~~r ccrl l1kll1 to d~:onS~~lt! ~r.2fit fr.:m AlT 
tru~:'1ent. • 

http:O.o.:.S1
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tb3 s~:ln:or tC~' on to not3 t~at • c::nfoundtng fac:~~r fn the\ 	
1nt~r,r~tlt~C" of t~1' inal~is ts thlt larr.afsty scor~s were \ 
c:nar~11y rQc~~~~d only ~~an t~~ pa~1ont ~os ,~~ulator, end . 
rO~jrtcd to th3 cl1n1c for I 1c:~e~ulGd visit. C~ta 'Itr1eval frc~ 
t::p1!~11:c~ or ot~~rJ1:e tnclj.3c1t:t~d F~t1ant: .~s .xtrQ~11 
li=1~3d. In 4dd1ticn, c1fnic:l cy~lu~t~Gn$ ~Qra not con~uc:~d in 
t~3 eVl~t of d~at~, 10 t~~ r~~ult~n9 zero (0) tlrfo~nca score 
S~I not r.cor~Qd on tha C3se rQ~rt fOr3. 

• 5) r!~y Y.'19~t 

~a S~j~$cr s!~!as tt~t ·C~, of t~2 cl1n1cll =~n1fe$tlt1ons of HIV 
1nf~:~~cn 1: a ~~:!!~1 sl"dr:=z wh1c~ c~n product sisn1f1cant 
'ct!~S in ~O~l ~ai~ht ;r.d contr1but3s to Qorb1d1t1 and 
~rtJl1tl.· t~dl ~21ghts of patients entered into t~1s study were 
c~:sur,d It en:ry and at e~c~ clinic Yis1t. Entry weights for AlT. 
and p'le~~o re:~~1ent: wert c:cm~arab'e. . 

: ;. 
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( Chan~3S tn va1~ht ftc=rded at four-••,k int'r~lls ar, s~r1:~d 

. 1ft t~a tlblt tlal,..· _. ' 


t!'illn!;J frt~ 

e~!!11nt (tcU 


I"')UD • V~!k J.;eo\i'ln .l~!n • 

~il~~;~i~~.l~e~n~ts~--~,--~~----.~u~.~u~:~~--~lZ~'----~ 

'-Value 
D. J::.7.J 

• +1.3 +1.5 117 O.COCo 
12 .'.7 +1.' 106 O.COOl 
16 +1.5 +2.0 77 0....0001 
20 +1.4 +1.6 ,.3, 0.1):S5
24 .'.6 +1.5 5) O.lC69 

.u.~ .U.o ~ • O~~ 
8 73. +1.~ +1.7 I' 0.001' 

1Z n . ~ +2.0 +2.5 '55 O.CeOl 
10 48 .2.0 +2.2 38 C.CCC2 
20 31 +,., +1.6 " 0.0692 

l~~~~__~2~4____'~3~~+~'~.7~~.~1~.'r-~'~__~~__~~__~0~.~OS~5~1 
... ia'!.1ent.5 .. :u .u. +0. • - • .i~wli 

• 52 +0.' +1.2 11 +0.1 -0.3 0.lC07 
12 4i +1.1 +1.0 51 -0.1 ·0.5 0.CC29 
16 37 +1.0 +1.8 3' .0.' -1.2 0.C012 
2~ 25 .'.4 +'.6 24 -0.3 -0.3 0.2i11 
24 12 .0.3 +1.0 9 0.0 -2.1 0.7~17 

~--~- ----~~--~~-~~~--~~~--~----~~--~~--~~~'nii:l. s • 48 +0,5 +U.O 4 .0 .". 0.,,;),0 
8 41 +1.0 +1.0 40 +0.' +0.4 0.6456I

I 
12 44 +1.2· +0.6 40 +0.3 +(\.7 0.1711 
16 36 +1.1 +1.5 32 D. a +0.1 0.C';87 
20 24 .'.1 +1.2 20 +0.5 +1.4 0.'288 
24 11 +0.0 .0.1 8 +0.1 -0.1 0.7320 

"'~lC 1 's 4 8 +0.1 +C.8 82 O. 0 .~. t O.O~'31 8 78 +1.4 +1.8 71 0.0 -0.5 O. CeOl ' '. 12 76 +2.1 .,.6 I' -1.2 +1.0 O.CCOl

L 16 49 +2.0 +2.3 4S -2.2 -2.3 O.COOl 
20 32 +2.2 +1.' 23 -1.1 -1.1 o.ccsa 
24 14 +2.7 +2.6 7 -3.0 -5.5 0.0100 

~:~rd1ng t~ t~a s;cnsor. ·everal1. AIl ~ectpients tlnc:ted to gain 
wei9ht during t~e st:ld;' "hile F3tients ~ec2h1il; placebo lost 
weight. St3t1st1cal1y s'~n1f1,~nt differeilt!S betveen ttll two 
grcups wen first observed It wet 4 b-O.0t413) Ind weight,
d1ffarer.c2s beeac! ,reater throughout the st~dy •••• As was the 
C~~2 .ith KJrnof~~y ~rf0r.:3nC2 scores. we1~~ts wera :alsur2d only 
f~c~ ~~bulat~r1 Fat1ents v~ ~o~or:.d for their sche~uled y1s1t
•••• 1.:':ll!,:~: lI~ing tl~:.t ob~arv:at1r~n carr1id forvard ' _thods 
.'11 ,11:_ 43t3 fr:m ~at1er.t: dr:~;~~ f~;~ t~~ study to be 
1nc~rrorl:ad 1nto slIbsequant U::e points tn the study.- -11Ie 
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i'1\ sr,:n:cr r.Ot~l t~l~ r.lt~cnts ~~h AleS and tt~5' .tt~ 10••nt~, 
T~ c:t.:nt~ ~t::::~:tr~t:d t.:11 S"!ilt~$t d1ffar~nc~ in weight c~an!i! 
b~t~Q:n t.~3 drJ~ :r.J pt~c:ta trQ~tad grcups. ·~cb ,rc~P. 
t.;':lv~r. (AI:::3, ;:~C. h1~1'I T4'S Ind low T4'S) treatod w1t.h AZT 
.::~~riQnc:;d ~l1ns 1n~~1~t.t..· . ','. . ... , 

. .. . .... '.~ 
~, ... "e. ... 

.. ...~ "' .'\ .. ~., . 

• 

. --' 

.. 
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hSt 23 
. I A;,roxk:hl,j.3H'!il!, ~~""",~b t~~ :~::dl thl ,,-:1<;:1" of 1;--::2ptGS 

c:l1cc!~d dur1~g tho c1inie1l .val~Jt1en w~, 1ncre;~Qd to I tQ;;l 

I
of 33. 51::c) tt:~sa Idd1~1cn:ll s!;fQ?te:a: c¢r3 r.;; ";ilija;~d It • 
S!:':C:I ontr:l. ar. .,.... .. .. t" selina lII'er. lotto! 

pO$$1~lQ. S~~11~t to t~a Inol"so~ 0 ~~1,ht and llrnofst, 
~ 	 ~lrror:lnc3 't~t~s. d~t~ .~, e~11oetad 1.r;01, ftC~ Ic~ul;~tl. 


r.o~h~~~1tll1:~d ~t1Gnt$. ~ts cr~at~d I ncn.p,n~;~ ~fM~ b, 

e:c1~d!ng ~~tl frc~ Itel or lODa pDt1cnts. lha s~n:or'J 1:111$1s 

of c~3~~a in t~~ "~m~~r of s~Pt:~s fs pre$er.t~d in tho t~bl. .

b31cw. 	 .• 

Table 3.3-4 

e~~n;1 in I~=ter of !ym~t:~s Fr:= Entr1 

Az'1 rl~cato 

t~llln~e froll fh.r.S~ frG= 

'lMuO 
~-n-htant$ 

Y!ek 
4 
8 

I 
114 
131 

£i!s:!i1ne (kq) 
_hc~nan Haln 

0.0 -0.1 
-i.O -0.8 

•1.:0 
120 

!~sel1ne (tea} 
1t~(6 lin J.;l;n 

u.u .IJ.~ 
0.0 .0.1 

P-'!~lua* 
O.2.:S:~ 
0.C\:33 

\11 

12 
15 
20 
24 

125 
SO 
53 
25 

-1.0 
0.0 
0.0 
1.0 

.0.7 

.0.7 
-0.5 
-0.7 

110 
ao 
45 
16 

0.0 
0.0 
0.0 

.0.5 

+0.0 
-0.2 
-0.2 
+0.1 

0.0277O.ozas 
0.5218 
0.'755 

,>.".;~ fa -:. ~ in tos 4 
8 ~; 0.0 

-1.0 
.\).1 
-0.7 ~; ~:g .\J.:t 

+0.7 
1l.IIUJ" 
0.C022 

12 73 -1.0 -0.6 60 0.0 +0.8 O.CC';! 
16 50 0.0 -O.S 39 0.0 .,.2 0.01 Zl 
20 33 0.0 0.0 20 +0.5 +1.0 0.2593 
2' 13 0.0 +0.2 6 +3.0 +3.2 0.Oi29 

I';,~= ;l:~en:s 4 
8 

12 

57 c ...~ 
S3 

-O.S-'.0
-1.0 

-D.:)
-0.9 
-0.9 

~6 
52 
50 

0.0 
-0.5 
0.0 

-0.4 
-0.6 
-0.9 

O.$~==> 
0.5252 
0.9369 

16 40 -1.0 -1.0 41 -1.0 -0.7 0.5323 
20 
24 

2S 
12 

-'.0 
. -2.0 

-1.1 
-1.8 

25 
10 

-1.0 
-2.5 

-1.1 
.1.7 

0.22Sa 
0.S~o3 

i1iSr:4T 's 4 Sl u.O O.J 4~ O.D -0.4 u ... :>~o 
8 50 0.0 -0.2 42 .0.5 .0.5 0.7779 

12 48 -1.0 -0.6 40 0.0 -0.7 0.8569 
16 39 0.0 -0.5 32 0.0 -0.8 0.S:05 
20 24 0.0 .0.7 20 -0.5 -1.2 0.5..iO 

i..~. i.s 
24 
-' 

11 
~J 

-f!.O 
0.0 

-1.6 
-0.3 

8 as -3.0 
0.0 

-2.5 
~.4 

O.. 65f~ o. C:;-.;.= 
8 81 -1.0 .1.1 78 0.0 +0.5 O.CCC3 

12 73 -1.0 -0.8 70 0.0 +0.5 0.C031 
. - 16 51 -1.0 -0.9 &a 0.0 +0.9 O.CC~O 

20 34 0.0 -0.3 25 0.0 +0.7 0.1715 
2. 14 -0.5 .0.0 8 +2.5 +2.8 O.'5;a 

.. ~:$ur::c:1 I):t Wl1tcxcn's ~anl S~~ it:: 



___ ----------------'-------_·--_'-_,.-_··-_.~-_-'_'_._e~.___~~~~ .--........... _........--...... ____~_...."......_.____________-._ _
t .•..... __ 

- . , 
.'. ". ,": _c:}~. 

( 

• 

Table 3.3-5 


f~~~~',.¥
r;i '; ~ ~!l':'S..I , 

,
~.~~ t.,:;;,~~,;. 

';l~k 
4 
8 

12 
lS 
~O 
2$ .. 
8 

12 
16 
20 
24 

" l':d.... 
131 
lZS 

$0 
!3 
2S 
ii 
75 
73 
50 
33 
13 

"4J 
'1li'.r.t3 lrciil 
E::~o 1na(tg.l.
I . ..;"·l~n Hean 

~:-U-:-v;l 
-1.0 -1.1 
.1.0 -1.0 
0.0 -O.S 

.e.s -0.4 

.'.0 -0.9 
0:"0 "'11.2 

., .0 -1.0 
-1.0 -0.7 
0.0 -0.3 

+1.0 +0.4 
+1.0 +C.. 5 

J"JaC;l!::O .
':tilnse frca -. t!lsel1ne (W

" r.!can .!.t~;;n '.Value· 
Uij 0.0 +0.2 u.l7~:r 
1%0 0.0 +0.4 0.0210 
110 0.0 +0.& 0.0092 
. 80 , : 0.0 +0.& , - 0.1420 

45 0.0 +0.3 O.lZOl 
lS -0.5 +0.1 0.!S32 
iot +0.:. iU.l &1.3;;,';
U 0.0 +1.5 0.OC32 
60 1.0 +2.3 0.0009 
39 :-, "0.0 , +f.4 e' 

o 0.05S1 
20 +1.5 +2.5 0.f316 
6 +5.5 +5.. 3 0.1013 .

~ 

: ~ ..... r:. :. ., ~n:.: 4 
8 

12 
16 
fO 
24 

:."c..0 

53 
'0
2S 
12 

-i.v -\).3
-i.O ·0.1 
-f.O .0.9 
-1.0 -1.0 
-1.0 .1.1 
-2.5 -, .9 

So 0.0 ·0.4 O.34i3J 
52 -1.0 -1.1 0.7385 
50 0.0 -1.4 0.£506 
41 -1.0 ·1.0 0.6914 
25 -1.0 -1.4 0.2001 
10 .,4.0 .3.. 0 O.SS13 

;~~I' T " 4 . -

\,,,;1 i"4'S 

. 

. 

4 
8 

12 
16 
20 
24 

4•12 
15 
20 
2J 

SU 
50, , 

43 
39 
24 
11 
B3 
81 
78 
51 
34 
lot 

0.0 +0.5 
0.0 -0.1 

.1.0 .0.9 
C.O -0.4 

-1.0 .1.1 
-3.0 ·f.f 
-1:=0 -0.1 
-1.0 .1.1 
.1.0 -1.0 
•1.0 .0.' 
0.0 -0.0 .c.s +D. 1 

45 0.0 .0.8 0.3179 
42 -.1.0 ';'0.5 0.6360 
40 0.0 ·0.1 0.8i69 
32 0.0 -1.5 0.~S99 
20 -0.5 -1.3 o.saao• .4.0 • ... 1 0.6240
'5 +1.0 +0.8 o.u~ 
78 0.0 +0.8 0.0021 
70 +1.0 +1.4 0.OC16 
48 +0.5 .2.1 ' . 0.0135 
25 +3.0 +1.1 0.1890 
I +i.0 +4.4 0.C36.1 

"'.~::l;·ur::d b1 ¥~l'o~o~'S A~n' s~~ T~s~ 
" 

, .. 
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!l~Qrll ::::~T~. of fc:~r.~ st~tU$ ~Ort t~stod prior to st~~l .ntrl 
In~ I: Y~r~c~~ t1;~~ oft3r Initiaticn of treat:ant. Tba sponsor . 
tl~s .n~'l':Qd t!\: re:ult~ of sarial T, (T.tielper/~n~ucar) cen .. 

dGl~1ed cutanQCUS hy~r~2ns1tiv1ty testing. . .. 

T.'!~~hoctt2 subset3 were c~asured tv1ce pr10r to entry, It entry,
Ind th~n every 4 .cet~ ~ur1n9 the study. 'Gtients cere rar.d~~1:Qd 
to r:ze:he AZT on p'ac~bo 1n blocks based on th~1atest IVlnlble 
pre-entry T4 c~unt (sr~ater th~n or less than lCO c3l1s/~J).
In 5':13 cases this clusificltion differed fro::. what the block. -
.ss1~n~2nt wculd have been tf I" thrca pre-entry v.lues had been" 
Iva11ab1e and tha avera;a used to stratify the pat1ent. . 

As r2f'ect1ld 1n Table 3.4-1 on the follewing b'o p~t~S, ·c%'aanges I 
1n T. c:un;s c~r2 strikin~', different bet¥!an the AlT Ind ...... 
p'ac~~o ricip1ents at(~~e,s 4, I, 12, 1'. Ind 20 by Wilcoxon'sI , IUnk St.:iI anllysas (p 0.001).· . .".: • 

.. 

• counts And 
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,-,- :6 .. 

• 

<~.e:-;1 

O.C:~ -
• 

<O.C:01 

O.C:~ 

O.C~ 

-
',""'wi:: ~ o.cca 

\:::::C. 1: 

.ss.tt ·".$ 22 '01.0 ·27.0,sa.' ·'5.' O.e~tl 

• ,1.' • ~ Z 9 t!.sO 2'2.' .n.3 • 1S 3 0 7;~) 

• 

• ~.ii~k ,;:I ' 1J 112.0 tw.1 

';I_;~ 1~ t2 "7.5 ICl.S 

''''';:1:J (;:; £).0 IG?' 

.21.: • ::.4 t~J 53.0 1CZ.3 -17.0 -%$.3 

74.5 

'floG 

Sil.S 

:Gt.9 
77.0 

·:l.1 -11.7 - -
-'.2 

Wi-C& 12 G7 £3.0 1Ci." ."3.7 • Zi.' sa 32.7 IS.J ·13.1 -:5.1 

t:.2 -1G.? 

12.' &1.3 ·%3.3 ·23.S 

-60.' -

5-l :~.S 2:::.& • 1:.7 •::.5 Q 11.a.5 1;1,5 ·U.J -25.0 

lJ ;,7.i ;:;..1.0 .52.: .~... 4' ·30.S ·%5.' 
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::~.• 

\"I~k :~ '9 ::0.0 ::~.$ -:5.7 

":'.2 

C·''·... .. 
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2:3.3 • ~:.~ • ::., 7$ Jl' t'.4 ..;., -1.S <~.C:~j· 

~Q.4 • __..........S ,,, a.o ~3 -,., -5.5 <:).:.:~, 

IS.' 

'~.1 

.'.9 
.1.i .,5';1 it 
.1:.' .!.' I 

25.0 

:S.2 

;0.7 !l.S 

'.5 '0.3 

·U.7 -13.5 <O.::~l 

.".7 -12.1 C.:01li 

-21.7 -19.2 O.CCll 

O.1e:, 

';;::!t., n 'e~.o 

,;,.~!t l 1J 7':.~ 

I, • 

'.tl::k ~: t 1~· ,~.:s• 

\"I.ii t; ~3 .1.5 

, ••,.. .. t•• "......-.. 

• 
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k.-"1 FI::c::o IoZ! F1.:::~I . I ~;~." IL~~ C:;n I~~~_~",A O:n.~, L'!'c"'" Os.;. ..~a 
.. 

-::::k fI ft':" ..", I,p •••••~ N Wilt N N r.~;l:"t.... '::''71 f,c."ft •• f~"ft 

~:::nrt' C:t:fi~ :.::cIi~- I Is], 10:.9 I0 I .... I .... "I I  - 0 SO ':3.' - " 1".1• J .........EE I. 7i.~ 11 
'
9.1 I .19.2 I 1·15.,• I:'J I 1ClG '£ • ., :'~.3 " '';;'.4 

.. 3 t :::_1 t:J.' 1·,,·3 Ii 4 I; ::.2 ·".5 I I ., 2:9.3 .51.' 12 US.3 

.: I 31 I ~l.a 1·'$·9 r· Ii %l.G ·3:!.1 I ,: ., ,2'5.' .U.O sa 122.1 
,, I .. '" I t; !) I· :.:., , 5 It ., " I .%0.' i 13 t~ 214.3 .IQ.G ,~ 12';.7..: .... •• w 

I 
t • 

t.a., I .0.,2 I 4 I J5;.) .., t %••0 "2.7 %0 ·21 1'3.0 .15.0 "G.'~.. 
I :.a (EH (,J' I ·,3 4. I \""1 • z. (!) 21" .51.J (1'\1 161.' - - I

• 

&::::r 
C..:r.r' 

f;;."ft 
C=~, 

-
.Z.S 

.;.a. f 

.,= ~ 
·'i.j 

.:0.1 

I ·n 1 

It .n~'1. 	Fa!fcn!s ~~ra r2~u1r~4 t~ ba an.rgtc to t~ fol'c.1ng 
'd!i~:~S: tr1c~~~1t~n, tatlnu~ ta:otd, c~nd1~~. and purtf1ed 
~ro:J'a (~rfy~t1y~ of t~~~rcui1~ (pr~). Asl"gl, lot Of anttstn 
~~ "~!rt~~t~d ,=~n, al1 stw~~ c:n!~rs. ~';r~ was daft=ad IS 5 
~ of tr~4r~t'r.n at C3 hc~r'. A ~S1~fYI rts~n:2 (c~nYtrs1on)• 	
S:.U tlft;:21S 1~.21 0 g of Indurattgn t~ on. or cor. anttsens. A 
r:~~:n:a ~~s cgn'f~~r~d ·~r.tnal· If tndurat1cn wa; 1-' ~ at .3 
t~~rs to .n1 .ntt;an. • 
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!~~~ t~~t'~~ ~~~ ~lrfor-~~ t~tc~ pr'cr t; st~d1 tntt1at1cn. '-14 
(~~~ ~~rt. :r.j over: 3 wc~~~ t~Qr:a1tor. T~ F:t'Qnt~ t~c~ had I 
p~~1~~v~ rt~~~~:~ to cr.~ of t~~ t~ pro-.n~r, ~$t; and Ira not 
tr.~lu~~~ tft t~l an:l;-:1s of c=~ycrstcn. ~a fr=~~Qr.c1 of s~'n 
t:st C::1vofs11:lns t; 11:t:d i:a tha table ,.low•. '. . 

•. .' ...... f 

' ... _.. ,'- , 

e' a' • ., ...... 
.... 

... . 

Tt~~ 3,4-' 

,r':er;:.)tivf t M~'Oi";1 'c:.itiv. 
lil t I 37 

102 .. 11 
.4iCS I A::T I SO .. 20

Fel 62 1 I cO.COt 

ARC: A'ZT .13 S 
t 

17,FeJ £0 • 0.01. 

jIIIl~~ T, '::\11"\1 I A.;."'T I 25 1 2'Fel 11 2, • 0.01a 

L:w Tt (.;"nt ' A..,"" !3 
'0 f 

.1 

" 2 J O.c.o, 
-- - .... ... . 

F'~:':C~:-I of~i" T~t C:ttvoniOftl·• 
RC::.Ilt: af ~ki" ':'GSt 

Ci:~, Trct:tm:f\t '·V.:;h ... • • 

AU i';':.:;nu AZT 


Fe 
 <I).CO,I 

I 
I .t;::::~,;~ for t~3 1..":C ~~t;~ .. ; ••..,. tha d1 fference b3:r:~en '\:T and 
, pl.:~~o gr:;;~s in t.!\a fr=,:.;enC:1 of sUn c:)nversicns is .ignificlnt.. ' 

l T;~ia 3.4.5 $hc~ ~a~1 ,t.ard1ng tha persistence of positive stin 
r~:;:~~! tn ~:!ictit; w~t~ i! le:st ene positi,e re!~r.$e while on 

• s!~~]. I~'f of t~2 AIi p~:1ent••~4 ~d • s~e;r.d t.ast. Ift3r I 
~ 
I ~$ith' ,na lost r2lct.h1t,. ',- '.: ...... 

.. 

,.;~~ ',4-5 
F~"'''!:t;I''':' of P~..it!vo !.£in =r~ 

Nl,jrr.;;.;r of 
p;tiOfll'tS 

., LUst 
?;cl::OAZT~~~~:lt Tc:r;tCr., ToHt 

" I•• ,-• " , :"15Nc.taCM• 
•17lo~1 ;'liti"~ R.;~ns.:2$ " 

http:fr=~~Qr.c1
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-
1t.~ cr..::t:ar .1;0 ~re~l"!:cI • t:~lC1 (:;ot stc:m) 1t:.t1n~ 'tin ~st 
~::~:~:~S u1~~ c~r~~~~er.!1r.l T4 c~fl c=cnt~ O~lr t~~ and 
c:~:lt;'~d t!:J: ·r.;2~ I~;:an to ~2 n=a t:nQr:l1 c=rrllat1o:l tet~!n 
,~i~ t~~t r::lcthl~fcft a:oJ t:-.a' .t::clutt ftu::~~r of c1re:.llaU"3 T4 
c~nl·. 	 '.

, ..... 
' .. 

.. -

,
.~~ ~. .-. .... .. 
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t~;:~lc~1e f~r.;:~c~;t.o. c1rc~1~t1r.~ 'r.~ct~r.eus .1~~2 iat:rf2ron
• 	 10~31l. 1:1 '1~~1 blcstot~n1c ?OS~~r.:c~. and slr~lo~fc tcsting for 
lin t £:'1 • ......... tl:~tith , ,rod C\-;::r.Ugti~1 ir:::-.:r:::llcb~Ur.St b:)yt 
r.~t t:::1 :=:~l.;::cI at. t:"t2 t~::~ of tMs raron.· . _ ' 

1~) ",.,lc"'% 

I ~.3 s,~~:or stltas. ·AZT .~s sllcct~d for devolov.:3nt IS I 
pot:nt1~1 t~:r;~~ 1n AleS ••• t;t:d C~ tts in ,~t~o Int1.1r~1 

t Qe~1vit1. ~~rQio~. I ~;jor effort C~S 1n;~~.t~a .1t~1n t~, 
" c11nte:l1 tr1:l1s pro,:rl~ t.(t 'at!r.;fn3 l:t:a~~Qr c~:J1nbtnt1cn of

f t~tl c::;:;=:J c:~ld to aS$cc!~t2d .1~~ c~:r.~=: tn rce:var1 of Ht' /
fi"c:l t ....;:~;;:d v:,',1:mts. T:'1I t.:s provon to £(t • cUff1Cj11t bst 
~~:;~:~ of t~3 c~rr:r.~ lac~ of rQl1~~11. stan~:rdi;cd ~~:nti~t1•• · '. ......,..••.... _ 	 ,....',.-., . '.. ._ 	 ...wr •• ...,.( 

. . 	 . . . .. ,,~. :.'.~, ~ -" .. , . 

t~c:~ t~=,i:: r:r~ c~~~~~~ Gt le;r c30t tnt~rv~ls I~~ ,:at!!nt$
f:," 1::"; C:JH;:.:r~~. t:"i;:fl.:r. t~3 r:;lt~;'olc£'y c::;sf:;ud of 
c:·e~l~:.::,,~ c; ~:r1~~~r:1 blc~j 1j~;h~e~2s .it~ ~~~~~~;lut1nfa 
~r.~ t~~:~~~:~::':$ c~l's ~r;1ssiye for HIV tn:oet1cn. ~1t.r2 
~:.:::~r:::-::.r.-: f~ ui'~ t;;ra co1'ti:t:;d t~1C2 .. e;::11 t~ I:~nitor ,1,...,s 
~r~~-t~ 'n e~'~.re u:1ng I r••ers, tr'nscrip~s. (Ri) I,sa,. 

~2 $~:~:~r n=tQ~ t~~~ ·t~~r3 are sever~l prc~lt=s .fth t~fs 
... - ........ -"_ .. -..... ! ..... r:f"A.""::; ...."" , .. ~-v c-nn"'. Jfrft ... ·l" J,..tl"'t ,,- s 
iw_ •••_ .... : : .,.", • ...... • - ... ., • • :... ." ill". 41 W -. .. , ~.; ,~'"'~f"~#I1"1:". "'5 .....,~~_~~~.':'~___~ :& 
i:afr~:..ll~:.~ bl~~oro.t..ar cnh1en~5Tes .... iii " e!r;~~~!:\,o 'Ml;tf~::~!tfp' ,',t"-';$ (3!2C~Tft ,c~l1ftld c:llbres 
(~~~r3 r.:~-r:pitc.tfr.l l;t:~~ '1~$ ~, h~,e tc:n r£2cti.ated) t,c. 
t!~3 ~et;;al ':~::1~ cf ,'r;l ~~l1c3t~cn tn t'=e ~~t~(in! It t....a t1:! 
t~~ s;::~c:~ t:s G~t~1r.=~ CJ1 ta d1;f1c~'t. to .~~b11sb. 
}::~~7lr. It t..~a t1:a t~a pl;c~~-c:)ntrolled trf~l cas b2;un. ncne 
of t.~~ r~tr:1trolo~tsts in.ol,ad felt that ot~3r ~2!~~~S for 
~~t::t~;~ Gf h:V tn cli~tca' s~c'=2ns ~d t3en .v~':3~d 
$:.:if~c~;"~1:; t~ r;~1;c3 ~c::r.~!raticn of ravc..:; tr~n~~~~t3$a 
,c:1Y~~1 in ~"3 '~;~rna~nt fluid of stt~'at~~ col1s IS the 
$t;r.~;rd f;:" (3f~~~t~cn of • pos1t~vl c~lt;ra.· Ac:ordtng to t~ 
s;;n:;r. E::~ 01 t!:2 1nv~stit4~rs ut1iiz~~ e:;ar1aental HIV, 
'~:;ct1'ft tac~nt~;2s tl Far;11., .tt~ tha IT Issa,. 
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8:7 e~'~r3 r~~ul!: ~ra ~~v~~~d ~ t~~ c:~'c;l '~~r~ar.t of t~. 
sy~~~or ': tt3 ¥1~to~ C3~t~rs ~ler.9 w1:~ t~a ly~1~at1on cr1t~r~., t~ ta u:~~ for ~:alt; 'r~ .~c~ lu~Qr3t=r1. All c~l!ar~ ~sults 

. 	~Jr2 eli~$111:~ IS ~:~1t~;Q or ~oc~t~ye .1:~c~t tr.~to~~3 of ~'!~r 
~:~1!: or tr=Qt::nt s~t.,. ~. d~l on c~tc~ c~lt~ras bec::a 
~~11t1YI ~~s r.~t r;c~r~~d 'or 151$ Inal1~1s. '.. .t -t 	 81:::5 QS c~tl~=::~ fer &:n ,frJs ho1:aUcn f:r.f;ra at.l1nfstnt'cn 
of AlT or pl~::~~. F~t1cnts :Qra ccft~1~Qr:d ,frJs pc~1t1'. tf 

f 	 e1t~lr ~r~·cr.t?1 or tr.t~, c.l:.~~ st.c~:j ev1~c~;a of HI' . 
• rQ,i1cl!~C~. Q:~ult~ of tl:eltna HIV caltar. ,~t~s are sho~ tn 
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- _..'t'.."') ~:":=:t:;"~ ~ra f'.,t1C7rO:I t3 ~~t~r:atnt ;.nth1ral .frC!C~: 1)
C:~l:"::l of C~ tin c'Jlt:.:rl f~~ ~c:1th~ tl) ft~';.t~;o 1r.4 Z) (~b, hi 
t~c::t :~ ';;;'::c~ '1;-.;~ fa C:.ttt:N. o,lb for c~n~s fft f~n:2nb~~s 
o( ~:l~'!~.;) ~:Jl'::';i'::l ct'~r tf:.l for 4~l .::J ~l;c:~ p:1ftU ..... 
P~~I:ltQ~ fa T.;t>10 3..5-2 tala. .__. . 
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,F .,t3d 

An c1~~l c:;n r:at:d as I=ittha or le~t.ha .ccordtca, to t:. 
c::~:~:1~:l eitJ~~I:~:~ bl ~'. P~r;~. t~3 "ra1~g1st for the M1~al 
C~~)~. F~' c::h ~:~1!1Yl c~lt~r3. t~~ ~~1 1~ C:ll:ure on which 
NI1 ;c!1,tt1 ~~J f'~t .,'~ant (bl IT l't1,tt, or 'etec!Jon of p24 
Ci1t1j:m) ttlS r-c:)t::.4. 
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( 	 tc~Qnt:·o~l p3r~:nt Gf AIT r:c1ptent' and 75S of ,1i(~bo ~t1tnts 
t..a ~~1t.1 n c:li t:lrlS It ontr,.. .... 0 0" o.• 

.., 


T~o ~~J~~ of tnvc~tfS3tors. Cr. '~r~5 et al ;n R1~~1 and 

Cr. C~J!~::n ot 11 tn !:~ Fr;nc1$Co, bave 1n~,p3nd:ntly (of t~e 

s~c~$wr) Is:a::od ~~tcnt1al AIT antivtr.l a(tivity tn p~tients 

enr~11~d tn t~a1r resreet1vI centars using ~ethods othar than 

rJvar:~ tr~n:e~1p~:sc t~~~~= to detact HIY rcplttJt10n. Ir. Parts 

u:~~ a :~ ar.·1rl~ (:~t~re r~d101~~~oct$aV dlY~loFad 1ft ts 


. cl;or~t~r.1 to ~v~ 1:4 3 ..3 • C:.I :.Ir. resulU IS aotad I~OYl. He 
Q:::J1~:iJ t;'~:1 t~::3 t~ ~;~1t1va c:.I1tur(2$ and the ccnvers~on of 
~:$1tiv3 e~'~:r~i to r.;~Jt1vc. Th3 s~cnsor st~t~~ t~t ·A d,lay
1" t~:::~ t: ~::tt1'1Q c~1t;,;r=.~ IroC: an tner;wsed 1n;1C:;ne.'! of 
r.~:ltiva e~it~rzs W~i ,c=on~tr;t!d for AIT p~t!ents tr.dfy14ual1, 
Ind ;$ • gr:~p. Th~te Ip~3r3nt anttviral effec~~ correlat3d with 
tner~::~~ r.~=;ar of T4 c211s and 1=;roved cl1niell stitus in 
'v1r~s ra$~or.'ar~·.-

11':2 s;:l'Isor offers the folleuing Ixplanation as to why ~c. 

Cr. P:~!:' e:r.:~~~~c~: f~:~ th3 ~:~ ,r.ti,~n ,cp!~ra 

r;~~o1::4":':;':r.:~s:~'y c!;.:a diffirs fr~ t~etr own: ·Pr. 'arks' ••<~o~:
0 •• 0' 

anllysts includes d1ff~~nt n~~bers of c~lt~~s for ele~ pat~ent 0 

.r.~ eVl'~~t~: ~:~tttve e~l~~res by detl~~nir.g t~ a;cunt of p2~ 


.n~~~~~ ,:!:c~~d ~~:n!~t~t1YQ11 ovar t1cz. This ~1 e:~"in the 

o G1~.:r~~~n:l in '~::er.strat1on of an~h1ral acthity.·. 

Cr. C~1$~on used In Abbott Laborat'rtes ELISA ttt to directly
~;t2~t H!Y ~Z~ cntiS2n in $a~.~ Ired ·s~~wed that levels of t~1s AA. A 
~r:t~1~ t~ :li ~;ti~n~s re~~~cd re'~t1yel1 c;n~~nt or deere!sed rV\l 
, ...;r t~~ ::::r;3 of t::~ri;;.1. wiltli thou of pl.c::~ reet pi ants 
1n:~:!~:~. Th: d1f~Qrane2 in =a~n MIV Intf~2n lev2'G at 16 weaks 
W:l~ h~~il'l s1.nH1'-lnt b(O.OOJ) and pers1st'~ It 20 weeks (p(
O.COS).- . . ' . 0 0 • 

T:;3 s~n:or e~.,ehlC:~$ t~t t~a y1ro10!J1 dlta prtSifttld art "mittd 

cn~ t~, ~:~'tl 1r.c~r.:lu$1vt ~~:~d ·p~rt1'1', upon the c~rrent 

tr.::::,~h!~ ~h:1;'~1: .nlS also probab11 the l1attJU,ns of the 

e~'t~r' ~!~~:d Ui2d. .. 

0 
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. ';'. 	 . " .. "-.. ~:.1) C~1n1el' A1v~r~~ £~r.~r'~"e~, 

E~c~ r~;.~r~=~ a~vor:a o:~lrfQnc~ was c.tchQd to 1 st:r.dirdt:~d t~r.a· 
(C:ST~~T) fr:~ a d1c~lcn:r1 0' pr:rcrrcd a~vcr:c e:~:ri,nca t3~s 
and c:at~:ori::d un~ar 1 'C~c1'1c bcd, s1~t:o. A!nor.:31 1_bor;~r1 .. 

" '~luQI Ira cr.aly:cd And d1,cus~cd l.tar.· " ' 

~~ll;:~: of t~~ cl:1c~3 rocor~od severtty of Id~cr:1 .=~arfQncas• 	 ~3S d;n~ b1 t~3 Cyc~r~n.~ntol.i~~n~:G' ~thod for all p~t1.nts and 
str~tH'1c::I bl d1;:'!ino~h In4 en~:"1 T4 e.,,,nt. A s1an;r an;1::1s 
~:~ (~n~ c:ct~d~ng rQ;~rt: ccn:id~r3d def1n1tel, not drug ralated 
~c:c'~~1n9 S3ven rc~rtl 'or .h1ch cau:.' relationsh1p to drug 
\lU unkn,..,,,. . ' ".. ' " , 

"""""'''r ..~t.,,:"d:.:n, ~r.c;fltCiIIiaIA:.,.,... Er:ot"tftCft CeCIl"'" .. ..... ,,, .' 
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hsa 3. 
~lt:eon~1~1'1~ c:::rr:d c:ra of~~n '3 pt~c~bo pat1ents t~ft ~~ 
pti3nts (SI 'I C3. p.~.t4l).. . . ..... ..... _-.~. 

#. • '."~' ~ • 

C"n~;l' c~~cr:3 C:;~1'QnC:5 ~~~c~ t:=~rrQd tn)1Cl of it-, ~t1ents 
E~r3 ~~Jr::1~. Q~~~:n1Q, 41orrt:3. fovar. tOQ~;C~3, ft~u~ca•. 
l~~;:~:ll ~~~ t~j r~~b. ·i~o c~l, Gila of t~~s. evants .h1c~.~s 
:~::1~t~Cll': C~.l frQ~~~nt t~ III r:c1pfcnts ts ftYU~el.·11 .. 
(:::r~~:1 ;~~~~c:~l~. ~'!~::~~ t~3 t=t~l r.~~3' of ~~;~:C~2' ~as 
r.~~ s~:~1:~~e~11~ '1rf~r:nt t,t:::~ t~l t~ tr~ct::nt ,~~p: (all 
~3t1:~t:: ~:O.'~'i AI~S: p.O.C~4i ~nc: p·O.0;3). 4S~ of AZT .• r~:!,1~~t' c:=,l~~nf~l of hc~d:=~3 rlt:d t~a r.:lf~~ sQyor1t1 IS . 
c:;:r;~l or :C7lrl. c==;~rod tl t,: of tha plac2~o •••• Co patient 
df~c~~t1"acJ f~~ st~~1 p;rt1c1~t1cn ~Ut to h'l~ac~a.· . . 

. . 

~~~ e~i:e~:: of blc~d1ng ~3ra roportod. III tn AZT recipients. 
~~1 ~ar~ F3inful blc:dir.q t;:l in a p:t1ont with S~~ disc~:a which' 
rl~~1r:~ cr~l ~~r;3rl. gild no~a blec4ing. and aild rec~al . 
bl~:~in~. All th3 ,p1~c~a$ stop~2d daspit. continued AIT trel~ent. 

F=:r ft~T r:c1~1::.~~ ,nd or.G p3tfcnt r~c3iYing plac~~o report3d ... 
t.1~~s. All r~:olvcd ~:sp1t2 c=nt~n~3d I~inistrlticn of stldy d~Jg. 

~', C~·~·~-l t·~~~-~~7''J ~~.,• • _.J t\o.... _ ........ , • • ..1 a; ..... 


£::~ y:~~cnt ti.~'lc~ in t~~ t7'f~l ~:$ c=~1t~rad w~a~ly for fcur 
t;::::: .raj ~:::~ :,~-;:~~t:.', u:.tn tt'.a t:~ir.;t1on of It:dy drug for 
~~~~~ of ~::t~~le Qru~.ir.~uced bicc~c~fcal or b~tolcgic 
...._l,..'•. , T... ., f .....,....···..: ..g '·"·"r"t-r·' Y~·I"es ....~r....-....rn<!!Od· 
.....--''', • .,. h., '" jw ... u " ...v ~ "" fI .... .,. ...M .... . 

t~:~1~~1n, h;:;t::~1t. C~ln c=r~~sc~l;r ,ol~ca, c:=~let~ blood 
c:;~t w1t~ ~hit3 c311 d1ffe~nt1al, platal.t count••rythrocyte 
£o~~~e~t:t1on rat! (ESa), serum crelt1n1ne, bleod ural nttrogen 

IV., •• '-wl al"·l.r .. ~ ·t: .. ··"e ,( "fl."';'-~.it e'!"',,. .....•••-l\,...w ._.... ... • , "t1t-'''''niii •"""'I.T • .... in.. fIl ...... •••••p ..w .... " 

C~;:~~l~r.: ~~:~~~:~!r.;~3. ,:yl;$2, Ind glucose. St~n~;rd ur1na 
~n3~j~2S ~~r2 ~~rfor.:ed at t~e suea intarvals. In addition. bloed 
t:s '~t:1r.~d for t~a da!~~1nit1'n of se~m follte and Y1t~in 812 
louis It en!:"1. cr.:;S It I, 1&, Ind 24 WI!!ks. 

t:::~~1i.l t~ t~~ s;:nsor, .~-r did not prod~:t signifit3nt 
J~!~r~:~;~= 'l c::t ~:~~~ ch~j~c.l y~'ue~ c:ni~red ~ (atarsine 
~:::t:' 3 c!r-':j.1::'i.O;:~ h~;:;.t~c or r3~.)i di'~fiInCt10:a. KG 
1n:rll~Q' in teJ, cr::t1nin3 or b111~~)1n to leY21s defining 
C"-:(;3 3 or 4 t:l1ci~1 (1.0.)5 I ur;;ar HDit of nOr":.ll) OCt:.lr:"ed 
fa c1t.:~~r dr-.::J or placabo rQc1p1enu. In Idd1tion, 'try few 
~:t~:n~~ ~:d tr.c:"~::~s of BC~, crc~t1n1n2 or b111r~b1n to ,al~es 
'V~i1 t'.l1ca t~a u;~r l1g1ts of ftor=al.· .. :~:" -: : 

~, ~-; ~~tiont h:~ an tr.:r=~:~ t~ S~T tQ I 1.yol .af1aa4 IS .. Gr~~3 3 or 4 to:1c1t;f ('> 250 IU/:al) w1111. 10 FI~1ent.s 1IIf;o sara 
r~~':~1=;4 t~ r3~~il2 pl~c2~ b~d s1~11~r ,',vlt1ons (p-O.COS). 
as d1~~lJ;~d in TJ~lJ 4.2.1 t.,ow. _ . • 

http:nOr":.ll
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S1~~1f1e3nt d1ffarenC3S 1n tbe nueber of p4t1ents ~1th high 
t~~ns:~1r.;te lzvels ~ar~ 0~:3rv~d in t~2 gr:u~ IS • whole. for 
J..::; ~:.t1ont~ .and for ~3t~ent~ ,,1t~ lc~ T4 co;:nt It entr,. .' 
S~:J1iilr rt!~ul tl t;3r3 found for levels of seN~ .naHne . -,' 
~tc:~~~t:~~. 11t~~~~ th3 level of s1sn1f1clnca was 
p-.C; for .'1 PJt~ants an~ lc~ T4 It entry. IS seen 

Just under 
in Tab'e 

4.2-2 ~lc.: 
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J,~l s;c~~or Gotas that ·oyorall. t.~patfc functfon was st~ble tn 
cS"'':9·t~at:ild patfents wbile cho1c31 eY1~enCl of lher 
cS~JSf~i.ct1ca Incr~ated In placa~o ~tfents. this afs~t reflect I 

. Iiro~r2£~lon or ruct1vat1cn of c!'lronic or fn~~llnt fnfactfons : 
, fnvolvln; the 11V1r. such IS Itypfc!l .,cc~lctarla. ". . ' ' 
t=~o~'4:~csf~. f.~~lt1tls 8. Er~t3fn Barr or cytc=2i:l0YI"'~s. D

'J Th;sa f1:H!~n,s c::uld Si:Stast a FOslt.ha .ffect of No' therap1 tn ' 
, ~ ,reyentlng tht bloche;atcal or c1fnlcal.anffestlt10ns of oc:u1tI", J:' 

, ~:':O' lhar dl~~J:2.· , , ,', ..' ,
¢~~~-" '., , " " ',' ", 
~~ ~ Th. s~=r.~or .1so S~t.3$ th~t ·ch3n;~s fre~ b~:a"n. va'u~s for,

iM ~ ,1:la~Y1t'!:':ll c~::Jht:"les or:e~slcl\:lll1 car2 obsined fn both AZT ' , ' _. . '" 
, ' and p1ac~bo lrou~s. 1l:llse chanses vilr1ed frc:a weet to weet and ' .." - ~vfr f ~' /: 'pr-~tcnt:;i r.o c;lis1s;tant tMnd. The Ic't:zal ..lues ob~~"ad cart 

~r . - raot c~n~~~3rQd to ~=a c11ntcal11 ralevant to~1c1t1•• 


, ., !:,e111 C1fnicll ~~~fst~1es 
.. ~ 

·StJt1st'C3111 s1~n'fic3nt dQcr~~$as of V1t:~1ft 812 'tvels . 
c:~~~a t) t:=~11aa 'al~es wara C~=irvQa tn £ja Ali IiItients 
oY~r t~ c=~r:a of t~~ st~dl but Dot In plac2bo racfplents. : rI . 
~~:~ ~~cra3s2s ••• did not rendar most plt1~nt~ 'fta=11 '12 
4Jf1ciQnt •••• ' 

• 
·~fj~t of t~a 20 AIl Fat1ent, (and 0 of • plac~bo rtc1pfents)
wit:' 1;~ 112 10VQ1s (leu t~n 2GO. nor::a1 ranga • 180:$60) did 
Clnifl.t se;! 1.~rltor1 ch.n~2s consist2nt .'t~ m~rrow ' 

'. u"r~~~f·')n.... roO ch.an~3l W.lr. 06S3ry~a In folati1lvt1s til 
• t..1ir AZ or p1ilc2l>o groups.· 
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p3r:=J:~r:. Th~ ~~~or1ty of ~t~C:'lts v~ t'~r r - -~ to 
r~C:2h:! A"'T 1n :":1 ~ trf.. c:~a .. ~~~,., ,.. to x.~ 
Ic:~rair.. t~ tt::~ r.~l~O n:s •••• T~a cu:~lat1ya plrC3nt of /~ ~ii't.; c:.::-: ~ .;;'.'3 ,:.:. ,,,~ 50: (:c:";~:QS fr::1 h:ol1na ,ra 
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·A':. 11:1 t:1c! o1::"at r::!:, en stcc!,,, 1r-~rc:f=~=11 3CS of AZT pat~enu
t.ll.l h':::~lc~~n ~:c:":::.ccs frQ t:teUc02 of ~rc:at~r 1::::3 Z Ir;:s. " " 
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tol:l1~!..4t~'" =1 \~~I b~ obsc:.trod., ," ""' ".". 

·~3 o:.oh c~:~1";:~ 1n ~:t1cnts r:cehtr.9 AZT c~~ C3crce)'t1c fa 
C~lr:C~3r. S!:t~$t1e~11' s1~"1f1c:nt 1ner~A~CS fr~ b~$elfr.a red 
c~11 C~l" c~r;~~c~13r ,ol~a (~C1) ~~r2 noted tn AZT-trc2~~ 
~~~:nt~ ~::1nn1ng fn th3 $~c:r.d UQ!k of \reu~nt. Ced c.al1 
Y01~~3 1n'r:~sed pro,re~$1vQl1 ovar t1ca suc~ \~t the call c~ar.~a 
1n R:l ~1 ~~lt 22 ¥:s +17.6Z c~ wfer:ns (pl,eQ~o rcc'~1cnts + 1.uO 
c;, g1er;,,~).· .', " " . ". " -. , 

' t.:::);"'~~r:~ t~ \!'~ s~:Tisor. ·b.?e:-::~1' tlj=;;1;:., 10" .• 

~lr;:c~~r~ .. ·'!" .. ~ .. ".f'\"" .•~ " ~I". ,;t S thas1s. 


/ ! th~ c~::!:~1::~1c C~~:C~S o~t~ry:~ in \.2 ·tr;~t2d 
. - -;",~a~~~ntl era a:t::~~t:~ .1~h ~:C~~t3$ 10 1r.tr:c~11ul;r pools of 

r.~c1Q=si~3 tr1~~~~;~~t~~ s1Q11:r tl Ct:r.~2S Gt:Qr;a~ fa 
G;;;::H'·i::::;;:.:l ~:i tr::t:::!nt of c:!lls in ,itro. T:".aSI! (ec";~3S 1:;1 

" ,., t~~ l1~~~ t~~ t~il1tl to ~r:~~:2 ~~~rJ"blG;4 Ilc:antl f~ 
r:~1J11 d1Y~d1r.g ~~:c~rsor:. Fol.te (3f1e~cr~1. c:gt~2r c.r--Qn 
c:;.::.~ of r.:.lc:--::;rtie t~c::zh. 1::. r.:t c~ti"i,j to A...-trcatad 
F:!i:n!$. T:~2 ;~ ...:.1G~:2 of ce:-:e.!'''t~c: &:'1=1:1 fn m r;c:1p1en!~ IS 
a ~~~'3 ~;: =~:~ t~~~~r t~~., tta pr2v~lc~:3 of '1t:~1n 112 
C:::'fi:~ ~:&C] ~:I'l~!l t~~!'et';ra e.r.~ot b~ 1!:;:l1e:.t!d IS \~ u!or 
e~i~~c~i: li~nt of In,~1as in t~e~! ~at1ents.· 
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IJ -Tb1~1·n1nl per:~nt of AlT t~~at~d pattents and 71 of r1actbo . 
f f /:t./f I"Qc~p13nts h3d ne"t.ro;,:-tn ccunt~ letss than 750 at sc:;et.=t '.yrina. ". 
" I) ... " .. J, t:;, c;ue, ot: th:a tr1il,.Jp ~0.001). Stata,n CQrc~ftt of the AZ1 . 

J'X-' I ir:~., and c: of t~o:e ~t1c:r. ..: tee3','ng pbc:rf:o bad Ilutrophtl ....
--;, \ I \ . " ;til' cc:.:nts lo~s ttt3n 5CO.· In AIDS plt1onts. C9S of AIT reclptents 's 

. ~ j C lC: of pl~c::~~ rc-ctp1cnts lied noutro~h11 coqnts <750, and 18S .s 
' ,,'d .....\ 31 <Sel, p O.C001. n.~ plr::n~:t3 of Me patfants 'Iv,lop1ng ,~)). U 	 r.~l.I~M;:"1a (150 ~3S 2SS (1 SS <SeD) for An reciptents .nd 5S for 

phc:~o JUfp10nts (p (0.C01).· ..' '. " .'- , . 

ifL'A-! ,1.(" ,-4\ Of t~=~l.t uUent: who ontored tl\Q st;:dy W1t.bY4:c,l1 ~u:b." . ' 
! lCO/~ , ~US of AZT r~e1p1cnts and lOS of placabo re~1ptents lIad

r! J ,.; dlC:"'l:l!.2S in nQ:J~~(:~n ceunts to less tlUft 7501 (p<O.OOl). For.' 
)(~.,.$ \ r.:;:.l~:-:;lnt~ SCC/c". the c\Qulathe percentil~es we,. 23S for .' 

f f I AIl rl:1phnts Ind 2: for phc:!bo recfp1ents.' ·PaUints w1tb IItgh
1 	 T.. c211. at entr,y were le~s l1kely to clevelop leutropen1l during ';

t:~Jr:1p'y. IU".etien percent of the AlT treated group and 2S of the ' 
pl4C:~O ~at~onts b~d nau~ro~h11 counts less tban 750 (p.0.012).
:nly ,~ of ttl AIl rocipiGnts with bt,h T4 cll1s when tbe t"'11 
b2~3n latar develo~3d 'acreases tn neutrophil nu=ber to less than 
SCOt c::fa~d to 2: of ~h2 pl;cQbo group. Neutrophtl counts 
raturfted to b:sel1ne Y~'ues tn .,1 C~$es w1th1n one to two weeks of 
.it~ar des2 reduction or drJg dtsc:ontinuat1on.

~~nc:s 'a l)~;~:cyt! n~~2r ~are not tncl~ded 1. gradlng of 
to:1c:1t1 f~r t~1$ st~dy. tut t~~ s~n$or Inal1Zed this dlta -since 
t~~~ral Su,yros31cn ens S~'ln in ot~er hecatopoet1c .It:ants.
t~:~i~~"~ to t~2 s~~::or, -S1tn1f1c~nt tRcrelstS fr~ besel1ne 
l.r=;:-.;:yt.. r.:.:-...!er.1 t:3r~ $'~n ln m plt1ents at weats two tbrough
t3n (~·c.c::: ~ \C.CC01" after which lymphocyte counts dec:llned. 
C~;r.~~s In l~~hecytt n~~~ers in plac.~o reciplents were 
t nc;ns istEnt. • 

. .. .. 
~:~r~1ng to th3 s;:n50r. ·De~rt.ses In plat.'et nueber weI'" rare'y 
S~2n dur1~g t~2 C;y~t of the study. 1mly one plt~.nt rece1,'ng
Ali ~r.~ on2 ~~t1~nt r::~lY1ng pllce~ wera re~~ed to ba.e a 
pl '~!l"t c:::nt lE~$ th~:l 25.~CO. T\:alve ;ero:ent of AIl reclpfents . 
(11 F:~1ent~) ,r.~ 31: of placebo r~1p1ents (4Z patients) bad . '. 
(~cra~:es of 25 to SilS tn plltelet nu:aber fro. Huline. Ele"en 
~:rtZ~~ an:: 5~ resY2ct1'Iel, (17 Ind 6 patients) fn the AZT and 
pllC::~O ~r~~~s hJd sr:lter t~n 5u: d~crease In plate1ft nu=~r. 

-!:l c:nl AZT ~t'ent~ p13telet n~~~er tncrllsed, wb1le ,alues for 
pl;c~~ F~t~s~ts rr~lr.~d uncha~s~d. Stit1stlca", sign1ficant 
1r.;r~:~cs f:-~ entrl pl~t31et ~~~ir wert obserytd i. AZT 
r::~,~~n~s t~r:~~h C:2~ 22 (p~O.OOl watis 1 to 18. p.o.OcaS'we.k 
~~ Ir~ ~.O.CJ10 ~~2i 22). At weei 16 t~~ pl1t31et count for AIT 
~t~~:\tl t-.:~ tn::-i:as:!d fr::. la.a I t, 22.3 I .htle tbat for tbe 
phc~~ grou, lncr2lset' fr= 1SO I to 191 I. Jnc'rustd s,atelet 
:unts C''r! d=e~~e~·~d ~T ·ients .1t~ both AIDS In lRC-.s 
~2 as tn pat;ents entertng t~~ st;d, with T4 ctl1s gre.ler or 
les~ t~n leO ~nd ver~ st~ti5t1call1 S'9ntftc.~t.1n 111 groups.-

http:S'9ntftc.~t.1n
http:dlC:"'l:l!.2S
http:tr1il,.Jp
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~:~~J1r.J to t~a s~:n:or. eC;n, =arrc~ bfcpsfes Ira o't~n Itnor:al 
In ~t1Qnt~ .ft~ .IDS. t::orilfor'J I'Ocults of bfc~:'fes of)t.1r.~d fr:!I 
~ltf~nt~ c~th1s stud, ~st ba fnt~r;rat~d .1t~ c:ut10n •••• Sone 
c:rr:~ ~f~~~1 fir.dfnp~ ~Qro r:~~~Qd tn , pat1eRt~ roc~1Y1n9 AIT on 
t~~ F~l:~ I st~d1. n.C3 ~Jt~ents rcc3htng AIT on tta Fb;;;s(t II '. 
stt:dl. en~ =~Jt1lnts roccatv1ng ,hc=t~ en the PrM1:G II S'bad,. -.' 

·r~rrc~s t~ tha t~ PtJ~O 11 p~tfcnts r,cef,ing plccato war. 
ftor--::311uJr •••• Of tho .1na bfc~cfod ~'t1ents trelt3d ~ft~ ~-y• t~ t~3 Fh~Z3 IJ study. four hwd nor.:;c!"ul:r aarrovs. t~ had 
t.~~~r;ll'~t~r Clrro~$ Ind t~F3~ t~d hl~eal1ullr carrews. The 
hl~Jr;3l1~llr C3rrc~s shc=ad ct~n;es s1ailar to those ••• ,. . 
~;H·:Q.,t~ wH.!l :\:OS exce?t for t~a pr::r:r.CI of aiid ~::~1o:'1a$t,'d 
C~ln~J$ 1a er1tbr~id prQc~r~or~ •••• Tb. othar SQ1en ~~rrc~s 
s~~~ld p~~1nont eryt~ro1d hy;o~l:t~1 w1th c~~31Qbtest~1d e~~n;3s
in eri~~r~td prec~rtors. Granulocyta precursors and =Qt:tarlOc1tes 
~2r3 £:~~rJ"1 pr3served •••• .'tho~Sh Eany of tb3 clrrow . 
t~~:r:J1~t~~~ ~:Qn in p.t'ents treateo with All etn be SQan in 
~~treltl~ ~~t~ont$ with A!DS, t~e et~~fnl!10n of c:rked erythroid 
h~~:~11~1l with ca~3'cb):st~1d c~ir.ses 1s core prc~1Rant t~n would 
tJ o:~ct;4 frcQ AiDS .'eno. It seE~S cost .ppr=~r1ate to c~nclu~e . 
t::l! t~~~3 ch:int~!: elY be d~e to fa=~1:"ed D;~ 'iltbeSh ,ssGciatad .' . 
~1t~ ~::~~:~~~ in fr.t~~eal1ular ~o13 Of ftUcleo$?cl lr1~hos;hlt3s 
"""lil vi*:'lI."1· t-~""--n· of l~"""c·'tlls in ,itro • . 
:--' :' ,.~. ,. :......... • ......... ",'" -s;v. i".'.·..~. 
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-C'ier.11 65 of 145 A..-r rQcfo~l!nts !:~ held Y1~e!'l:3 ot':;... w 
su?pr~::~cn using tie co .ea ast~rn -c~erlt1ye nc~lo91 Group
er1tar1a o~se~:s~d I~ove. T~ent1·eight patients (19~1 had . 
ey~~~~c~ of beth h~=o;'cb1n t"= ~hite ceil s~~~r~zsion. 30 . 
~tiC~:l1~2'~1 hAd 1~olated (::r:::cs in ne~tr:~hils .r~/or whit. 
blc~d C2 c~unts. and 7 pa~~ents ,~~ ~d da:re~$es in hemoglobin
only_ ~tfen:s wit~ A d ~ s~ entered t~e stud wi 
,~ss t~:n J 4 ca s war + r. ,••~ t r s or t~e ~va ~ t 

.. ss1 n In senara. Icreues in III A
t~:;~'cb1n c~ra ob:2rved prior to t~e d~ye'op:ent of neut~pen1&
fn tt.:u ~atfen!s .1t~ both red Ind white cell sVPP1"lss1on. W\F.:~~yer. ~~e~~sQs in cll1 nuc~2rs to I da;rea c~ns1stent with t~e 
~~~!~t!~;~l of Gr;'3 3 Gnd tr;(a , tc.fc1t, often were c~~erved 
s~=~'t:~::~S'l. It ~ppe4rs t~at ~n1 Pltients w~~$e ~rr=. 
s~~,res:icn conststed of neutrC~3n1a alor.. c~u'd be :4nl~2d bl 
dosa re~uct10n. In contrast. ~~t ~tfen!~ wh~ ',ytlo~ad &ne~ia 
In I~Yit1on to neutroF~ni. re~~1rad tn\e~ruption of therapy for 
r3tu~ of h~~g'cbin walues tc~ard bAs.ltne.
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3) !,~~ e~~~~J~ ~~tr r.~l~t~~r.~hf~ to C'fftfc~' ,n~ ~tor~:~rz 
;'.:!'1~r:;J ,;:r.:;rH:mCilS .. .'. 

·C:t=an!::!$ tn t~3 sc~:C!~lc~ of '''-':9 I~::;fnfstra~"nt tnc~udfnl 
tlr.l1~~t.~Gn of Itlidy £~dfcatfant car. CC::riOft 1n tilts trtal. Twb1. 
4.3-' t:l:~ 11~ts tt:! c:d1f1c~t~ons'1n ~~sfng re~f:~ns re;ort~d for 
dr",] Ind phc~!:o plUents. . . 

. '.:.~." 

• 

.r- c...~r.g C"'.:n;a 

'l"i'\;'':::y Crt.:;
No Rc;~uc;u Ir:::tr Ci~CftotI . 

C'\:I'\\i~ C.:~~a f\:~'t:~ ~~.:;;S 
Tr;;':.":l;nt N (t;{,) N(~U N(~i) U(~') '·Val",.. 

A4-r 7Z (5:) 14 (10) 27 (2" J1 (1~) 
C.C:1 ..... C'" .) 20' S(':) I 43 (31, ~l vi l.

f C!.;t;n~s lrr:::tm~'" I J I 
Ai:S f:g I:;~ ((.O) I 11 (13) 16(~S) I::(:~" ('" , (1) '(4) :;G~ < C01 

;'1C l:g Il~ {'3l I )(5) " ('OJ 7 (12' t 
£2(~~ 1 ;~i 1(2') 11 (47: .OU 

~: C~l; C.:_ftt I':'r;.;t.'T.a!'l I I t I~~:':J r.C:.tCII 

;';iii' I~ l~ {1.) I l(G) I 7(1Z) S (9) 
lJ (72) 2{4) , (2) 10 (21) .Ci1 

IAo."'T IS (!:) I 11 (1%) 6~(::) ... C":l)L....... ... ...; 

I~ !3 (~~) - '(4) 1) (31) c.=, 
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T:~lf 4.3-2 en t~~ fol1c~~ng ~:~a lists the rl!sons for the 1nit111 
(:.3 r:~~:~.~s or d1$c;n!1nuction$ in AlT an4 pl,cebo re:1ptents • 
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~ri'.2 ,:t~-;:;"'.l..,1J .-
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C'"..";r ;::"I;vm;,..i,a 0 2 
I..'~I CI Ttl • 2 
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o-~-!~-:~_., t 0 

P ...;,. t.;.~ c;.:;a .:.r .. "0::= ft'.;,~:, c"c:rlOC=: --:;::;;,
Te"~' !e~~.'1 !r:~!"!"!:e-, --1D 0 ••~ 
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1;:~";J;'·c.7:j;;~ t 0 
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t:;.'\i;::~ UTa 2 2 
to:~::::.:~.a 1 0 
F_v;r:.l \;;,\kn;wft cn;ift t 0 
S.i:~t~ 0 , 
R.~""'j;';lt(hiltric t 0 
Cr,,;; CV~;",..I 2 0 
L,r.;~"\;.i"'..a 0 1 
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C:~1it:t:t;,ft 0 , 
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-(~~, of t~2 e1sht AL-r rc;t~1tnt: ~t~ (evalc~d c~r;r-.:~1$t1c 
iRf~:~1c~ 10 t~J t~tGnC2 of ~rr;w Su?prQs~1en ~r~ '1,~e:ad 
.1tMn t!~ ftr:t four t:3~~S of t~a trial. Tg t.:d cr.Y~":::::~l 
dt~aJ=~ :r.:t t-;:) Gt;·,fc:ll 1i:!:"t:c~:eterh1 n1I\e!i~. Three ~~t~ents 
C:avi!lo;3d P~? 14lb in t!\a ccurse of tberzP1 (15. 19 &r.~ ZZ 
~::~s). 1:\1 fr.fac~1c~ ~:s dto~r.:~~~ in t~: l;~t ~?f r~:~~:~nt 
at 1; "~Qi:s. T~1) of tt;a Fep F~~icnts lied dtscent1:~::2 ttar;~1 3 
In~ 4 ~~~~2 ~r~o' to d1~C:~s1s of 01. The t~lr~ t~d ~oa 
c~~nC2d to :n 8 t.;~f ,c~~'wto'l ~cat bafo,. d1cCr.;.ts of FC'. 
AIl ~s '~:·:Otc~ to I~C~; 8 t~~r; fft t~~ t;;t F~t1Qat '.rlag 
t~ ftr:t ~:o~ of t~~ tr1~1 end c:~t!=~:j at t~~t 'asa Inti1 
'1.~o:1: of rw~l It c::k 15.

-7~ fw~~lr ,r~lj~c t~a ~;::~ble .!f3CtS of AZT-.::cci&t2d bone 
~rr;tI s;:~~re:.Scn. t!l~ riCO~s of 23 ~t'Gnts .1th sr:d. 4 
r.3l.1tropenia (r.cl,lt:"C~'in count (500) were t:.~=1nc:d to (ater:a1ne if 
t~fs src~~ r;$ at ~lrt1t~lar r1:t for t~4 'ayotc~~t of 
c;;:r:~~t~~i; t~r;C~~C~l or ot~~r IdYQr:~ oute~:s •••• SaYID of 
tt2 23 r.t::;!:-:;:nic ~:.t!~nt~ (~..elc~ct oo~"'-=:nt~t1c fafect10fts .' 
(~r~no t~3 c:;r:e of t~~ S~;~1 (lO$). T~1s c::~ras ~ • liS 01 
rata fft A.~ r;:1~1t~t: 0'2r211 end \t2 25: r;t2 of 01 f~r A.-r 
tr-:~t:d ;.:!1c:-:!: .it~ ranI ev14~ntC! of ~rr;w Su~~".;~1ca. Cit:at of 
1~~~:!!an t::;rr;~ ~~icr to the doc·~~ntat1cn of CQutr;~n11 fa 4 
(of tt".t 7) ~:~"r.t: ,r~ follond ft""t1':panta .,1. I. trod 10 weets 
fa t!a rc::~r.~r.~ (l) ~t1ants. 'f,o of ~~:a 7 Ali rQc1~1e~ts who 
(:v~lc~~~ c;;~r!;"1:~~c tn~~~t1ons h:~ crJlt1vl~ =:~1~Jl;tfcn; 1a 
t~Jfr ~;~!~v rc~~~~~, t~~lcdtna seY~ral ~Q~~ G~a ~~~;4ticl cas 
"st:nt{r.~;l.... t) ~4ti~"t .ft~ d~~~.a~zct1;~j n~~trc;;~~~ 
.e~vllc;.:~ ::;~~ f~~~t~':ll of th~..tc or savilra t.1:~rill fDf~10ft 
('tit:' t:-;~ e::~"!1'~ of c:-~ ~ti;;nt wn:. J.:lI CU:2~~). Dt.. . 
~_'I 't ,,~... ~ rc an1l oc:~r"d in "" Its iftla 1. 

4 c2114 It. t"nt.r.7. Fe:.ll' of t. Fa Qnt: .It:' .tutr: 
t;~titl le:s t!"~n~CO 1:2" c;i'lt'ft~ad fa t:-.. t"ial .ft~ut AZT do:. 
r2~:.:ct1cl. £al.ltJ":-;."an C~:Jnts til Z of t~sa ~th:\h t~c~2~d on 
t~ f~11 ~o:~ ~i1~ns.· 

http:d1cCr.;.ts
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·~jt~~~t~ f#~:'7~=1 
r: :-rj~:~:' SUt:'S. 
"i;:;~ ;;t1"cot,. 

• ••• t~ ~r:::~: .:.,)lr-~s tr":1c:a!~ t~~ A1T .1::1":1 t~ M'!;f'al C:-.J~I 
of S;:1 So;fii~!~;'~. £r .H,:-,." t.ll~4 dt.:~':.1 ~;"2'S,,;a Dr ~e":f 
~!~'~tl ~ra ~;::1171 t~ c:~7e~t~e:ll t~,;~, for ~'r_ O· 
c;;~r!.a'st!: tlfcct~~. 
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F~t;cjl '1Qlit~c~ 

All 
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C;;;~~rii~!~: 1nf~e~~cn~ 7 a 

r~:;;re:~1v2 t:r:s1's S;re=::l o 1 

C~~~r 1~f;:!~~"s 2 

£~::~r~H::;~ <:;;;'11 i!.l~101'l3 7 

t;:..::;!1411 :..:..;;.':':~ E:p~ri~nC3S o 

"lle!"f~{: t.l;:!~:n/r~ti:r.t t:!:;..ast o
~~. 

4i} 
,r~ of t~~:2 ~atfents (plae~~o) l1t2r d1~d 
f;~r ,1 t~:s~ FJt1~~ts (1 AZT. 3 P'~CC~Q) lAter died 
f1v. of t~se ~t1cnts (.11 placEto) lat~r died 

t.l c::t ~ s:~ h t!'.a T~ble It~)Ye (~1!~ :tcvn C:l ~;! 7 of this 
~?i~~~. f:~r Ali ,s. 11 pl.c~~~ ,3t1fn:s r?~~:s!:d e~rl1 
t~~;h~~ic:'a (cr.~ pj:::;~ l;t~r d1:d). r.~ AIT and 7 p'~cebo 
~lt1Q~~ c~rt d1se:nt1n~~~ 't~ to ~~r.2ral1%ed debilitation (five 
of .~~ l~t~r d!,J), tnd S ':T but no placebo recipients .ere 
C:1:':::'i~1r...;::: f;r F:~~nthl acher:c ex;:e r1enl:,u. including on. 
Illl~1: I"2.lCt1Cil (~.1t'ont .it~~rew). Oth~nffse. reasons for 
tlrl, d1sc=n:in~3!1on v~ra f.1r1, even'1 d1v1ded between the two 
t':~t::nt i~~~s, 1n:luafng dtscont1nuat~on for op~rt;n1st1c
'n1lct';n (7 in AlT gr;u~ I~d 8 1n placebo group; of this., 1 AIl 
~n~ 3 p14te~o p~t'ent$ 1a~~r di~d). A total of 21 plt1ent~ in 
!~~h tr:~t=~"t grou~ ~~rl d1sI:Qnt1nuad for reason other thin death 
or 1;r:~d1ill d3lth. 
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trA 1 !-1;:5 . '. . .." , ..... . .,. . . ,,'. . .'. Pi1sa 52 
( 1t~ c:~ft Ind ~~d'~n 	d~r-~t1on ~, rar~1k1pat'O~ft t~. study fO~ t." 

!~ i:r~~~tf~~~i~c~~1..~=nar .,1:a ar.s~a~,.~~;;~~.ne ", 
I. 	r.;'·'~~~'I"·s !.~lli-:h ~1 ~YY1c:::c:y . .' ~::.. f:~~:Y: .' . 

:~ '.~ "\...... 

.. " , ...... \~1l~ c~rt:l1t1 :;~ r.~t s;~c1f1cd as en .ff1c:cy p3rl='~r tl'tl'" . ..' 
. . c~1~1~~1 prQt:t~l, (QQt~ " tha ,c~ir. 1 fn~yf -b '.~c:a 0' ·~S. 

&::.J c:r..lint, 1!: ~ ... _..... I, en c::~rwrn.J', r.::t t~ C:ilS ared ~--~ tc;~r!lnt Oyt~=~=~ of ~1f'c~c,. Tto ott,3r CJ!Qr G1ftc~cl ~~r~tar 
~ cnliY:3d in t~fs ~t~~l ~~, tiel t, f1r:t c~p~r:unfst1c tnf~!1Gn, the, 
pr)j:~:lt~en of wbic~ ts also ;n ~cp~r::nt s1gn of efftc:cl tn a 
d1i::~~ ~~~r~ o~~rt.nt:tic fnfections Ire t~e ~st Significant Clu~e 
of C:~~t~ h~ gll as =r!)1d1ty). Cth3r -les!or· ~r'~tors of .. 
ef'te~el vh1c~ 5~re c~n1torQd during thl tria' Ind ar.~ly:~d forth1s
r:'l "ar3 C:~lnt:!s 1n t:rnofsky parfOr.::lnC9 s"res, body vai;tat, . . 
AZ~S-relat~d sy:pt~ scor3S, end f~~no'o9fc par:=eters (T4 cell 
count and Gal:yed cut:neous hyy~rs~nsit1v1t1 testing). S~b$t~nt1al 
effort WiS also put 1nt, r.Qnito~1ng the vtrolog1c stltus of patients 
Oil ~~, study. '. .'. ' 

1) ~~~l11ty: As notad by t~3·s~nsor. (sea p:;e 10 of thfs·~.1ew). 
. 'S":Ul eii~ 'Al.i ~c1p~cnt cUed c!ur1ng tftQ t.rbl, c:=~~r.2d to 19 . 


. L' p1ilc~!:~ r~c1j)i~j,!'" (p (0. COl by Cox's rC:Gren1cn r:cC:il). This ts 

, I o~Y1c~~11 I h1t~11 s1~nific:nt ~$ult OYQr~1l. ~3 ~~est1cn ~~~t 

_ ,.". "'" c::r::a$ to ci~:f 1$ \;;~athar this event (C:Cllt!l) eC::J~ prsC:::a1n:ntly fa 

~-nf ' efta sU~Qr:~p of ~tients. Certtinly tn t~nQrll. AIOSIOI ~~t1cnts 

~\J D~ at ti~~~r ri:~ for ~eQth t~~n ~C ~itients. but le:e l~Y~ne2d 

. ". ~ Ar ~1C ~:~~~r.t~ Art cliniclll, ~rL ill t~~n seQe AIDS/OI ~t1ent~, ' 

. 	\~~ U~~d ~: Fat1tnts can die of t~efr HIY·infe:t1on w1~hout developingrrr • C:C-defined AleS. " ': . ' .. ', . ':. Zl..• 

In =any natar31 hist~ry s!~dfest ~~cl~n' ir. the absolute nuc~!r of 
T-hei~ar cellS in the p~rf~heral blood has b¢en sf;n1ffcantly 
c:=r~eiQ!2d w1!h ~ro,resslon to AIDS. Clelrly this f~ct was 
appra~t3tad ~1 the s~cn$or In t~e ~~s1;n of t~is st~dy (onl,
patientl .1t~ depre:~ad T, counts ~a~e el1g1bl •• and further, 
part~e1pant: were pre-stratified and ran~c:a1%ed on tMs basis.) , . . 
Cne re~s,n for c~oosing 100 as the bre~~~~i~t for 'Inde~~zat1on was 
• conCl1'ft that tSie sickest patients «100 T, It entry) .fght not • 
res~nd t~ t~e drug IS well IS P1t1e~ts with bigher '4.counts. 

fre-strQt1ficatien le:ord1n~ to T, counts at entr, prtSUfPQSIS
'anal,sis ac;~rd1ns to these catesor1es It the end of t~e st~~1. 
Kc~ayer, t~is strit111cation wAS not done by the sponsor for the 
cljor effie:;1 end~otnts of IiOrtal1t, and time to f1n't -, 
op~ortuni'tic infection fn the orfginal su~1ss1on of t~ IDA 
(al!~Ou9h 1~ ¥;s ·cnntrol1ed for· 1n the Dnalys1s by AIDS Ind ARC 
SU~9roups). In a telee:n with company representat1Yes on December 
11, "36, tbis r2y1~er rt~:Jesttd an Iddftion31 analysis of 
c~rt~lfty and OJ's by T, strat~ at entry, and this additional 
1r.~l1Sfs was su~itted on JAnuary 12, 19a7. In the original IDA

( • 	 su~1ssfon. subgroup anllys1s was done by AIDS and ARC d1~gnosfs It 
entr1. a n~t~ral division ,'yen the history of this d1selse and its 
ep1~~~fo1o~ic cls,-d.f1n1t10n. but tt ts not necas~ar111 t~ best . 
C2d1c:al cat2~ori%lt1'n for pr!dfcting progreSSion to f~rther OJ's 
or d!atb. as' ._ 

http:c:=~~r.2d
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1 

1 

I ••I. 
67.T <~.COIL:w---1 Fi.:c:~ 

~, ,.Ales. If- ii'" i A:rrL~ <O.~1-----~ 
Ffw"boC!~ 

AZtHI~h 0.0::1 
- .f.1';CQ~ 0.91 

,.~An'ARC O.C~, 
~;'Clb1) 0.81 

'"·frem cn~lr"-l AI""'!;'SlS (Coc. No. T"RSi~~0C45. 

T4e..~f'it Tr::::r.;ftl Prc!::bili:, ..v.rue 

ft~S .is 
0.70 

,,-«,.~ ,4(" 
C.7i 

'.eo 

I 

Th3 d1frer!~c~ 1ft ~rtlltt1 1ft the AIOS grcup (12 plac~~o ". 1 
Ali} r;=~1n: b1t~11 s1~n1f1c:nt with a p-valul of (0.C01. For 
k"tC ~~~ents (7 C:':!:lttls ,in p1a:~~o Y$. 0 1ft IJ.! F-lt1cnts) the p 
Y~lue ~as 0.0". al~~ s~t1st1c~111 s1sn1f1caftt. 

, -

Wli 
....~~. 

- ... : 

As stat2d earlier of the 20 d~!ths thl~ oc:ur~ed during the 
pliC2~o.controlltd st~dy. 11 occurre1 1ft placebo patients a~d 1 in 
an AIT recipient. T~2 one Al1 recipient entered with AIDS and a 
T4 count less th3n 100. and deyelnpe~ I St1ere sacond episode of 
PC~ It ~~:k lS which was trzatad with pentanid1ne. He rec~yerad 
but then develoyad di5SeQ1nlt~d cryptoco~:r,s1s for which he rt1usad 
.ntifun~a1 therapy. and died 5 aonths after beg1nning the study.
N2 re~fnad on full (0525 of IlT unt11 he deve10ptd the PC, at 
which tica hi5 he=oglobtnhlddropped to 9.2 $2lldl and hi WlS 

. takan off study drug for 3 weelts and Mstlrtad on 250 .9 q • II,. 
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( ~ :".,;...~~o~c~ " (c~~~s dlfcra t.--:~ en ttl t~a p1~:o~ S1":~~ en h ... 
C~..:lr~c~03r1:oJ 8t\ f·jnc'i:S (:c~ :;:::r.::»r'. t:ablca rt-p·~~~c:~ en ~:2 13 
01 t~1l ~Y1'~): 12 c;c:rr:d f~ ~.t~C"tl u1t~ AI:S·lt (r.~r1 th~ 7~ 
1~ ~t1cnt: ~,z~ r:;c Qt C~~~. T~ (~~t~s Gee;r~ .'t~iD 3 c~ts 
or C:Hi"~"~:;t; t:t~ ':::;-0 ~n h~C ~:!icnt3 'n...~l1c~ Itt~~ s:=a 
cij:'l'itr. (C;:::!. u~:t\ lc~~ t~:t1 lC~ l~ 1::211: at. tr.t,.,~, '~ea Ct1 t:1 
1· ......._ c...••··,..'".,;"'....................... ........ '-ww.", •••• .. r. ... t ..", c·.... "r ..:iA 6"I~'" ..41 14 c"'11s
v ..... f,.' ... 'tII 	 •rw_4&WI~ 	 .............. 


It C~~~]t d~c~ C~ ,~~ ~ of bfc;~y-~;~tt1v~ c:r:~r~l . 
t ''';'''''"'...."1·.....'-'.-.....-··...... ,...".... ,-.~~ ~ •••.. " ~-""I "'1'"tJ -r'" _.. ·,.....··a. ... ·"C"l·" ,.r.-_.~w .• I t "'... A ".«v_. .. • l .....W""•• I tt 

• 	 t~~O"(.) C, ~':2 r-.1:.Sr.J S l...~: (=:t~, t::l t:":~ 1n ~t1c"U 
• 	 e:'lr~1 ~:~ at t.tl :\::l c:::r:t:i"; ~~ t~:.:. h:.d (lCOi4 c:2115 Qt ent;"1,

tr.j t~z~ ~~rl ~r::~:j r~c~ \~3 S~:~1 13 t~a first E;~t~ ft. 
·~~r.~r~li2ed (:~1l1tlt~c~-. C~l 1~t3r ~iQd (~~1 1:5) of Fe?, and 
t~l ot~~r d~cd ,~ tl1 C~ of ~I. (r.~fth2r 01 was cQnf1r:ad en th. 
C;i:3 t:i;~rt FOr:l). Of tt.! rt",:,J~n1r.g t:-tTQ:! ~C ~t~tnt::, t~ t~d 
lc~ T4 c:u~ts «leO) ~t entry; tne dted It (ll 1G3 of ·$u'P3ct~d 
Ta or ~V· and t~a ot~2r en d~1 132 of ·Fne~nt•• • Tt.a l:$t k1C 
Fl!~~nt en~~r~d .1t~ I ~~~n pr~-entr1 T~ c:.nt{ZOD Ind diad on 
'l:l l:S of fell. .-

Cf t~l 12 ~c~t~. In pttce~, ~Jt1tnts ~ho entared .'t~ a d~_~nos1s . 
of A:CS, 10 Ql'l $t1"~trf~Qd'b tt.2 1c';f T4 «lC02grc;&p, InG t'::O 
t, t~l b1~~ S~up. Of th~~~ t~ F;t1ar.!~, t~tb ._d aY~r;s~ 14 
c:~nt; It entry... of loss t~:n .%O~ (115 Cr.d.129), C:l of ~t~. entared 

r 
tii~~ cl T..\ c:v:.t of lS, cr.'; 4i~d on d':J1 ~9 of carQtoral
t::c?lQ:=;s', (d1w~~::Qd 5 ~:v~ tfto 6·V 'n~ cr:;::::t~l 
c::ni:ci!1l. ~a :..~:;r 1SI' T4 .,9) A!OS PJt~C:lt cS!e~ at hc=e 
of ·~i~S· Oft ':1 lC~i no ,ut:~t: r::lS Flrfonad. .. /' 

...-. 	 .. 

Cf t~a 10 ~alt~~ in ~t1ents or1;1~~11y 1ft t~e ·AlDSl1o~ T4
c:t2s:r1, t~2 ca~n surY1y~1 .ft2r entry was 111 days (r~n;e 
£0-150), and th2 re?Orted c~uses of death consisted of the . 
f011~ing: ~o FC~. two ·p~e~~n'I,- one toxopl:s:~:fs, or.e MAl. 
cr.~ -;_:~e~~~ ~I or tn/.- ,na C;i, one p~l:;r.lrl e~==a (with 
su~yac~d ~I). and cne 1t=~~:=a. 

Cf t~ t~nty ~eat~s, si:~2Qn ~2re 1n patients cr~i1r~111 
str3tif1~d to tha lc~ T4 at en!ry grou;. Of the ri:11n~ng four. 
t~r~Q h:.d ~ln T4 counts prior to t~r;p1 of 11$$ then 200, and 
t~e sole ~03~~ in a p;t1ent with a ~~ln T4 at entry count of core 
t!".l:l leo WiU t~ MC patient who d1ed on dlY 21 of b:oplas;osh;
b1s co:n T4 c:~nt at .n!~1 was 2SO. 

It;:~. IS far as "~-iU~1'_~~9r.~arn"d, !J~u~111111t~~ events 
oecilrni! flf~~~ajJont~ w1t~l~ T4- co;.:nts. "Melt Is not ... 
ur.~:-'iC!2r given t!le IC::"-:::.J1at'fng iv1c!~~:f frc::a niltural historl 
st~d1~s t~t T4 count ts the para=at2r bast co~elltad with poor 
G~tCC--I in H:V infect3d ~~t1Qnt~. It is 11$0 not sur~r1s1nl tn 
t~Jt t:ta C2jor1!,1 of pat1ent$ who tIara .n~l1ed 1a tMs st:.ady bad 
lc¥ T4 ccunts at entry. 182/232 wara or1 91nl11y str;t1f1ed t~ 
14 100. lS9 of .h;~ wera ·corrac~'J· l~s1gned to th1s c3tagorl 
ev~n if t~2fr -1~er3S2· pra-entr,1 T4 c~unt$ had betn used.instead 
of t~f aost recent available one. and ft1na ~rt of wbich would have 



• 
• 
Cl t~.2 ~:Q r:1;~rt Foi"'.:3 f:r t~~ ~~t~i:it: wt'4 d1~d. t!::!f"2 Irt oftl1 ,. 
f~ t:~tc::' n:~r. b1c:::1 or c::1=" ;r:~f of t~.2 c1tnfc~l ", 

''':1~::fJ rc:~rt..-d. tJ eet:~l b1:~1'::f. ~~t!':;)lc::f ;r c:.alt;;rt '" 1 
n~rt= Qrl 4tt::t-.:d. fila r:;:) ......:d C::::QS of ~c;t:t I" list~d bl 
thl $;:n:::1" en T.bl. 3.1-3 (rep~C:t;c:d on p;~a 13 of tMs rav'Sew). " 

01', ~r3 ~lf'r.cd r2tr~=;:ctivel1 Ic::rdir.o t~ tr.~ eee Cl:. 
(~11nit1cn of AleS. 11., s~cnsor ~~rfo~d tha fol1cw~n9 types of 
In1115es (not sp2clf1ed in 14y~~ce) t~ tVlluata t~1s plra:atar of 
efffc~el: 

1) 	 Pro~3b11it1 of Gc~~~r~n; ,n 01 .1t~fn 24 weeks 

I', for 111 p:lt1cnts 	 . 
b) for AICS F'at1ents - ,... . . 
c) for A:iC p;t1ants .. 

2) ~~:,n1tl of Ic~ir1:lg In 01 within 24 w!eks (e::c1"d1ng 
fi~t I ~ol:.) , " 
(I) fer In ~t.~~~ts 	 . ' 
(b) for A!:S patients 
(c) for ~C p~ti'nts 

3) 	 !aVlr!tl of WOr1t opportun1st1c infection 

(.) ovaran 

(b) AIDS 
(e) Me 
(d) lc".lf T. (100) 
(e) hi;h T4 () 100) 

, . 

'. 

.. 
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i T~::J2.1·3I r:t;~!:m~ cfLc:::.sirift.1 ,n CI within :4\",/~ks 

t T~~nt Tr,;t."ft=nt Prc.::.:~rity '·V,",,,• . . 

l.!T n!1...:-.:r 0022 
FI.;;:~ 0.53. . 

ill ",...... I AZT""... ~ 
r;L:.:::;:' 

~i;)\ 1.'ZT 
Fi-:;,:;:'t 
t:~I~c-
Fl;.;;~

I 

" !14 
O.~ 

OM 
O...~ 

a.C'l 
O.lO 

·0.=0& . .. .'., 

0.01' 
" 

O.c:'..a 

s 
T,eatmont IProe;bilityT4C:Vnt "vlr~. 

AZ'TLew O"l' O.cas 
0.44Pf.ctbo 

AlCS· AZT .....' n-o... ~ I 0.002 
rl.;cwCo 0.45 

AnHiSih "C1) 0.C03 
O.ll".ubc 
O.COA.~c- AZ'T 0.002 
0.25PI.nbo 

T~!:!" 2.1"" 

"'c:;:~ilit'l c:f ':'c~;.:irir.; ;n CI Within 2.1 WHQ 

(", ! c' I I ,.. .,. S'IV It)
,:c.t.l ,,.e ~.::<,".;o~, ....c::umn~ In u"';t • " 

.
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~1s t~l'~'l ~: ,t:, (Cr.3 c:clc~1~g 01" ~~c~ cccu~d ~t~f~
( t.~ f~~: , W!~~S ot' t.:--:i't;.ctnt., IS S:"';=S ,. t~ ~bta I~Y•• 

t.:l ~~rt'..:~ t1 t!':~ £;::::01". 01 t"~J m2 Etlcnt' ,,:-.:. cD~l1G11 f. t." 
st~~y. G9 (~v31c~d It l;~:t ana 01 durfn~ t~e st~~i ~~~e~ (5
~~'::llc;:;l C~ t~~~a C::3). nr~;:~cns eM ~ ':.e;c!".:~ ,f""..:r to3 t7

-,7 1r.~h1~:':ll .it~:::r~ f.c:s t!:~ :....... ~~n .....--f".. ~ 11:. f\.C t .. '" f • -..+1L'" 
00_ ..... . ' ....... • ~:.cnts "103 ~yelc~: s. are . .,' '-',,0_\J r~r...:::' ::j t, f.2.1 I~~ ~5 U phC:~3. Tt:lha of t~l 24 A.t.-r ,.;1 ::.:,

• 
0'~:t,1c~:: ~~~ C~~Qler;J C1's ~~~ t~:~ d1,~ct:d tA t~~ ftr:t f;al" 

~:~~J Ift3r cnr~llc:nt. cn~ I t.~trtQ~nth ~;s '~~;~d f~ t~2 stud, ' 
It ~ ~13~: ()!lr.dOt:'f~tS to d1~M'l5.;··o:lo~d ~J k;l',tng b=:~1~~::llC;\C~~O~I11t~$ 3 ' ~"''f, 
~~ ...s ;:~r. ..3.. P :.c~c:) ~;t emt: ",::t ,,~ya c~.. S. I 
eh.:a aid t~ 1.. t:'~ fir.t fc:.tr waGts. &r.d c::e c(~1t1on:al Fat',nt I~' II 
(~'121o~;1 fCP At 25 w:ets • • fUr he ";4 c:::oplltQd th, pl:r.ned 24 'l '/'!>, :, 
~2~ ~-:;;:!1. Thtsleavts 11 All lrod 33 pbc:cto ~:Uents who 
'~Y21Q~d OX's a~r1n9 t~e study bat=!en 4 and 24 ~eeks. Of the 
l'jY~n AZT pltfents who (~1e'cr~d OI's, All bwd AIDS tr.~ I 1~ 14 
(~lCO) c:~nt It en~ry. Gine '2yelop~d FC~ (6 $Upy,~ia~y , 
c'l'\f'1r=!d. 3 n,t c:nf1r::~d and tw c!eyelo~~d s~t~;::a1c lIycobact.C!ri&:ll'· 
aYh;~ 'ntrac211u1al"'~ tn!:u:~~ca (;:~i). Of the th1rt:-thr!1 phcebo '" 
red p1e"ts who ~2vele;e.:J 01' s f:et-::e:m "ad:s .. Ind 24. ZS bad been . , , 
r:.nC:c:li:ifd t:) t!1~'Ilc", 14 «lCO) str;t~::I It entr11nd 7 to thl " T,

hie" 14 ( >lCOiQ"') stratI:J. Of these seven pAtients. 5 bid In 
0 • 

IY~r;~l pril-cn:1"1 T4 c:~:1t lGts tt.;n 2CO. and en. of t..'\a . '< '" ,-

'0 

" 

rC:31a!ng t~ t;~ ~r.conf1rc~d ·AltS-(!f'in1ng· HSY It ~e' 20. 
r.~us. if OI's ,,!'lith (~yelo;~: in tf;:t f1r$t ;;:nt!a Iftar In,-,l1cent 
(lZ AI! Ir.~ 11 p'~ce~~' Irt cc~sf~ered to hJye bEan ·'nc~b~ting· It 
en:rl In~ un11~~11 to ~;re ~een pr,Y!nt~d by In 'nt1ret~y1rl1 
;~2nt. onl1 Z of t~2 re:i1~1ng 44 fir~t Ol's on st~di oc:vrred in 
pa~~ents with T4 counts at entry gr!lter than 200/gm • . . - ..' 

-Ml~ r-vJ~Gt'-j t~~ ·v.f~(s til 
l <'I 1 ~ L~s sTuJ..1 
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3) AI~S·ft5toe1ated ~11cnoft:1's 
• • ~ II ':'> ;'_': . ..:~'."'#."'.:'. ~_ ........... . 

. '- • .. : .~ ·.~·.t •. : ..:' " 

. ", . . . .' .. . 

This :::bjcetha 10 1tt:l (en a sea', of 100 S=Oints) &:!osura of abUtt, to ".;, ,.. 
carr1 O:it r.Qn:.ll acth1ties of lhing (see p3gl t8 of thts "~1..) •• ~:;r..-i::;Jyi? 
ISie~sed prc-entrl and cnth1, c!uring scheduled ct1n1c whits.' p.tients ' ..: . 

•"'l"'Z ~c;~ired to Ilave a score 2. 60 (8reC;:l1res occasion.l assistance but 1s. r···· .. 

• ble to care for Dost of hts needs8) to enter the .tudl. The .edtan entr1 ' 
scor. for both grcups was 10, with a Deln score of 89.1 for the patients 
.ssi~ned to AZT and 69.5 for those assi~ned to placebo. As ftoted bl the 
s~nsor, statisticall, significant differences in this Plr,aete~ .are . ~..; .. ":' .' 
Ob~a"id betw!!en the two treacant greups oyerall as e.rll as 4 weets into ';. 
thzrap1, .nd became core signi ftcAnt .t 8 Ind 12 weets (see Table 3.3-2. ::.... 
pa~e 19 .of this rlvih). The dtfferences are accounted for largely .,.. _~ ':,':" 
progresshl deterioratiDn to the pl.cebo reCipients.' 1be dtff.ranc.;:=' .-:.. , -" . 
bet'Jf2an tf'.e tw trel~nt groups is cost c::arked 1n the -low T.- .ubgroup:;,~;
( 100 T4 cells at entr1), whare stltistica' signtficance persists' .: .. '~' .' 
throu;fI 20 weets. Statistical signUlcance ts lost .fter 12 wetks o,erall .,' .. 
and in the AIDS subgr:uR.a .nd there is no di fferenc;1 (or eyer, tund) tn . -':'-, . 
tfils par;!:ebr bet~eQn All and ,11,,50 r"tRJanis 1n the 'iubgrgps of-:' ~~.;
-his" T41 at entr, .t .nl t1ca, or tn tb. AAC subgroup except at 8 weets ,"~;" '.\. 
(p.O.0467). lihUe tha scall,r IIU1t1ber of eVlluable plUents at 1& ~eef".s .' ... : 
and beycnd 811 account in part for the loss of statistica' stgn1flcance " . 
oyer.ll .nd in AIDS patients, it is apparent that patients .ith tow T4 
Clll counts at entrl dlrtYI thl .ost benefit fro& AlT .ccordtn9·,to tht~ 

- para=:!tar•. '.,: . ,." •..,.. ,,' .. ' - ~: .'-::::.-r-:. . 
"! :. • ... ,. ':' ... , , .... , .~~ . .". . .'.. , 

", .~~...~~-;': .~-
~, ...:. . '. 

'. ~ r ..,. ~ ~"". ,~. 

-."
_. 

' 

' 

. I ';:; .. ",~~., .:: t" 
.... ':-K~::. ".,: ." 

.. ~ ~..... . , ..- ,~" 

lfn then ES of ,11 ~ttents developed of bpos1's sarcc:a .hn. on stud, 0;- ,_ 
(6 AZT and 10 plcce~Q recipients). and th:lre GS 10 S'1nif1cant differencl :, 
t2t"Ot2!n tha trut.::ent g1"Ot.:P$ 10 this retard. In addft on. one placebo, ',. :»' 
patient clevelcp:=d non-&d;i1n'S ll1DPhcc.i and 1ater died of th1s a1~gna.~1~::;i ... _. 

_. _. -'~~~:~~::~~:;:C:'~:,::;'.~~r.;.:' ~':":'.; <;(~-: .:-' ". ,~."' 
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r~ ~:~'l~r.:i la t~ s;:r.~or·s Ir~1~fs (~S~~ 22-%; of thfs ,.vf~)~ .. 
cli~~:Jl Q~alc:tit~s C3r2 ~~rfc~d to (~terg1r.3 t~~ preser.:! and styerft, 

. ~-cf 1: :~;:::~~ta Sl~;t;;l ·of~n IS$oct.tGd wfth HI' taffetfcn.- Thes. 
• <!•• ~'< •• 

I~~~ ~)'lf~~. f~t1~~3, t~~~~r.h2••~usel, loss of IFvltttl, tr~rs, 
1 ~ L'c~~~r:y. 1~~::1n~1 d1sccmfort. dyspnEa, Ind loss of ~entll Icuit,. It ts 

n~t lear t::ty t~ts ~;.rtlcubr Us!. of s '" to;as was chosen (ulafse, ....', . :.-Cf..~. ~tfS-':~. an e ... r5l1 are r to e:r;nt i e. .ouid s.. e), "ut It . 
~ £~ s,;a t~:~~ 1~~lr2nt th~t ttere .~s confusion '$ to whether Ind .hen~e. ' 
l1'r 	 sy::;t:::;. or ot:i~r$ s~ul~ De report:td IS oulb1e Idverse events tn ._ ~. 

c·...... ttl C;'l t~ ~fng n:cor e IS Flrt of the pertodl c cHnfcll .valultion;-; '·c 

S1r.:3 t!"~ t::tsr;t;n:S leYQl of sc;a of tt-.a$e s,s:ptcms tends to ... lIfgh In . ';: :::,~;;;,: .. 

AIDS end 1..1C patf~nts, tat It tile sc:e t1~ these Ire Sy.2pt=s co:::onl, .... -:':_= , 

I=:o:ht~d .,lth tr.\! acinfstration of • new drug, (particularl, nucleoside, , '_,~:..~:' 

anJlo~~). 1t ts gnclc:ar _ G"loich adverse effects of the drug ., Ill.. ...:.. , __'," 

C:lr.trH~:.itad to Uti s''Qptca scor. in AIT recipfents. In .dd1Uon, fn order ~ ,-,j' 


to cor-~ Ic:uratal, Issess whether S1=P~S Issoci.ted with AIDS-Rellted . 

C;:~,~: £31 b;,. been proorlsstng IS a conse~aen;a of df$e~se or 

,,~~~stn~ 1$ I c=n~a~uenc~ of eff~c:tfye treat:ant fn both trelt:ent . 

5rCt:p~. I ct:;::'1naUcn of AIDS-related sisns Ind sy.:aptC:lIS should haYe ..een 

~:c~ tnst~~d of S~~Fte:.S Ilona (e.g. tnclud'ng fever, dlarrhel, ntght .
\ '_;:4t~. etc). The sponsor Did. sc=e Ittempt to do th1s part W., tonto the .. ':"0~ -~- .:~;~:';'l 

-", 7 ? )_ 
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~~~-:;-::--_'-'--_ .c•._c-'-.~-. 

tt4d1Y1(~~l :s.rcPt::zs we" "ot .r~ly:~Q fn4apendentl, to' see 1f tt02~ ',;a;. ' , 
cartt~ diffo~nc~ in In, Flrt1c~'ar Sy:ptC2 oyer tfc! in .fthar t~~ 'c'· 

p1:et~) or dn:g trt3ted group. TMs t~ of Inal,sts .'5:'1t bel p det::r::J1nl "" 
t~~ r~1.t1ya CQntri~ut1cn' of ur.4er1,'ni dt~e.sa pro;ressfcn ,s••d'irs. ' 
... -.~ r",I1'_....... • ... r ., .... 1'-·""""".,.,;;,,,,,... rel'ln- :....... ..- .. " .,. .., ' -... .~, r..... .. ... r .....,... • .. _n ,.-' tt. .. ~ ',", 

sr-'t~s .a~ &1'$0 nf!iMed It; seY~rft~ '(Qnd~ -=de~~te~ 'r SCYQ'r~l";t:'" "'~~,;:'l,-~;~::' 
,~ci\ ,hit .ccQrding to • subject1ve .nesst:ent 1»1 t ...a fhys1c1.n .' . "." :' ' , 

(;~;:aF',~~t11, f.Jt1~nts at s::a of the centers topt ~4n, d1lr1es .t 1lc::2, . ,. 'I~' 

t:.;t tt.! dau frw thlSI rce:)rds W:2:-e r.;t. ccns.1ler.! • f· ,. p.3rt of ' 

t~~ r~e~rd ,r.~ t~~l ~)~~ Lct ,n3 y.e or su~1tt=d w1th tha 'O~). ~4 

s;:~n:.;r·s ,r.lll~h Of c:-';n~l 1ft s\::::;UGnof syi:pt::a Icora frt::a eAu,)' 

('~Jle 3.3-5. I~e P:!;:! 24 of thts ruteu) reflects thl I:!Yeritl seor. for 
e~:h sy::ptO:l .5 "ell IS the ftl.r.ii%:er of s~~te::s (i.e. each 1 D ..s)-=~tc::a sheet 

t~~ a r:.alfC'J~ levertty sc=re of 3D, 3 for elch item). Tbe .nl'1S1s of , .. , .... 

thts daU ts very I igilar to that of chln;~ 1n number of symptc::1S .'one, : . ' ,',~-' 

in thlt no d1 ff~rences ware sun for AAC D4t1ents or those with "1 Sh T. ' ... 

c211 counts .t entry ••nd ~t1ents w1th lc~ T4 co~nts It entry ••re the 

sutlgroup that .pp!l~d to benefit IICst f~:I Ali thl:-apl. . 


.. - t 

7) I::::-Jnology 
.......:;... "'.' 

k noted bl tM sponsor. T-ly::tphocyte subset .Ml1S1s WIS perfon:ed t.1c. . -',
p,r10r t, entrl, .t Intrl••nd eyerl • .:uks on trt.l. Patients ..,.". ':~ 0 

or19irtall, t.trIUf1ed tnto high or low T4 count at entrl catesor1es " . ' 
.', 

, ... 
&c:,r~1ng to th2 1at~~t Iva1lable T4 cell count, whttthar greltar than or '0' 

le:: t~:n lCO/~3. And tfi~1 ~ere then ran~~1led to recei,. efther AZT ' 

or ph.c~bo w1th1n thasa strati. ~hnl for unl patients .11 th.... ," . . 

pr.-troat:ant T4 deter=fnat10ns fIll on the ,,:a side of tba 100, for 

sc::z of p,lth.1ts they did not, .nd It leut l' patilnts W.I"I ' ..'
1----". -ahclasstfted- tf the .vC!ra~1! of the pre-treatment det.Nf".tfons we,. ' .... . used 1nstcld of the latest awa11able ,.lul. In .ddit'on, .ccord1ng to the 
svon~or. f1vI pati.nts .ere enrolled whose aYlrage T4 count was .bo,. ~ 

. SCO/ca3• For tha Furpose of ....,yzing changes froll' blseHne, tM a••n ·LJ· 
of .11 p~e-trel~~ent counts were used. 

. ...
•( 

~ 
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':.' >< 	All but t= p.t1l2nts n ... ·.n~Pvtc It.lfttrl·, is re~.lf,cd ., 'th~ IUgtbt11tl 
., ...... 	crttcr1~ for thl stud,. SUn lUts to four recill Int1i~ns .C!rt perforad

t'lrl • veats. Vhne ttste:lS fa1r to conclude th3t All rectpfents were .; ..,." 
IIOrt 1nel, to develop It lout onl pos1the delayed cuUneous .... , ,";" . 
~1~r$enstt1Y1tl reaction thin were plAceto rec1p1ents (see Tlbl. 3.4-3. . 
Plsa 29 of this revfew), tlla pro~ort1on of connrters t... .:el1 under .'f ... 
for th~sl pat1ents wbo h:d It 'elst ont sttn test perfo~d Ifter 

tr• .atcznt w.s begun (37/1Z9-ZSS of AIT rtc1ptcnts and 11/117 • S~ of " '~,,:' ... ~1' 

p13:~t;~ riiicSp~ents). Tha conyersfon rltl was s1enl' lCong AIDS and ARC~.··· .. '.'. 

~lt1ents "c~1ytng AIT (cbout 3011 but was tatsh.r lmong the sub~roup with ..:~~:.. ~ ..<..':,. 

Mgh T4 counts at .ntry (21149 • 'lS) thin Icong the subgroup with.. 1 • .-;."'::-~~"~" . 

T4 counts It tntrl (16/80. 20S). .' . :_',:." ... :, .... >.:.'.:,:::"~. '.',: ,.... 


. .'. _ ,_. : ".._,... " '.:: _ .' .' J _~ .... • • '. ~ " ... ' '", ~ .. _"" .... '~. • 

Tha s~;,:or sbtu tha~ than l~p~lrs to ba no leneral corra1ation between ' .... ,.:. 
sUn t~:t reilct.1v6\t1on Ind tha Ib!iolute n&:t:~er of c1rcu'ating T4 cllli . - ...... 
at tha t1ml the s~1n test bota::a p;)stthl. tn those paUents who C'cnverted - .. 
to posttive. As Cln be seen 1n T.ble 3.4-5 (pa;e 29 of this re,tew). out '.' _." 
of 37 posHive responders a::ong AIT recfpients, 22 of the plthnts had I ", .. 
lec~nd test perfor.:ed 8 weets later. In hll f of these pattents the repeat '. . '-' 
test r&.ilafntd F~s1the and in 1111 f tt returned to negathe•. In the 15· . 
re=~1n1ng one-t1c:a ,espo.\C!ers on AlT, I re~2At sUn test WIS not performed ...', 
Ifter the first pos1t1Ye ru~onse. The s~r.sor did not Ittempt to .... ,;." , 
corr:lIte positive sUn test res~on$e whh l1t.al1hood of devIloping 1ft 01.' , '{' ( 

• I DOre tQi'ort;nt. efncac1 pua:eter. It 1s not It III cl.lr what ." . J '. . 
conversion frem anergy to 1 positive delayed cutaneous b~arsensfti'1tl ," , 
response .eans in the c!)ntaxt of Intiretrcvira' trllt=ent tft pattents wtth .' '~:-':~" 
HIV infection. or tndeed in the nltura' Mstorl of tbe d15eas •• ', . ,. . :_~'}-" . 

.. ~.' ;. CO "'. .. ." '~"~,-:~'::' .~' .." ': ~ .. • 
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· .;:~ ~:=::. c;:,{;; ~;~j:,',:. ,;,,:~~ a~t;U,;:;i,.~;..,h~;·:~~~f::;;.~~~~};~~ 

.. C.\ 19-CSS ,,' .:. .' ,,".' " . _ ~ ;:,::. :.<.': ':', -,' . :.:. ::-:_:;:. '-~..:': -.:' .;._, . ~, h"'1 ..., .. 

, . ~ ..~~'.' ::.;~~~. i~r~'1~r.c;~·-~~~~~~a;s '!rC!:~~ ~t-~nt~•.~~... ~7 :., 
~: '. • r.,.:c.. cyan .... ~~ ·~;fl=>b.."Ja{",K'lO-Us:-a!itftt· . ",:_~ ,( 

': - ~,., . l! tao cr:~-c!;~~o 0 .gtn31 '1 '" t.~tnvcst.1&2'lCr o~_ ,t.' ".. '. ',~. ~ : 
. .:.: ::' .:"" "~ -: ,Q:TC:;3. r~r.":';l tMsti'U' cn, at t.:a S;::J t.~ ,r., l,JePta .' . ::,-4,;'" 

.. " '/,;;;.' ", :-., :"~': . s£'.ttt!ts ~:!ro tr:r.~cr1~"'d. wit:. Ita a:::..,,:;tfcl e;t .~t=s ;._~~: '. ,~ .. 
'. :.":'.~.. '. sf'.;uld .:ot 11~~ ta ,cc,rc:c~ .5 C'YCI":Q I,ents. lA CA), ca:e. ':. '_~'...... . 
. -,.; '.; , :" t!lf5 t.;~ of t~tfc:~ t;pf fies ~t03 cenf-.:sic:n ccnC~1"1'lfDQ 1M ',' ~ '. ~ : ' 

.',:: -:,~~::. ,...... c,;,rcprtwt2 t:l1 b "ccr.i s:'. tc=s cr.~ p~$Stbtl 14vQ"A.,:~ ...... ".:: ~ ...... . 
,.'~:;:"~;,,:;,~~~.: ~!ct1cn'. tr:~ c:~t5 s;:a ~Dt Oft tt-..a ,aHdil,7 of Ut lnllr.~s .~, .<-.
" .. '-(' -... ------t! t.;'.Q:~ &3;--=~r=s. '. ~:...." > .... ~'.... ~X·:::: -:: ... ' '.: "';''': .. 

/~ .. '{ rf 'J-L~~~~~'; 't;; "rc.tl" 3~;'b.~~:~~1~'p;~~:~t: til \~t;i~cb~ .. 'i:;'.:: ·:.';' . 
~.. ~ .~- ,'---=:1 I>:lt:. 0:'1 AlT c.... i"'CC.~'. I"QErtc~ I!:n1 ~f:c;.:a Sj':iito:;s/p:;slbl. :'::':. ' ...... : 
':'.~ , . &~v;na (,...:g e:;:.~rh:r.c~$. Ilia '~I'i,or sbtes tl".at, -In s~=~r~l. 221 -'.':' " 

. c· .:;:',.~. ~ of tf".a 132 pat'onts enrolled 1n t~a stuc!,v rc~rt:d at 1t;Q~t c~a ... ,' .. :.,'\ .-. .'.. I~'"ar-:a eJ:~ric:.:~ fer C;'I fl'll:i~~nc~ r¥u of 1;: (122/1'S·C4S of All - .:: ..,:_ 
'~:fpfcnts and !i~n3i.i2~ of placebo recipients) •.. TIlt IPOnu.r...:: ' .•... :.:~~ ';, • .. : :, >.., " 	st.1t3s thlt fnt~a cr.~l.)"$1s of all F;tfents. 'UiC;~CI~ .... ... -y-.. 
(p <.C::Jl). l1.;,"ltoh. end tn:c::nf~ wara t.h2 'c;111Idvor:. C:pQMencls ;---:"" , ...... 
f'~,artQd at I 1i1r::1t f1c:nttl t&Is!\~r freq-..u:n:l II AZT r;cfptcnts '~n<"·: .: ~ ".. 
In pli7=~!-~ r::~~t:~tz. Tha s~fisor" overall asseuc~nt of t.ha ."~~'~''''.' .). 
fr~,~~r.c1 of th2~Q 'c~~rt: fs s~rt:cd fo ttaf, Itat,;aLt -Ad,;rs. 
el;~r~C:\C:3 r~~,rt1ng cft£n fntlud!d events .Me" w:ra ,. 1"1011'1,', :", 
cltilfc;al cntfc~t&ttt:-.s of lilY infection. this fs ap~rQnt '" . " .... 
r~viC'Jtnl,} t~3 $~=n:r fr~t\:.::n;1 of Qst l'tAts ,c~'tcd " pat10nts ' ... 
rc:~h1r.~ .,t!".:, I.ZT or ploc~bo.· . . ,.' 

Of tn~r:~t in t~f~ rcr~rd. to~~yer. 1s lcblt C·,. A;rcr.at: At~ tha , 
':~~:;;liZt;~i~t1c~1 ~c;;rt ~fitftled .~~~Q~ and F~rt.fit of ':t1cnts 
n:;~rt~r.~ '" ~vGrs, [~r.~r1Enc:e by t:4y !;~t~.· fn w~1ch t~~ t;ta 
,r~ $wb11$t;d by AICS/hrit and h1ghllc;w T4 count It entry. as can ". ','
t..3 se;n on thi follcwing three pagas. . .' ".; " ' .." 
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, :;, Z) C1b.cl ~ .......M ..•!% Ca~ ':':': ._ '.:' .... ",!' ."~ ._:.'" _.•.•,,~. _ : .. 

. ':: :": ".) C1f~fell ~m'ct~~ .c.·; · .. ·.·;·::~i:6/:.i;:~::::::-~-..·~ ..~:.;~l~~~:~::;:.-:,.·:·::.;. ~ ,
:~. '._:~ :'..~~' 7' 	 . ,-~~.~h a~ :._; ~~.~ ~::, L~ .L1

: io: :~: .... :-:,.~ ..~~7,:~:-:~<='··~ ~ ~'... ~ ~", -. ~ .".. 

.' .. "_- " 'lbfs RV1c:::;- C:=rs ~t!a t.b I;:::;r·. ":-.clc~fG!I tt.:lt 1w."'T C:~S ~. '-.. 
~~ C";::7 b t:::;~ r;.::~l t....-:~eft7 tas:d cm 't.;ir c:-.:al,:1s of ... ,~-' 

.;-'::::'..., ..... ' '. '_ SCrfll{ r.att;4Ue3 of ,::I. Cin:a crat1:atq. IrA .11~~l.7Sa. >~~~":"'::;;" 
:./:.....'::::~~;,;.;... .. .~{:~~,"~'7:...:",:... , ..~::.. ~... ~..r~'~:.~ • "'~ •.:. • .. - .. ,.,--' ~ "':-: _"... ~ :·t;'. _ -,," .. ''''"- .. 

o· .·_T. .' ;' ,k"..:ll;o::s 0" ~""Ql t:rt::I tn tl"C~fa. S:"T. led clhUCI :.'~.:' .~ ':. '. :" -;. .~.:.-
..;>7~' ...... .." ~~::lr'.4~:a w~lt::S ,::...__~~ ~ G.I~;::=a of cli;iQU, st~tf'~c:nt.:~ 

.. ' .'., .,'; ~::~'!~~:'dt1. I... ftct. t~ra c;ra s~tt~t~c:lll1 st~ffiClnt " 
", •.... dtf¥ai":::~s tQ t~.3 r.~~r of s=Uer.t: tiftEa ol~v;t:4 !~T led ,.. _", .... 

,_. .. " ':,':- _.ibl1..a ~'::~~~4b'c:t ":21-=, ta t~ r1c"~o ~c:s, c=;:ar;~ b t:".a '. '.'. 
; ~i· .' c'-: k. V::Z, (SOT: 1 1-'1T w. 10 f1Gc:",~. , • .C:=i 11b1ta~ ,-, '. 

Jo'=';~t::a: Z A.."T WI 0 plecE..,. p • .U7). 1ba sbt1$tfc:ll, "..•' ' 
siCilific.:at dtfft~r,ca: tn cr-.;r.~as frc:::a t:s.Una of t!".Q:~ ~ ,;' ;~. .'.. 
pr;~b'" C:=::lrfna t~ AI; C:'j~rt ~ t~3 Ftcc;~ c;t.;rt ct3ra . '.. ' 
(;':2 to san (;;cr;:~;:)s or no CMnt~S fa thz A.."T Ircup c=~....... ~.~_',,; _~__" . 
wit) f:;;~~;$OI ta tIla pl;cebo ~t1ents ~afl\l\tr.g It a ~fts. As -. . ~I 	 r.:-=~ b1 tta S~;):i£Qr. tta rl~$C:l fer tbcs.' dtfrQrtnc::a1 t. Cftt:~:=a . 

t:.t C'l1 I"QntC~ G:~:)1ng su~e!\r:;:;1c =;.;Uc fGleetleRS ta to"" ..~... . 


r • '" ".. pl~e:~ ~t1Qnt= W:;lf~ t:!~royt~ tn ~tf(mt.s c;a I::'T•. Of c:.;t.3, t. 
. t.~t b1 t"~:k 12. ltoro t:'31"Q sbti$tfcall, S1C:'l1ftc~nt d1ffcrcnc~s ~,I., fn t~l c~~ne2 fr-~ t!:elfr.a Y"~:s for sc~ b11trtbta to t~3 A.71 --:. 
c:~r~ (~a.t~lQ ,~ lZ ~;:~,. pa.tJ3 It 16 ~:~a cr.d pa.t~G It 20 
w:~~s). ~~ ~C~ c:~:~t (t.l ~;I") t~t ,;rst,~nt f:=r;::~ t. 
'C1""w ttl tn;~~;1 1:. tta AZT £rc:, '::l;r.-.~ p1e~;:itr.:"~11 t. t~.a 
~, ,n~ bi,J T4 't~crc:)S &r~ cl~;c,~ ,at clin~c:211~ . .

• Sit;:tU'fc:nt. c.:.1 ~:;~1~11 rc~rC:~:1t I "7'1 a:nd CT fr~;:~' :t 	 t~~wt1c (1lfur.ct1;n w~1cb ts ~tt;d t. tta sfc~er £%01 &:1d le
T4 Jattents '1 .n~a"1fn9 su~hrontc 'e~t'c fofoetfen. It ts 

cnl1kely t~ t~ • r'$;alt of lev G,.C:I red blc:)d ctll 1&=='~1s . .
11~J~ linea AlT (::s r.;;t c.;;::.r t~ C:I::; I fi!1;rt1C ct.Qta. ~;t Q1 ta 


~~ I rc~alt of tt.a ~t~:~"~1(~tfc:l of AZ a tf~ 1l"r. C"attAint 

.~ .... ph!js;:-";~1r.;:(t (Cf:) fs cntJt!',Qr C~Qht" p.tr..::t:r eMc:' 1'0:' .
, "' 

sl1Sht1, fa tt.3 AlT co~rt c:~~d b tb:t p1;:Q~ c:I".ort. Tb·· 
dfff';~:"':3 ~t::::a st.':t1sttca1l1 s1c:;1ff~nt It WQ2t • (P-.C2~9)~··~·,_~.t Ir.~ ~3r:f:tcd t:'Z"C::~~ w;ak 14. ,,:~tft t!'.l .'.rat~ fr,cra:a of ,:' .,. .. 
~~;;:a 10 '": :'0' caft: ts ROt cl1nt~111 $t~1ftc=lit INIt m, ." 

~"' ,.neet ."btle t;zlcft,r t. ~:cl.s. 	 ' : '. 

. 	 . .' 

S~ctll c11n1C31 c~f~tri;s ,ytt:=f3 812 I~~ follta l;,als) wert 
f'bbtr.a4 t~;:::$a tt t:3S t.~ fn::a t!"", "'..):a J trt~l tt.atAZI 

. t~··.. s. .~~. ,. .n.~tl. n.a S;oilIO' sbtu '''.at (1a1th1:)
.' tattst c~111 s1~'tftc;nt ~er;:s~s fa Y1t::tn 812 le.al. 
c=~r:d to bQ$.rl Ina ,alr;3s gr. ob~a";d fa thl AZT JaUelts 

~. .' 
, , 

.,~r t.'la c;:.;.-;•• f tba st:::l1tut gt fa p1aeobo Pltf.ats; 
-.' ~fOr. co:t ~t1c~~, 41~ c~t bee~ D12 taf1ctalt. . 

T~ntl-elt~t ~at1otlts (20 AZT. 8 p1~:C~O) ~d It least cr.. 
. 'tt:a1n 112 l,YI' 1.ss tbaa 2eO (cor.:Jl rln;. ICD to ,GO). 1 

, , 
1;1:1 w1th t~. spensor that no $t;~1f1eint c~~~~~: car:·~~S'r7.d 
fl folita 11'11 $ t:.at Ipraar drug rtliUd. . '. .' 
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, , .. ' _. .... ," ~" ... ,,' .. 
'. ~.' c 

los "c:.1 t.a SC:I fr= 1.:'1. 4.2...5. thl! d1fforer.e= 11 t~4' Il&:"'~r ;-', ~', 
c~ ,,~ti;:.t: ~1~!t 'l"t;;~ 1 .. t..::.wQl'~fn b 7.5 t=J/cil ,n° toltif ta" 
t~~ ~ t:"C;t;-..::':t Grtii~. r::$ M~~l.v sf~~1ti(:'rit (P(.G01) for "'::'~~~'"'' 
an ~~fC::1:h AZ:S ~t1c:;ts. &:0;1 \1':.:~~ til=-'" '"t:rG~ .tu'. ,'~ ",.~ ." 
c:;:sts l:z, t:-";::I lC~/g3. StJ'Qrlg t~~s t. tta s=a ..-:::~: ,,', ~ :. :.- ',":, 
~fr:C~~::1 ~rQ ,::a t. tba ~: .rtd 111,:. T4 It tfttJ7 ..~ .:' ,: ..... 
S.~~pl CJ all. , , ..':'" ,_. . ',d':' ·.:'·,<f,~,. ~.·c" .'. ", 

- ... ~ .. ' . ': ..:..... '.. ~;':.~ '. 

T:.;:;10 1.:-3 (~~ 42 of Ut. 1"091;-;,) '1s~;~".' ct~c;as·'t. ,: :, '. " 

t~:;iC~~A cv:r t~:3 cs ~~ ~rc~nt of ~~tic:ts to t:c~ 

t:-::....::.:~! !7;;;J tit~ tot le::-: I t~ Gr..:3 'wcr;ata frca 

w~ll=a I.l.:as. k~rdtA' t:I t'fs ~ltl•• C. IDsfc::a ,~'


''''''.,. -'"" I 	 " , . r:re::!:=, cf 1...."'1 ~tf12;;::; (:;td c:I:t:~ ':1f:'areaca N~' AZT 
: 	 1:$ pl:::~~ ~:;:) ct~ ~t t~1s t::'~1t1 cr1~r!~~ cc~rr:4

.r-.4f' I Ka:U of t~arap7 tat t=:ts (2;1";2 of ana" AS .lr;ad, 
a;;;r;:;t 1:)tC: of t.:!.T rwcfpto;;ts as c~"'1Is J Gab of . 

" ': 	 \"";.ar':;1 (=::=;:1"0" b 2.5: of p1:ac:!bo ractpfcnts). 'It r:;lt N 
r...!2rst::.i. ~r=r (~S ua s~n.~r ~fnts cut). t=t .1 tt:;a 
~ t~ ,~::, ~i';w;,,~;~~~. p~1c;nt; .~ 1:~rll~~ Seq,.. droi's 
ttl r::=:~t')~il (~... ~~ri1l' L"'T rwc.tpfczi'lts) can cul&4ad f..., 
a:-.al.)"Sts 1»1 wfrt.a of transfustc:a or st::d.7 t:r:;1r4tfclt for 
t;:rfctt,. r.-.;:~. \..'.J rc:afr::!3r of t..'-= b)la (.af~r I "'>. 
tr.:ufQsto:.ls ~2",) fs .fsle;df:,. It would ba c,. .,. 
t=3:af:ijf,,1 If. -lut cl>:,,",ticn arr~ad .fOf"'Jfll":i· c~11'S1' 
~s ~;~ f~r f1tfcnts pr10r to transfusfo:.l or \er.;1:atton for 
1::~~lolt"C toltctV. 	 " 
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~~~~~..":,::'.;':'.'~•.~._:,:.·.:i·,~"": .:;~ '_.:~:: .·::;:.r,,;:,:-q:~·;:;~Xj~~~: ea;:.," 
( _', ~.. . 'Is 1;Ot:4 ,,, tC'~ ·1E=:sscr.· e. er.ada tD pat1~;o-~f~fft2 tn· ",:t" 

' .. - as cc"":tfc ta c~;r.c:""'f" .-ft.' ..ts:;~l" l~tfstiun7 ,:.... 
, ; .... 

'-,' 	 sttatftc::;t Ir.cr:::sos fn c=ncl)r;u5C""'1Ir_101~ ~,fafttntJ ,. " 
tf'!:t ~::r.4 c:sl 0' trc::t::=t. 'n~ rt$1G~ ~..r;r=sf..all Ct.. 
ttca. J t:~" =rc~:G'" to:) dt:ccra .ttll tt:a sp::=:"',
c:pl.:r.:.tt:3 ef ~ 1U.:;11 c:=~~..,of tta a.zr-"~fatd ',~.~. :"<:·.;·;.B:, 

, .. ,:~ ,.," c:r;:,:rt1: c:=:!a It.I. c.'Cr=~=sf"tr.r.c:GnQlar I=Ots of '~";!-~~~::" . 
.:.-. ~;7:;~~.;;. :,:-. >,..;'.~; c::c1c:;'Q trt~:-.;~~~:tQS r;-~glt1r.~ fD..t=-..,1fr;~. ~~ SJ1't1':aSfs).·i;i:·~::.:.

IS ralQtc~ en p~ 3~ 0' tbts I"GYfGW' '~~••- '.•,., .•... ',;.. ")0 ~,.., ,. 

:". ",~~:J. ; '. ": ._~':;~>.: ;. .' :' *. ,'.,'; ;.'. j: .'. • .~. ':~:~::'.:::~~.~;~~'~. ~;:,:.~'c·~~~~Z~?S::; 
. ~;:": . ..... T~~la 4.2·10 (~? U of t~l. "',tcr) ':t~~lG.fS tta parc:nt .f;:~~~:~:;>';\-' 

,.' -:~, ' '-. ' ' ,:<. : pt1cnb C':» l'Gtc:h2;S btc;d tr.nsf'us1c:s. ('~1 au =lUple) ··~~:'.t~':~,~;~ 
. ': : ftr In pt'G:1ts cr.:! tl lc:fs:;ro;PI. 'or AZT rcciptnts. AIDS ';: "'.-:{ .. 

p~tfC;llts ~"a c~t 1n.~1, b bva taln tr;as1u$e~.n~ DC ';'-.>;~J;::!;~~~.: 
I-iUcnts lcll:t lib1, ('~: cr." lG: resso;cthel,).' For p1cc;f)o ...:-io.;."~:'

,,' '. rac1~~Ciin. pUa;;ts .tth 1ea:1'4 c,l1s ot cntr,,'Wrct cst 
. 11:-.(';1:1 t) l".:._~ ~:.-n tr;r.sru~c~ (lG:) cd pt1c~U w1t~ . lei 

.>.' ~ - . TG ,~lls ;t e..:"]1 lc:st lfh11 (2~~. Ftt::)'!" CC ~tfents GA' 
lIT rc:at~~d c:lttp10 tr;~~r~.f'"J tl"~n dtd 'i;~ T4 ~ttQ~ts 

.. ' .... c:,tt3 ttl f:ct tbt CC ptfcr.t.s IS I ':101. l:par1Iac:-4 liD,.. 

".·:c~< 

,
-t ,. , _,~:" ~blc~tc b:tcftt trw_ dId u.a Cc~rt ~ l8t:red t51~ ."'p ;.~'~i:'-':" 

>" -.~.," T4 nl&:~1 'tt~rv is CQ c,ert'~ ';ZMGa tt~o"rcc;;S. of '.'~: .~' .::-,')t.~: 
-. 	~~Q. ,.1t:a £:: cf Ct ~UeRts .,:) fwl1fcl tea t~02 lit,:. T.·, :.: 

It cntr1 St~01"t::». FErt.:~1 tt'~ 1Ar.tSU~t:". r04 GI"O' '. :'.: 
Fl"Ct=~l!, r:::~ ';::t"'i &if I a:-;;UC:iftII lJ':.~i;:J', SUt;1 ~~:t 0' 
Si1s t.i~~/'ic;l T.e st:f!:: ct t.:t;11r~. t:;~ cpa cpt to .. :., -:.'.:' .,~"".' 
tr,¥\'fu~t .ft Arts ~t'tnt$ tf!;n I:' a:: roatfent for t"- "=- .... :, . , 
d~;,.t3 of .ft;;1:I1o. biC:~tl lIeS FJtftl'lts '1"'1 ,~r.ara111 IS . ;.'-:' ~,. ' 
s1c~~r In~ FCrhaps less ,:'1. t, toter.t•• c~.r;~l. Crop t. ":.'!.•:'::.:' 
11.;:::;1cabt.. . : ,'o' • _.,: ' •.~,~: --: :.~ ~ ;::.:~-'~~-:;. 

• 1-"'........-,.. t ...··.._-_... ,.. C.-A l--'.....-1.
6e, ~T!'...... _;, u ........... """L ... ··.W, "... .< ..._.-.."i-....... )'_ .- ..•••. 


-. ~ 	 '.. -,. -'," . .~. ~ ......" 

T,!»t~s 4.2..11 &:-~ 4.2..12 (S::~S C4 I (5 Gl t~fs r;y1c:;,) _ ,,' -,' 
s~rt:a t:-.a '~cl1r.cs In If.ltta .'c:~ ~all ft~" ,. s=UHts -. 
e;:;r t!:.:l c:;.;.-,;a of t~ st;~l tl tr:;~Rt &=4 'c~~rc=j)S. . " ,. .: 
C.~r.n t ttaw-a c, • 1\1,"1, sbttsttC:311, sft:'tf1c:at ' . , .' 
'1fr.N:1:~ b (.tOl) fa fttlft3 blc:d ~_nt Ucltg ==ca AZT : .....J 	

1M .';:;~~L nttpfe:its for all ~t1Q11t'. ~tfe~:.s ..tt:t Ales, ~
1:-.4 f;r ~UCiiU ~:-:.o 'r.t~l"td .it:' T4 c~U lCViC43. n-.a 
~ffrir-:r.:~ ",;;; aho sbtfsUC:.21" stsa1ffc:nt Cpa.G12) 1_ t.'- . 
f~JiirUP.'Alt ut 1. tha ~~i." T4 It .at,r~~~~~~~.'\.- .:::'.;' ...... 

. ~ 	 ". ' . ", . ... .. 
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,;.:~!; c.1 I::', tit r~t:k:~; tz:f::.1t". kt \:'11 tw.;s t=t "' t:ea '. ", . , 
,::.;':~t::!. l~:;.;. It ,;,_ r.;:' '~;:i' t,t..t ttil I~.:C' , ..fUd ",.~. ': ."~,,,,&,,,,, 
t:::. G-:"':::: Of c;~·:.;:':1;;f,~,..t~;; " t~~~ ("'';il c:. ,fftcae, .. 
~r':=:':':"l. t:::.:;.~ f:1 '~~l{;'t'. , .. :: .......'." "'. '", .....~ .. , 

~, ,,·eQf:t~t':t'c~ of ,:::1cI1, CCY, &ft~ k-r c; 'I&=f~'d::b, ... :~;:: -::';' " 
t~:J s :;:::" ~::'::t~ of rce::-.: fn "Uf"O Cy',:r-.:a 'f ttl . 
~::.:=-.~~;~t;;a c.i' \.!.~ ,:.~i.h:V ":\V;tl0f I.%T 1D c=:.taattaa wft" 

: '.....I.:::~"i~'. t.:::r.:ttl ." t:-~ '~";;i". he. PC2 .7 of t:'h " • 
" . ~71c-J) r.er::~t, c:: ":T ,:~ ~ fttt;C:~:;) of &% ~U.Rts nrol1.d 

ta t~h tri~l rc:eh"::t t::;l"ir In '~!tt1;., to ,;;;t, 1t:~1 . " 
c:~tc;t~~a. C, L~ l4 'IT ~t{Qr.t~, ,'ev;n r;=~t,;~ CC7C1oytr _ , 
'f;;, lC::l t!""::l Z ct;!::, " ",:aht·:J h:Y for' to • c;;::" I~ 7 ' . " .. 

. c:r~ t;a;:t:! t:a~ 1:::1 fwr ~ra th.~a a c:):ts. kc~~tn~ to t:Ia 

'. "A'-;::::;', t:';r-:J 1:':':; &J t~:f":lS~ 1n t.=~lc~1: t;lt;tt, t. .' , 


. 	 ,~tt'S!: rt::!'1r.~ c:::lcy tr plrs AIT c~;3rc~ t, tt;;~ 1";;:I,tn)
I:.:: ",~~. t~ $~:::.or ':-;4~:tUI 1r.;1~~ ~Uenu ~,.iJ r;;ahQd 
\';:l t=:.z3 2 c;!.$ of &C1clovtr fa Uh a=al1S" IS en " 
~i:~=~ C2 t~~~l c:yc10'l1r c~11, &r~ dtd lot "",rtaU.u 
~:::::l (,,':::2 ~:~1:~~~ r.~ ~~yalo~d Iac:.a~togtc toltcltl befo"." 
,p aft;p I., ,atDtltraUOft. . , ~ -.. 

. .. - ....;. - ~~'.:'; 
'" ~ ... 

..~. 	 -." .-_jJ" . ,... 
Tta s;;:::~, t=a Q1t:ah:.:d t~ tr.;t~~:".::a of ot's t. ·ena'·_ . 
~t1Cii!3. r--:l1 St.2t3 t!-.t oDly 2 of 34 pt1lftU (II)...· ". 
r;::~\,,:j t..:.-: ~;a ;!.atSC:1 b 1.:z.1 (~'1:tlo~d 01s ".r U-.e coUt'S, of 
t~~ t:-~~1 c=;:rtJ b %2 of 111 UCi) of t..... AZT rutpt'Rts who 
d!d act I"Ic~1Y••Clclo,I, dur1ng t." st~dl. Iocau:. patt.nts 
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, ,. t::',", :; :',: ,,: ;t:.. . ':P~ 
:::: ; ;h" .>.:: : :.: ::.;: ::::';"C'_" : ':. ::.: :$":;;:':" ::\b~ 
., ":;"ieA l~55S .,:.; ?". "":.·\',~~;;f:t:~~iX~·}~~:·:i::~··.~~f~go{~. "" 

...-' .:". --~ ~t rcr.=:t, It:;t~.ad to t.r:r or ., t.a. "nabl. c::""-:'!:S!G-ftS . 
" . c:.:a c~t ta (r;Q fr;2 fbt. ~=l;sts. (Als:s. p;ttnb p::ahfn, '~.~ 

.--._,.., ,1..-: f.;:r l£:s t:-.::.:. ! c::~ts I ...~ ,.t,..ts ,....~ht1't1 ~.~lJic.al ,:>'0' 
-.' -, ft;r:.:~at1GI caN 1ccl,,~ fa u.u dat.a). ,~~. ~~i;-:tj £'.-.... ,...•. __':'t<':'t' . .. ~>" "1'~ #. _" .. '\: ~'-' .. . :"'.~ .. -'. . .. ~ ,,-.\,-:-.~ ':~'..:. -.:-"~ .-~~:~ ~ ~~ Io;...::::~·-·:~· ...-~ .:~ .... 

-- • Fcl"'t~' c:'!:l,rsfs of tha p::,nta .,rc-ct of co:-.e=fbDt . : :-':.: <'~'."'-_ 
- ..d~c.:t~c::~ 0:1 tt.a $Wf'ot.., cr.j .rnC;C1 ,.1r;::aUI"I.t. ttats tMll "". 
, &"'r::n:nt~. t::t .... n1ttol1 to .ffGCt t!~ strca:a stethtteal _,;"~;".'t' 

· __ . "!;11f1c:::::. of tta a.!~r e'f1ac1 ~r;':'~tcrs (g;t~ c:a4 '.-' ... 
.. . tr.:~C'::~ cf Cl·~). S¥'5f.c:::.ttc cHAtell stl:dfcs &~resstQ~ tt:l - ~ 

~ ••• " 'J~!, -' ~. efr~U of ~;-:entt'111 11:~rt.&At 'rui 1nUractlC:is I. Pltt,"ts t":: . 
,:. t:uc~ ~ In. r.ci(:~." .. _. .....'. "~:...',.~ ,..., ...:" ,'... ;:,....... _ " 

t~ . ;;"')0<. .... 
• ~ • ... >. . '." .. _':- .'5) ~:!::, (~s rebt:d ~ 5,3fet,) 

.-: •.... ' ;.. ~.-' . 
C:.l, ,:-~ P!~cnt f'lr.~=~:~~ b ,""oho 1%T dtc3 ~wrtca t:=e ",: .' ", '. 
pl"e:~~·c:;;tl";)llc~ F:.rt.tcn of tl'"4 trial, 1r.4 t~tsC;ath wn Clol' to •• 
o:-:~Q~-;;;sl~!ic fnfcct1c;t, cryptoceec4t c:nfn;t tts at ,"~1 %0 G:a t.rlll." 
10 c::;'s 'ftor dhccr.Unylr.g AIT and rof~~tn9 trc;t=nt w1t~ . : ,.~:~,:> 
InUf\,;r.;:a1 c:~1c;tlons. TM: .:s "'s second 01 CI tt'.a tr1,' (PC'.t ." : ' 
14 ~:!:s,. Thf. ~th:i&t hcd recG''''' U~ trIRsf;stcr.s .t weats 'I ,,,:.," ~' 

. cr:3 %0, t:;:t Ish 1c:..:st reco,",ed Mut"~:t11 c~"nt 112 (at aet '11." ::=,,~~:'~-- .. 
. '. . Thvs tt (CiS cot .p~ar ~t tbe ch~I~~ ."IS IICG~~.;rl b dr-wi t.o~1ct.t.r.~:.. 

· -., .. ~ ~ .. " .: .. '-;. -, : _. ~. :'.> ........ ·;·:-:.. _'}·.:~::-~-:-"!."':~2~;··>-. ~"..:-~.. ,:;."".'... ,-.-,: ~';;',-'.' . " , .. -~_ .... ' 
,o. 

I, !~f":;'"J 'r~'h ef t.'?T . . ' ,-- 

kJ tr.~fc,:t:~ t;r t.'.:! t~:::::r, F::~ lr~ tr;=;~ SCr;:J tC'fots of AlT -'" 
~:r~ c:;~i;;;j ,~ t:~:t f,4t1c-nU crt"nod In eita C:3:t:r (t~t of, ..;:. 
Jt.:t"i;:r;t, ft:::'l It t.:-.a U4tl"rsttl of Rint). 'k::~tcJ w~" Cr;vn 
~~;! ~r~=r tJ • (eta ,r.~ 1.5 br••ftcr 4ost~~ tft 21 ~:1cnts . 
r.:2ht~~ /.ZT It • (.:~a of ZSO cg q • It. k=.,hs 1r.lr, c~UIt.;d It 
I. c~~ 12 ~=~ts la 12 ~;t1tnt'. Ind .t ona ttca ~Iftt 'a t~ othor 
a1r4. n.~ 1.5 tor. p:st·'~u ltvo1 c;s prot,:'l, .ft~r tbl tf"1:2 ,..t
tR r:,t r·:: 'cr.!~, t.;s:d ,:a ~~;n:::c~fn:t.tc QU f'~ t~ Fii.)11 I . 
trtel (~:~ levell ,";rnd 0.5 twr,," .ft:r CC;;tRi), , ':'" ..': <:.'. ,.,.'" 

. -. ' . .." . 

I.:. r:~;t:~ b7 t!'4 '~Isor '1 PIt'S' of this ...,tcr, C:~I (+ sci) 

P't~:~2 ~~t~:, lZT lcv~1s of C.1S!O,17 Ir.~ O.CC,!O.33 l;JaT. ~,', . 

"::::-'Cth~11, C;t";1 ,~~t::~. Aa Is .~~r;nt frc:a t::a tI,ianet '.. 

< 


If"::;;"~ t~'::3 n.:::~~", t!".cl"t w:s I .~(\J r;r.;2 of "'ils ta t.... . 

tr~h~'~al Pitic:~t'. s:"cb (0 ft;Jt ,p~lr b t;~ ~rrl1&U' b t;;d, ' 

~t=~t, It h:.s! 0:2 ,:I tr.4h1~:;;1 ~~ts. la .C.jU1Gi\. pcs~s, ' ,:.~ 

It\'eh. :~!::1r.:::! tn t!'~ ';-2 ~Ut~t t-;1c~ (e.g. It 4 ~:c:~s .n~ IZ 

h':;':) fr.~.;tn:l, ,;.r1;~ t, at lEast Z fold II OCt dlracUc. or the 


· .t:"..;r. twa Tibl. Z ca fol1ov1ng ~~~). A=" s"teattc Itt.pt 
t.:It ~l1'ct. ~~rgC~U,.attc ~ta tI pettlnts or dt "'l"Int .et,Shts 01 -.' 
c!lr;.1; 4Gs1ng ,:tQuld be caCe, .' '.:. .-: :' -::, " :", ; ,." ':''''" 

, .... .''', ,,,'." ~',. \"': .. ,(,.'.~· ..;·.~~?,,~:?i{r:t~:~,;·:~,<,<··, 
< :' .-- .:.~'.-- :,t~ ';;', .~' ;,: ~ ., 

, " ...... : :- ~ -... ...,-

... '..... :.~~' . . .' ," . . 

." 
~. _.r . 

t' 

t ' 

" 

http:O.CC,!O.33
http:n:::c~fn:t.tc
http:It:;t~.ad


• • •• 

..::¢ :~i@zC~~Si~-----.~:-:--~:'--~----:'-::-*~.~~ 
r..A. 1,...3S ... , 

" "'...: ....., , 'a. ItS 
".,:. , ... ". ...;....

( .. 
~-• ....... ~* .. " ....... 


. -.... ..• ~:.'-" = ::.
. . -.~.. '~!, ••,... • • 

. ...-....._------ .. •• ..... I ......:... •• '•.,.•• 

a::::::. a. ...• •• .... .,".. ..•• •• •• 
-==:t eo te = .. .., ••..• ........ •• 'lIi". ... 
.. ... ...c:::ta eo... ..• ....wt ..-= .... •• ... -

ClII:I ... ..•• ........ •••• ..•• ....
.. .. •• •• ...'.". ...co.::i1I ..... .. ...a .. .... .- . ',••. .... ." -,;; 

" tIIC;I 

~. t-

"- .", 

• -=::I .. ... .. ....::',•.. .. •• I·... ... ~, '.-".c:a.  • \ ...", . l .~ ' 
'.. ,...• .... ..-.... .. ~=" .:··'Ji.::;.:f-. -.- •• ... ... ...~ f •• ..• ......... ... ea ... 


g '..-:1 to~ ~• ..• ...... .. ... .. ..... .. . ..CI c::a• 
11:"'..0 .,. u 'D .e. 

.dIir'<i..A ... ...• t. 

, . 

-• •• ..• 
! 

-=:s ....'" 
t. •••• . .. ----,.. -..-. ": 

., .., ... .... .... '.;~ ttl 
c.~• 

•
•• ...... -.. •• ..•• 

'It CIIICI ..- .. t. ..'.' 
• c:::a •• -.. .. "It -... • 
• .. ...~ ~ I • 

, c::2 .. 1;;1• • • ...• 
It ••a. ...• ••' 

II .. ... ...ea - II....CJI u... .. -•• ... ....•• 
• ... __.'c:IIiIM__..__........' ............. . 

• ....--=_ =- ...".. .-.-.411________...._ .. -
•• ..... __-".'111 ........________..__ 


• ....-= _ == .. 

· -.---- . 

! .' 

.' .1. 

'••• =:0......._._............ 



••• <.. 
, h;a let 

, 
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Far:sl r.:CJI"O~s)'chtatric testing using I batterI of ebJecth.. tests 
W31 ~rf:r::;:J en .n J::Jticnts. re£1rdl.ss of nc::rc~.ltht~tric '. 
s,-::'t:=.l~lc~. t..,1" prett:.:::, Ind everl t1~tat .:;et.z (:.Iring the' ....• ;. 
tr~lt=znt to ~;sure cc~nft1ye and ~otor functien. This dati WIS .' 
'~~ly:G~ b1 tn G~t~1~2 cc~sultant. Dr. Fre~~rlck A. Sc~1tt of the 

...U~iy~rsitl of ~ntackl ~d1cl1 Centar. A pre11g1r~rl or~l re~rt ~ .: ..- ,. 

~~s ~~~s~r.tc~ by Cr. Sc~1tt It tht FCA ~'t1-Infs'tivcs ~Y1:cr1 

Cc:::l1tt:~ ~~tir.9 on J;nt.::r1 16, 1tl7. ,nit I de~t COP1 of a draft .. 

prI!l til1n:r1 ~~o,.t r;ro,1d:d to this .:zdlul offfen. Dr. S~b:.11tt ~ . '.' 

sbbs t~..t ·~r~l i;fr.lry dilb Inal ~1s of b=th .f!::etha Ind. ::. . ,_.-,. 

c~;:ti Un C:-::~&ires cbt~tr.~d at v:t~$ 8 ,r.d 16 s~~~st th~t patient's' ..... 
,:r..!r~l lei:;l of .fleeth. functlening did not Ci\in~a •••• AIDS In~ ...·· 

lC'lf T4 patients retehin9 AlT sJ-.:l::ad a ceneral ","ctiOD in the -; t. .' 

I~:;nt of distress e:~~rfC:1c:d IS • rctl,tlt of tl'.:: &fftc~1Ya s,;;;to!lS .. 
r~~"-:~ •••• h;r~ strltfr.g ero tt.~ ~:t3 ref1c;t~r.g c:C~1t1Y. 
fcn:t~:~1r.~ ••• F;t1;:.t~ rt:a1vir.; ~T ,p;~cred tl S~:2 1r~,~Ys:~nts 
o~~r t..;:al ir.J (r.;: t;Cil 1n pl,ct~~ rc:fpitntt) for IttGnt1on. . . 
~~r,. Y1~~:.~:rc:~t~;1. ,1::a1 st:r.nfng. ,r.d c:nt;l and coto~ . 
s~zd ••• r:s'tfya eftc:ts Of AZT lra c:st c;ns1stc~t for t~:~ 
pt1~nt~ .1t.~ tt.: AltS d1.1;nC515 &r.eS these with 10i1 T4 Cln counts 
.t tntr, • •••• . ' ..... 

The 'Ir~1 '.=1 um';'•• t O'Mlsi. , ...~rotl•• a~~'.I~; '. '.. '" 
t~ s~~1tt:~ ~ t~~ r~A. It th. twill receive a cowpllt. . 
~"~n b1 t~h c:Ht.l officer. .. .'_ ':-. . , '...,,' ,,: -:-.-' 

'. 
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. IDA 19-555 :'~:::»,:.' ';'.,. ", . 

;. 
.. - ~.... '. 

.' 	 ' . ~ . 
. - ~ - . - :::~ ,', ': "U:,:co~t:"O'1ed Stud'es' 

... 

1. ·S~onsor~s"Stt:-...!rl of Ph3S3 t Pbarcacct1nntic and Toler;;'c:. Studl'~' ......<.'>:,' :,'. 
. , '. -' - , ' 	 . .... . ..,::" :-. ~ .. , ',: ". .:... . -~ ":' - ':','. 

In add1tion to th~ =-Jlt'c~n~rf plilCG~O-controlled st\:dy revfewad aboYe,' '".-".::. 
thct sponsor su~1tt:!d t~Q resu ts of In uncent1"011ed ~SQ 1 study.·.· .. ' . 
inttlltad fn Jul,1S35. tn s\:(:~:)rt of this r;aw Dru!) 1.p~1tcattGn for AlT.; ... 

· This st::~1 ~~S C!os1~nad pr1c::rl1.., as a ~h:.~cQk1net1cs and tol.rlnC3 . . . ... . 
· stedy tat SC::3 po~:!nt1~l C:~~l:rQS of .ffic:C1 wore also c:ln1t,ri4. It·:, _': .. 

. ' .. ,:,,' was und3r this protocol t~t AlT ns Icinistored to "::cans for the . 
· first t1::e. t;ost of tha patients wara enrolled at one center (Rational.::" 

. Cancer Institute under Dr. Sl:.r:ual BroC=:!r Ind lobert 'archoan), and at • 
Cuke Unhers1ty J;adical Center undar Dr. !)ay1d Durack.. ,,: -. ';. ,.,. 
• • •• ".:~ .: 4. ..:- • ~. '.. '. '. ~ _ ,. • _ :. :." :.'" '.' 

A. Study~s19n .: .~ .. , '. ,,-. . .." .. ~ ...,." .-:_
" 	 . 

The S!u:fy'wu origir.illly dC$fsn~d IS in oc:~n rhfng"s1·ngl. dosct•.. ::.' . 
. 	~~lt1ple dose/cultiple day (2-4 ~eets) tntr;vEnous ~rU9 Id~intstratfon 

re)fmen. In1th.ll,. cohorts of 4-6 patients (v1th AIDS or cdv:r.c:d 
~~C) ~ere enrolled sequent1llly begtr.n1ng It a dose Of 1 mg/tg Iver1 8 
hours. . . I 

\:he:. Phl':"~CCk1nC!t1c ~t~d1o$ ;~vclll~~ .~equat~ ~tOl,~'t'lbfl1't1 ~~~ ........... ~.- . 
orally Ic!:3inistared drug, th3 c!osing rEgian IIQS cc;nC::ad to allc. for .~ 
four t:Gek~ of orlll dosing to follo~ the tntrovencus th:r~p1. n. .. 
tntr~YCnOUl solution t:~S c1xcd with orwnt~ jutce or .at:r for oral 
dOifng ur.til tt3 c~p:ula for.:~1~t1cn .us ayailabl. (in GDvc:ber 
lS:S). Fh3r.;;cokfr.~tic st~d1es .~ri ce:pletQd during ~th t~. 
tntrnenous and orill dosing per1c:is at the f;l1c.'n; reg1c;,:nu . 

'ntraV~i\QUS 
4~UD : . D':>e •. Cra' Dosl 10.- of Pat1ent~ 
A 1.0 s:9iii q 8 tar 2.0 "g/tg q 8 IIr .... 4 
B 2.5 c~/~g q 8 tar S.O ..;/:g q 8 Jar : .: .. :. . '. , 
C 2.5 ~9/t9 q 4 tar S.O ..;ltg Q 4 Itr _'." .......,::;7.::., '" D .. 5.0 ~g/t9 q 4 tar 10.0 ES/ta q 4 IIr . 7 

E 7.5 r.~/tg Q 4 Itr 15.0 c~/t~ Jt 4 Jar 5 


n Ci'l;-~~r.2 t~~rGPY 
infffll-e--ia2I:.s 

.. .. tol~rJ_~~_~T IQre .ventualll alla1.~d to participate 
. '.. . ... ' .ec:f.~Pf~u IprottCol' (&nart""', . 

follc.~d D1' oftt£Onth WGsh.out -,,,"toct in sou 
~tfti1ts). 

To be 11i~1blet p.2tients were rt~i~ to be • "lSt 18 181" of Ig•. 
In~ 1'':'1 C:C-<:efined AIDS or ac!Yilncad l:: wit" unexj1h,r,od weight . 
loss> 10: or> 15 1bs or dcc:r;;ent~d r;l:Cecutlneous c.nd1d1~s1s. 
Patients with Ale and patients .'th 13~osi's sart~ IS thetr onl1 . 
CJnifestat10n of AIDS were also required to be SJ2:==at'c and have In 

. .,~ absolute T4 count ~5CO/~3 and c~tanecus .n~r9Y to four specified . 
~nt1sens. 

Patients wera hospitJli:ed for ttl tntr.venous tharipy (2-4 weeks) Ind 
were seen twice v!!tl1 IS outpatients vh11. on uril therapy during the 

.... -. " . 
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IDA 19-655'~· : .. ":.: ':',," ··~"..~/·:·:..~;"·5'~":-:~·~ '.;: 1~:-::;-~r..:~~:~.}";·i":~:~~.·~~:·:··~aS~·:11~·""···-
. . the first , ~ks 'of ~~~" st~d;.' C1 'tnteal and lItor:l~r1'plr~C3iarS "<:', " 

were CJjnito":i closel,. Blood was obtair.ed for HIV culture bhRett,.,,"':''',,:'' . 
L;;':l~:'~c.Yta subsat '"11ys1s us clon~ CQQkly. Ind sktn tosts placed" <~:-.,'.~:,,' ,
C';nt:'l,:r. For pationts ccnt1nuad en e:runc:d ther;P1. sfalla.. ·,' :" .. 
p.1r~2tel"S car;! follc~td Oft I SC::2w:tat le:s fret;uent baitS. ;)11. . ;:':-:';"<;"~'~~ ::,"";"'~ •

" 7 ': -- sponsor s~ar1t!d the dIU frem this Phue I trill .IS. ,,~f.·~t~~~·:;.·· .. 
Vt~~. >.~ ._. ut~~for the ~K~~: '~. .~" ._.' '. ;"~;~f~:· •.t}7,~,,~.\~~~}.'· 

.' /',' B. St:!~y PoC'"JhUcft:"':"" .. ' ,,:." :'-"" ':'~ ,;. .'" ·c" .. 
" " . 

Thirty·t~re! ~at1onts wal'l enrolled tn~ the Phaie I AZ~'. Eight
patients, including feur wbo dted, (as of a1d·Sept&:bar r,,;~ are . .. 
p!r:::lncntly itsc:ontinuC!d • ~ccnt1r.ulng pi3t1ents are be n9 .... ,," _.. 
son1tored It on3 o~ ttlafollc'lf1ng fhe cental'S: '_..: 

r~·" . , 

eator ~. OT ratHm:s• 
. -. . ~ .. 

Or. S. 8roder ~~t1or.~1 C:ncer Inttitute 
Dr. D. Curack Duke University ~Qd1cal Cent~r 

Dr. J. H:~tltcn Yetar;ns ~1n1str;t1c~ Rosplt&'

Dr. M. ~ttl1e~ UCLA J.;~d1cal Centor" .... 

Dr. It. Fischl .lad.sen Kecor1al Hospital ~ ". .' 


r!~. of ltients ""0 ar3 e3rt:.lnontl y eli SC:Cl"It1r.f.:e~ fre:'J t"3 str~~ • 
.. . 

T~~nty·n1r.3 of the 33 ~ticnts ct~ "~r3 enrQ"cd in tt.a stcdy.wart 
1~$1~ncd to cna of t~3 five ori5~r.Ql 1ntray:n:us/oral ~o=Q grcu~; for 
phar.:ac~k1n~t1c st:d1o,. T~~ntl·enQ of tho~a 29 ~:t1'nts centinue to 
reeeive oral AlT leeording to I ~'1ficd 'o~1ng regi=~n. th; ~~st 
r~:3ntly enrollt~ patients (4) .era entartd into the second Phast I 
protocol and did not receive the initial Intr:venous dosing•. ' .' 

~~srlph1c data It entry on tho 33 F~t1ents ts 15 follows: 32 ~ltS, •. 
1 fE=~le; 2Z AleS. 11 A:.:, I~~S l~~S yc~r. w~th GEan of 36.3 leal'S. . 
28 wert hC20sexual/bhexua1. .:" . .. ", .;.. ~ ." " 

The distribution of absolute T4 counts It .ntrl was IS follows: . 
. . ~;'. . 

"" (lCO/c3 • 21/33 (16 AI~S • 5 ARC) " ..... ' 
100-500/=3. 11/33 (5 AIts + & MoC) 

>SQO/ca3 • 1/33 (AIDS) 

tveHIV 

Of th, 22 AlCS patients. fourteen h~d recoY2red f~ PCP (including 4 
....0 Ilso lwad 15), 7 ad lS without I htstory of 01, Ind ona hid a 
history of cerebral toxoplas:osfs. The length of tl:a b.~.n 
dia~nos1s of AIDS and entry into the study ringed frc~ on. month to 33 

. IIOnths wnb I aean of 8.8 IIOnths and I ud1ln of 5.5 months•. 
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Ot" t::3 29 ~ltiants in tt.a p~~r::co):tr.3t1c study. In but tha first 4 

~tients rEe~ty~d enly 2 ~c:~s of 1ntr~ytnc~$ thar:py fol1G~d b1 4 

~33~' of cr~l AlT It ~{co t~~ tr.tr¥vcr.cu~ (OtQ. Tba ~jor1t1 of 

pat10nts (25) ccn:Ented to c~nt1nua AIT tb3rl!~y IftQr cc::;»1cUr.g thl 7., .~;. 

orig1r:al G·~QE:t (os1ng schedule. C!trentc oral ~os tng CAS fref;uent1y , ..<~:< 

GOd1f1ed for e~ch p~titfit accarding t3 thetr re~~ons. to thor;P1 (but 

not Iceording to preset criteria). As of .id-September. 2. patients .~ .~', 

were conttnuing to receivl AU tharlpy Iccording to the foll0.fnl···~:_<~;:.. 

reg1C3ftS:. '. . 

. "~, 

~. Of jlat1entS~";" .....::.:~ •.. r;.::.!,;'c.';-;: 
.. 

SC'Q Ie; q 4 hr '1 

250 &:~ q 4 hr I 


. 2E 0 r:i q , hr 1 

250 ICg q • hr 11 

250 c; q 12 hr 2 

lC~ c:~ ~ G hr 3 


;.leO C:) 1 8 hr 1 

Accordtng U tht s~nsor. the tobl din, dose for these 'patients 
nn~~s f,.....:1 ~O to 30GO &:g with. cean of 927 cg. Thatrdany dose fn . 

' ....... E.l/tg nn~s fr= S.& to 33.0 IIg/t; with. aetn of 12.8 ag/tg. . 
Guration in the study for these Jltients (.s of atd-Slpteab.r) ranged 
frc4 4-&3 w~,ts with I r:~~n of 33 weeks and madian of 3' weets (they 
1::11 not h\Sve recetv!d AZT for the enUre duntton of their 
~arttc1patton. nowefer). . . . '. . .:'.<,,. ... 

.:. ~ . . . ,.. ", ':.. '~.' 
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The hfsflest close of UT tolerated to 'ate ts 1250 ~ q .. 11 (2 Pltfents :' .. 

for" veets). lbe M~hest dosa to1entecl for the lonsC!st period of ' . _ ' :, 

t~ca ts 5eO rt1 q ( It \ t'.o:o paUents for up to 20 wr.!ots wU!hlut ',: -, 

toxicit1'. The 40se reg1:en whfch ••s been ld2tn1stared contfft~eusl~ ,


" ' 	 for t!"~ lon~3St duration ,. 250 .g ......... (One paUents for 32 weets 
witheut toxicity). As un ba seen f~ the chart .baye.eleven of the . 
(4 patiEnts still on thenp1 (.5 of aid-Septe=er UeS) were on 250.g ,> 
q 8 h. with 6 .t lov~r cleses .nd 7 .t IIf,her. ";.. :, '.. ,,':_-:':, . ". ,~..:.,...:. .... ": 

.. '..- . : ,," ~.', .-. '. ~. ~ .-- ....:,...... -~- -... ; ",-:'. ·:..~::·.:'7;·~....~""':~·1:· -:.. _ ......::."? J"'" "';;~.-.~ • 

;' .. : D. Stdv Rc!sults ..', . , ':._,; .~.;; ;,... ':<::;'~-" 

1) Fharclcotfnet1~s' .~' .,' . ',':", , ':' ",:: .-w,.' 
-	 • ~.. '- .......~ .~:" '7 :.... • 


Th! .,h,sr:::c:lktnattcs .nd or.l bto~vllnlb1Ht.J of AlT In AIDS anel :'~ ,) '::: 
AAC patients "ere evaluated .ccordlng to the fo11owfng schedul.: "',:, -, 

-	 • 10 '_ .. 

'~ 

, :: : ',:' ~~ }~: :~ .~.-':~;,:;i~,~~·\'-':~·.:~ ',~~'::,~~~, . 

ijl"OUO f.ut1cntS IV c~se . ur~1 uose-,-:-t 1.0 IIg/kg q 8 tar 42.0 1e9/1i9 q Thr' 3: 5 - 10 2.5 ~O/kg q 8'r 6 5.0 cg/kg .. 8'r 6 
c 11 - 16 2.5 lig/l:.g q 4'r 2 ",: 5.0 egA, q ....r 3' " 
D n - 23 5.0 E;/kg q 4 hr 7 "10.0 lio/tg q 4 tar 5 : 
£ 24 - 26 7.5 c(t/I:.q Q 4 Isr 3 15.0 m"/1:, Q 4 IIr 1· .,.,' ". 

\n) • nU~Dir Of patten:.s pM)Ualng pnU'macounet.lc GltI.,:,.. 'c' ~':"'~"~"<: :;' 
.. ___ ".' . . i 

-Fo11c..,1r.; t:-.2 er.d of tntr;yeno~$ 'nfuston:, AIr P1l$::I ,.,,11 -,,', .,' ' ' 
d~cayed bie:~onentially. fndic:t1r.g tt:o-cc:~rt:::nt~l' -:'. 
phar;:;wco~ir.et1cs. TI;, 1:2~n AIT tt.11 f-Ufo (t 1/2) It .11 cloSt '. ,. " 
levels fcllc;:ing tntrnelicus and or.' .ctnistflt10n was ' .. .,.',. 
1~"rQxictQly 1.1 hour. AlT concontrlttons tncl"CGsod ,., ,- . ' .,.: ~: .C·.~ 
p~pcrt1'nil11 with 1ntrlvoncus and oral dostn; wtthin the fan;3 of . ,." 

1.0 mg/kg q &h to 5.0 cg/k, q 4 hr .nd Zag/kg q • h to 10 mg/kg q 
, 

4 h. res~~e~tvaly. tndie~t(ng dose.tn~Qpend.nt ttnetfcs. Hcwcvlr,' ' .. 
a disproportional increase fft peak concentration (t=4X) Ind .ra. ' 
under pllt=3-concentr~t10n t1~a c~rYe (AUC) occurred tat~~en th. ' 
S.O and 7.5 lig/kg q 4 h ffttr,vlr.:)us .nd th.,O.O .nd 15.0 at/tg q 4., ... ' 
h oral dost levels. .....!'. . ,.:", " .' _, 

:...~ .. . ~ ~ ':: 

-Tb~ Itljor plu:sa end u"fn~r1 cet;~l itl was fC:enti fied ar.d '. -~ . 
characterized IS S'-gluc:uronyl azi(nth.)iilidine (SAIT). 1l'.. plas::a ~ -<, 

leYels of t~t$ fnnct1Ye catatoltt, wert .pproxf=~t~ly 2 tG 3 t1~s 
t~a corr~~~r:.!1ng AIT loyels. IAZT wu raptdly cleared froa plas:u'
with I half-lifo of 1.0 hour. Following tntravenous AlT 
.'=1~1str;tf'n. approx1CJte1, tc: of t~e dose Is txcrated unchanged 
t n tM urine ancr about 60S .s GAlT. '_ .'. .,' , 

-Tba bfcAvltlabilit,.aS .pproat..tely 65S fol10wtng oral' ' 
'Qinhtration of AIT solutton .t doses of 2 _,/kg to 10 _g/kg. " 
Based on urinary recovery d.ta Ifter or.l dosfng. t .... less than 

, co:plete oral btoavai1abl11t, is thl result of ftrst-pass " ~., . 
'. 	 mt3bol1t:1 rathar tb.an tnco:ap1etl .bsorption. Pe.t ,115:11 1.Vlls 

gener.ll, occurred .t 0.5 hours .fter doslng. lndicatfng r.pid 
.bsorption.... There was no signtftcant Iccumulltton of AIT during 
tha q 8 • dostng Schedule. . ".- . . '. . :' , 

.. 
~.. 

......"'. 
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'. 	eThe bfc~vanu~nlt1'of t!'4 Z£O I:\) AIl capsules 1QS ., so .valultC!d .- ,'. 
~urlnl t!:~ F7".::I~a I study. Fhea ~thnts r¢~21Yfng cr:a to fhe 2S0 _.' 
r:~ m c.:p::.;lc!S every 4 t::.trs 1HtI"Q, studfC!d. 17::r e:t:nt of '" _~:'::., 

. '. bfo~yaf1'bnlt.1 of tl'l~ ZSO 1:] c~psules ranged fr'C2 52 to 75S 0" the-:""',: 
(:):;:1 cfth • I:!~n of 6':!lCl (cc=p~r,~l. to tt-tAt of All tft ~.. ..' .~": 

. solut~c:11. Th~ c::cn tlQ to p:!.}k p1;=l levQ1s for tha fhe __ .' 
, " . ! 

, . '. p'3tiQ:1ts roc2tv1ng AZT c:p:ules was O.S5+O.42 lIours aftar dosfng "" 
:., ....... -:...-. ":. 


....,.--. ".- ..-." hJ1Sr.t1, grc~tar thaft .fur AZl solution tat!ft orall'y). '. ~ " . ",," -
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i lOA i 9-655 ~~;.~:~~~'~;~!11~~ll:~,F.~ ;~ffnJ:~:~!;:,~~O:!~~~;;~~U"", ! 
, ., I:!J AZT c.:t?$:.alel IVC!17 .. toeu" t:QN studted. noa txt4nt of •• ,',t, 

btcavailab11fty of the 250 cg capsules ransed f~ 52 to 75: of tha . 
C:C:3 ..,1t:. a C!Qn of 64+1GI (~e=;:;r;ble -to t~t of All In '-_. , ',' ' 
solutlen). The c::!en tTCI to PQ~k pll!:3 leyols for thl fhl :: ' , ," 

t" 

-, , 
, 

p3tfcnts rec:!1Ylng AZT e:psutcs ".lS O.S5!O."2 lleurs after dostng' ':',. 
~sl1,fit11 greate~ ,than 'f~r AlT solution taten orall1).,," . It' .":',: 

- .. ... . -:,,- ' ... ,.\ 

-AZT leyels tn carebnl spinoll fluid haye b:lan .YI;u.ltad' 'for' s1a:' 

I 

;.

'I patients befng follo~d at tha f:.ltfcnal t.lnc3r 1nstttute ....;.' ,: 

Overall. the dati tndlci.ltad tbt th~ CSF leyels of AZT It steldy . ""',,', 

state aYer;~!d 50S of pluc3 levell., 

. ." . ~. 

Z) 	 Safety' t' 

, . . "., . : . ,. '~-;~;~~~~: ~~ :.~ .?:. 
·nine of 29 plttcnts who recetved fntr~ver.cu$ t~~r~py (' for .. ',',~ ".:~,", 
weeks and 2S for 2 1I:3cks) axper1enced hG=~tQl';tc I<!ve~e Ivents::~-",'=' 
(entaia. leutQ~3n1a. or neut.ropanh) wbtl. recC!tvfrig IntrAYenoUS "'-, " 
~lT tft all 5 ~c:a Groups. Tta 4er1n1tion of ,"c::i., te:.atoptnia. t',: '.,":>,'",::
and neutropenia varted Icng the fho InYGstt,ltars. Sfl "q-..ired' ,,~ ':,' 
red cell transfustons. AIT w:as t,;;:p~rArn, dfsc::'It1r.::ad tn = ' "".;
ceses and ~l"'C4nent11 dtsccnt1nuGd 1n t~~ p~t1Ents .ftar ',.' " 
d~ve1o~nt of aricat.. Fhe of the patients c1~..clc~d leukoptnt•.,'. :'.'~' 
arod four deyelop~d r.,utrcp~nia. 

·Flye Fattents ex;~rftne~d ne~rolcgtc/ps'ychtatrtc &~VQr:~ eY~nts ' 
dur1ni 1ntr;venQu$ All 1~1nistr~t1on (tncludin, t~o ~~t1ent$ .'th 
he:lc!ac!\as). Eoch ~tiGnt "~5 In a different IRtrivtr.~~S dOlO ' ,"; 
group. T~o Of the patients eX;3r1Gnc~d .n:1ety rCuctlons .ftar 
12·19 dlYs Oft ther£py and AIT WAS pe~nQntly discontinued. The 
fifth patient elp3rlenc~d a severe dY$tcntc r£Acttcn "hieh ••s ' 
suc:essful1y tre~tGd with Senedryl Ind YaltuQ ltd did not rec~r 
during 7 addtt1on;1 dcys of AIT. Ont addltton;l p5t1ont
experienced nlust. And 'Gatttng whfch requtred trelt:ent.·. 

, . 
a' 	Oral AdQinfst~aticn of AlT (du~tng th. st:.e~t pharmac,kintitc 

stuGy) "" . 

" ~' :~ .~. :

-Mversl exparten:es sost freC;:':Gnt1, r's:orted during thl '.eek ' , ~ . ' 
dosing perted tnclu~~d he~tolog1c Ind naurotGgtc .vents •••• 
• ft~r ••e~ts of ~c$1r.g. tt.3r~ ~JS I atld (~~~rox1~t~ly 1 ~/dl)
cSacn::s(! In bs::J;lobln across .11 dau groups. At .~ck four, the _ 
'b~lute n2utro~~n C',gnt h~d c$ecrea~ad in t~2 5.0 r:S/ky Cl .. II' , 
I.Y./10 5;/::9 q , II oral dose group, ret:arn1ng to non::al by I ' , , 
.aIls. Platelet counts graduI1" rose in .11 f1" dose groups.

l2uroloile/psychtltriC IYents deve10~ld tn three addttional -
' .. :. pattents durtng t.ba or.' pbolsa of th2 6 weet phir.aacoktnlttc

study. As11th patient cc~ptllr~d of fel11n; ·spacey- and 
Inxious but no treat=ent was required and S~yte3S resolved on 
AIl. S'ml1arly I aild headache and I severe headlche tn two 
additional patient.s resolved on continued AIT without specific
trtabent. 
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- IItA n..'555 ' - - , "::'U;?,~~;jS;;C:::·"?l~:'~.';'>.Pl" 11'<: .. 
'ClfnfC31 fv,11uat1cn 1r:c1uC:Qd dafl1"to'ceett, Is:ess=nu'Of 
sevarll !cb;ect1vl S!~,t:zs. According to tt.l s~cnsar. t~a east 
fr:~:ent~1 ra;c".:d s:~~te:s fr.clu~~ a1ld to soderata fat19ue 
(10 01 23 plt1enu) and bCQI'!I~ha (17 out of 2S Pit,~nts) •. ~ _,' '."~ 

. , ".1....... ,,", - :'~.. -'( . • .,' ..... - .... : ::"'" " ~ ••:.. " '~.: ." ~. :.": : ~:.f.J:"? ~/" .":.r:;!.:~!:~.':':'.~~' :.:-:';':"'." .....>:-'.to>

':''':~1<" • "',:': . _I:. s~::~rill, fntrilvar.cus ir.d onl Icfnfstratlon of m tS"r1ng ".' 
'.,! ','.:, . t~3 6 .:~~t ph:r.:::cat1r.~t1c st::!, -=:s -=all tolerated. "~t1~nt .' 

(~-:;~lc;::j t'03~t1c. rt:;:ll or c.;reStce dysfuncticn tr-~t could ba, '. ; 
.'.'~-.. ". '.' at:r1e~:::1 to AIl. Ttl c=~t frequantl, re~rt<!d adversa "-"', ... 

. ;.<	..,-::~;:;~-~>:~:'. ' '. .... e::;:~rfc::el2s ..-3rt hc:-:~t~le!lic In r.~t~M!. $eVEn patient: n:cehed ' '. ' 
<::-::,~ :.~ .... .' red blc=d c;ell transfusionst" response to poss1ble drug related ",.

Ine::stl.- ' .. :. : ',:' '. . .,..: '",,' , .. 
.. 	 . ... __ ...... __ ~'F:." .. ,. 	 " 

b) £afety ftn~ TolQr~r.:e of C~ron1c Oral ~~fnf$tr~t1on of AZT 
.

, ·Af:~r cc::~leting th: original I wQet ~ostng SCb3C:;I',,' ,. 
twenty-five ~3t1cnts ccnscntad to continue! In ,'dtt1on~1 , to 12 ::. 
conths of or~l AIT therapy. Feur n<!w patients (~t'.o dtd not' . 
rce~1vcd the iniUal 1ntraveneus d051n9) c~r. s"tored tnto the ..... 
trial sd:oc;:::nt to tbe! I w:ek phtU'£tcok1naUc stud1 .~...'. . _ . ,,,', .. 
c.'tront c oral All dos1n9 cu ff"Jc::~nt11 ::d1 f1::1 f;r lach" _.' ~'" .: " . 
part1ci~ant according to thair re:p~~.s~ .~ t!'larap1••• , , .... _... ~':.',~.. <. i ,:;:,;':~

," '. 	'. 

'-".,.:e' C~!;t frQq:.:~r.tly rc~rtod '&eEverso ex~r1C!ncas C:ur1ng tt'.a· .' .... .. 
e:t2nC:ed c!os1r.g r~r'cd .:~ra bcatolog1c tn nature Ind CQias1stad_,· .. . 
of lou~o;~nia. r.:utrt~:n1l. cnc:ia. thrc:~c'tc~~ntl. and 
tncr:;t~d c~~n cor~~tc~lar vol~1 •••• It ts difficult to 
corrol~t2 ~lvclo~:n: Gf cr.~1a or ct~Qr ~~3tologtc 
Ib:,:or::JH:'ic~ t~ • s~z;'1fic '0" rcs1;:i'ii' or chrontctt1 of ~o$1ng ". '.'''' 
dt:~ to s~~il1ft':nt Y;ri::b111ty lceng t~ p;rUcif~nts in terms of . ; 
~c5ii.g ,r.;J ~ur;~1cn of th;zripy. Ho\iillver. "CitO 091C .. ' --: 
abr.orcll {t,1Q5 Ciy bQ related to .sosa Ind durat10n of lhar,py on ,:" .. '. 
In tnd1vfd~~1 bQ~is •••• In c:n1 c~sos, bC:Jtolog1c toxicity .IS· 
not ch:lr;:tari:ed £$ I sint'. ,bnor.:::l p.:ar:C.ltar; rltl1.ar. ., ' 
p,atiorats ..ould c!a~31cp &n;.~ia 1n con.1~nc:ion .ith leutoponia. '. ,.'~.. " 
nel,ltrc;.:;nia. or thn:;!;)ocytopanta •••• This sug~tsts bone arrOw ~'!'".-:::-:,.: " 
dc?r2~~io~ by AIT. Five of th3 Fit1cnts tn the Phase I st~d1 bid, . 
cn~ or gre b:na corr:tJ e::~in~t1ens FQrfol"l::ld .... Tho ow.rall- " 
c~1lItt.rit1 of tt;~ r;:rrc':t: was descrttc:S IS r~ni1n; fora nor.:al ,' .. 
to ~~ratal1 h~~cellul.r. Several of tbe ~rrcwl ~hcWad ~rked ' 
er~~ro1d hy-~~lt$1. ,cc:=~3nic~ by I Eaturation defQ~t presumed 
to t3 C::llcJl~:t1c •••• [lev;n out of t¥2r.t7-ona ~~ients had 
~~c=nt::d eleyat~d c~t:n cor;:t.:trular vo't:::.~$ (he'l) during the 
I~t;~~~d t;$1ng par10d •••• ' 

-In .11 C!SQS of pa~nant dtscontinuation of AlT therlP1. when 
b:-:~'~3t: 1t.,o~l1ties wera prasont. IC:!~1t1cn~1 .vents s;ch IS ' 

.' 	 prc~rQsstea of Ia~st·s sarcc=a. onset of serieus opportunist1c 
tnf~ct1cn, overill' ~~tariGrat1oa tn cl'n1c.l status, or ~ttent 
re~~est f~r re:oval frca the st~d1. contributed ~ ~~A decision 
to 	w1thdraw AlT therapy_ '. ' ' , 

-Sivan patients developed laboratory evidence of liv.r function 
abnor211ities during the ccursa of AlT ata1n1str~t1on.· lone 
were c'earl, related to Ic?'ntstrat1on of An•. 

http:rltl1.ar
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' .. 	 ::.'. . :. -:,~··.;\-·Thre. ;eurolGg1c/Ps:chfatrfc 'ycnts were 'repo,....ed ~:.tr1n!J ttl, _:. 
. :' ~ utanl!~~ C:c~fng Ferfod: .nd dftcr1entat1cn and cl1ffic:.tl t1 .. :,'. 
. -, c:ac...--nt.-:at1cg t. or.a ,atfcmt .~tc~ rasol,C!d whtl. Oft tho SQCI ;-: ;._. 

~:~ of An; .~1":1't onset of exprossho Iph:sfa. at.u11 and '--::r.'-':" ..... 

..: . ; t.rt=rs fn ~r.ot.':ar patient wbich resolved witMa 24 Iac::rs of -:.: " 
, ~ r' - :', .- -' -- lso~p1tal1:~t1cn; cc..~lafnts of feeling anxtcus .ltd 'S~C:tl' 1n " '. ". 

Ir.ot.~~r F~tfGnt an ~o occufcns, not recr.l1rfng treat:=!nt. ~;,.' .'. 
"',ot~ar patient cc:~1a1ned of d1ff1c:.11t1 c:mcentnt1ng and i ~ .. '-':':., . 
. f1ft. .. re~rtt!d 1nsc::."I, cn:1oty end a fee11ng of ·nc:-~ness',--:::. ,-: ". 

;~'~:::i:-:"- ".. ': but tft.!SI! evants "ora not ro~~rted IS Idve .. :a drug e:~r1ences•. 
Kane of thasl! p~t1ents care pe~nently discontinued frC2 AlT 

.' ~ee:use .of ne.urops1cMatr1c cc=pll1nts.. .: .:-'.....< ;,: .. ' >'. 

_... 	 ". .. -':' ." ~~ 
. 

·Tv~nty.f1Y~ cut of th1~y.cn~ pottsnt$ re~rted ai1d to severe 
flti)Ve It sc:a p~tnt during exter.'od dostng. Th3 severl . 

:..,' .: ....• -;, .~~. 'ltigut was re~rted by three p;tfGnts, with ~:!tar1or;tlng :I 	
, 

clinical conditions, prior to thatr C:~ilth. I\;lh1u Ind lethar;,.,.;.:::::!:·
(21 Ind 22 patients, I"Gsp;:cthely) ..:\!rt the secftnd ~~t· . ":. 
free:uently rc~orted sy::ptohls follewed by lou of a~patttl (18 ,.:. ~'. 
patients). Io;;lnl of thase '.J'l'Ilptc:as ..:ere present prior to " ..' ~ ,: .' :. 
InrollGent tn the study.· .. ... .;" . - .; • 

. -c In' S~'~)"1', tlla sponsor states: -n.' ~~~~~~~:'.:~;~~.:~ .,,~,-'.' t ','.~~: . 
. eYonts, wnic" are ccns1C:ir.d ~ro~b1y related to study drug (or
th3 ralat1cnsh1p t:~S untnc:n), .are hc:Jtolog1c cbnor.:allt1es, 
~rt1c~1~rly an~21a, leutopgnt. Ind nautroP3nla •••• for ~ny
of t~3 pJti~nt$ ~ho (cvelo~d t.;:~tologtc Idyor:e e:~3r1Qr.cai, a 
toler~~a (CSt of AlT k~S Isttbltstad Ift:r GO~lflcat1on of 
dc~1r.O or t;~~or~rl d1sconttnuGtion of study drug •••• onci a . 
tolerable AIT dose v:s detar.;ir.Qd for I p~tlent, tha nu=ter of 
~£=atologfc events dacreased for thAt tndivldull. 

3) Seonso,'s ~'31~1s of [flittcr (of Ft.!!! t st~dl) 

-ncr or1;1r.:1 Fh~~o I study WilS destS:'l~d to tr.cludl the monitoring' 
of a ft~::2r of ~tonttll ~:sures of clintcll response, w1th th' 
understa:1d1ng that no daffn1the Insv:!rs ret:rd1ng .ff1c~c:y could --: 
be det2rtii~d in the ,b~enc:a of I control group. 11".. -,ff1c:C1' ,.":",' . 
ma,H-uras tr.:l\OcSed 1c;roved c11n1e21 sbtus (o.g. waigllt IItn). :' '.-::", . 
• ,1a1nit1cn of ,'rus or decroas. tn tht &c~unt of dat~tlbl1 -.. 
Y1"',:~, .:"~ tc~rcvt:cnt in p;r,caters of is;;;;::"nl functlon (,.g. .-. :., 
tnCr83$3d in Ib$olute nu=bar of T.hl'~~r calls Ind re~ct1y~t10~ of 
dalaYGd cut:n~o~s bYP3rsensftly1ty stin tests). sc=~ p~ra~~t3rs. 
s\O:~ ,s Gn~Gt of o~~rtunistic tnfectlens, C2~ 1denttfled 
retras~~ti,el1 IS possible &alsures of .fficacy Ind were entared 
1nto tt2 ev;lult1on of clinical rls;ense. All .ff1~C:1 para~eters 
wert c:n1t=red dur1ng tha , week phar:ac:ok1netlc studl Ind, 

.. ...:." ~-.,;: - continued durlng chronlc oral AlT dostng.· , .. 
"  .. 
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. ._ .. ~. ~C1:~f~1..Stlt:l~. '::: .',:~.'~ : ". ~.. .L·:::<ti~~l~~';: .'~" i .• :;~t::~:{ 
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' 

" , -Tt:-::Stl-n1r.3 AICS and ~C ~t1cnts parUcfpJatocf t. the, ',;,:," '.', , '; " ",.-,i 

I ", OriC1rtJl a::-;~l"C.:cc::ir.~t1c Stud1. 5=3 f.:;ranmnts fa '~", ,~"~:,, " 
.", ~.~ , .. ' cH=icJI St.:tCi ~~ra o~t.Q"£d tft thas. paUcaU. 'Tbtr-=eo ,'.c?'~:":': 

~. ,":''': .. :~.'. ·c~t of 'I AICS ~Uent.s btd ~f~~t g~ins _:.tcll raft~:!dfrc:a ;~;;:':":;~~~~':" 
, :-i;,.'~,~~,:~\~:, :- ;: .. ', 1.0 tg b 7.0 tg wfth a a::~ of 3.3 kg f'Ol1C'Wift, ' .. 8 weeks of,. ,:.1 ',:':" 

, 0,' ',. ',' k-r Qsfng. 511 out of tQn J:1C ptf,nU I&;d tAt slit Ilfns'-:~;:i.:~':::;',\",~-~ 
, r ,,;:'~:. " rar.ging fra '.0 kg to 10.0 kg .ttb a 1:2&. of 5.3 kl. '. :7",' ~,:~~",~~" 

* "". _:.."...:~O .._~. .'~.'. -_~. 

Os .-: 

.....~<:. ~-:- !" , lita°Jar:.l p:stfcnts ra~rtQd ,.e$~'~tion:'~f a' nc:k..' 'of- Hn" ~- . :":~; .' 
'f!"". .. ...... "' -~.. .- Infe-ctiQn associated sy=ptc:s such as alais'. fatf."'I, loss~' ',; 

.' ;;  of .r,;~3t1ttl. ncute•• etc •••• 511 ptfcnts l'C!;::Jrtcd ',.~, ',:' " 
ret:ll.it1c:I of favers or n1,ht St:~~ts or st~fficlnt ,;,_: 

'. ~ .,' .. ,. Icprovccilnt fn th~fr sense of wall bafr.g. In additfon. two " . 
patients ~d sp:)ntaneeus cleerinG of luaUwd f&.in~l. " 

, fnfeeticns and Oftt p:t1ent ~d an tc:J~rovC::2nt fn SQ¥er. ':;'; 
'" . ',.c!~bfl1tat1ng aphthous stC::ltfUS In th~ &tsenca of s~~tf1c' ';,,
,,' tt.erilPY. ~l.Irolo51c lr:pl"Qv£~nts ,",rca c~$ervGd fn two ' ',-,- !.." , .: 

~ . FJt1entJ. 0;:3 ~t1ent Il;d sp~nun~:::s clclartng of p~r1ph.rl' :." : . . .
nturot:3t:tl whicb Inclt.:!3d 'o~2r Iltr'_ftl wGtr.ess &n4 .,,' ',' . 
dy:ost::asfl • ••• ~,ot!';Qr p:titnt, wUh HI\' a:coc1otc<l ," ""; •',a 

4;::r.tia. h~d sub:t:nt1al lcprovt:~nt 1ft ~'tlt10ft followtnl . 
I ~::~~ 01 AZT ~c~ir.g •••• t~;:1 ~T ¥~s .1thdr'~. thl . 
~tfC:lt',s J;;fiUl fl,;nc:t'iQn '!!t;:riorated.·. '_ ' 

'. ~ "'> • 

. ~.. .. . ',. ,..;.. .' ~ ~-':'7'" ~ 

. ,'.-" 
, > 

·T~ant1·ffye out of 27 ~~ttents wero In:r;fc It tntry tnto 
. ,:- ' .. "" 

tha $t~d1 •••• Fol'c~ing I~~rc;1c:tel1 I wcots of AZT 
(:$ln9, , out of 17 AIDS p;ti~nts and 3 of 8 lRC hId. 
~~it1YC rt~p:nz~ to t:~ cr c;ra skin t~st .nt1~~ns••" of.".::1 Ilso hlld an tr.crcase 1n thai r nL.::'er of, T-helptr calli 

, ~uring the s..-:a period." , .. ' 
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t;~lp~r T-cell 'tlL:QS for tha ·off drUg- a:~rtod h::adiltol, : -:-:' 
follc'lI1nO til:! tnithl 'c;ets of AZT cS05tn, .... lwal1&ble for ..' , 
13 of th3 23 ~t1ents ufo":) tl:d :.n inetEtl51 n helper-Teens. ': . :'" • 
In .n 13 cases, tha nt::ber of helper-T cells deerus.d " _:. . ' 
(iJring tha off drug pariod.:.. .' : '.:. ." •. > 

.",".. _~ ..:-~~.:. ;:'.: '-;..' ,,:,~~;;'-i:,":.:"-:~· -.... ·7· 

. . ~ , . :... 

;,'; ,Y ",:-~"-":...-", .. 
" . 
'':" .-.. ;.: . ~. 

.. 
..-: 

..;." .' 

Fc~r ~t1cnt~ (~vele~td o~..~rt~ntst1c infecttons dut1R~ t~~ 
initiAl 6 weaks of AlT cSGs1ng. su~rized in t~, chart b~le~ 

:. .' .-':.: 

.. ..., ........... .. .':''''..,..... . c.. _ .1I.'Ii:"~ 1:1:;("'';;'' 

: 'C..,..,1,:!::r' 
. S;.:aft"ll.&.:(.
~ 

•• ~:'lt ...... ""'"' ..... 
.:. ...-=-.. ;....;.~- i..' . 

'. Ca.-=-'" 
~'..;;J • t..:c.:::;J ~-:;"'1 

::."" c.~ C"";"'~..;::I ~:;.~~2 

»t..,. IC~:--S 

,~~.._::::t .-,~.. L-::-~.::;J . . 
. ~- .... "" h'! c.::-; • -:J 1.:;::--,~r ~.....::~.... • . ac:.:"'1 ... ••• ... . t.::-.-r.:J 
.:5:., • t;.:t:;;1 c.;.-::,a ';" . J ,e:-A ....t': 411r.;;i"..;nUilS: ~~- , ..-'. 

'" ':.;Tba first and third ~ttents continued on AZT whil. being 
..trcat:d for thair 01 and tha second had AlT tt,;PQrari'1 . . 

discontinuEd due to In~il. 

-;"'''1.111515 of tha blood S&::p1es collected wett.ly to bi.~ek1y 
for HIV cul tun bas not been co:;pl eted. ' . 

. " ", . ~ 

·t1c:s:~y results for~intlrf.ron ley,'s during the Jnittl1 
60 to 8 weeks of All dOSing Ire .vailable for I patf.nts.
fhe of .~ had positive titers C>12 IU/al) It .ntr1. ' 
Following 6 to 8 'leeks of AZT. feur of these ff,. patfents
had negative (4(4 IU/al}=(:1nterferon titers, sug;esting the 
possibl1 1ty of I drug effect.·~. .,',': 

;', 

-.. '-: . 
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, " 
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<. 	 -%:t' st.~('I"1. follC':rlng " b D ~d:s of AZT dosir-g.' sc::a p.attlftts ':.' 
Iud c2~\irablG 'E:~r.:tyc~.=!flt. tn I ,u,"!:'''ar of pote~t.1al &:~surn of . ...., .. 

. clbigl "$~:t!a •••• In t~3 &~$cnc~ of I centrol srouP. t~ta . ,':~, .. ' 
. ~$1t1t;:t cHaic]l ,r.~ tc:;".;r.o1c~1c re~~::~(!s c~ld lOt. M. ~.fllliUl,.,:;i.::;'. 

. 	 Ittr1t;,;;,,::~ U AZT cc..tnfstrat1cft ••• ta tf".a ,r:~E~a of ';, -'::':'~ ,': .. ., ••.:. . 
11 fQ-t!':i"C~::"1n~ t.:=1clt, ... t=;ro~m"'nts ... war, luff1cllftt. _. - " 
er.:;:~:' b t::.rr:.nt CQr,Ur.:,,:ed m cl:s1r.g. -,~' ... <' .~ .. ', ~;~-;'~';' '-~'. ......... 
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..1. CHo~Cll Status .' . .,'" .. - ~- .. 
.. ..... -!; .• , " . 
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. '. , ."'."'."~. . 

~r1r.~ c~rcnfc or.:l1 c!C$1r:g. & of 11 I.:C 'F:ttonts Ind.' of 18 . :,~~~,-" 
AiCi ~ltknts t:1ried .~1':lt or c1nU1ned w:e1sht shicll "~I ., -. . &:5"~1~:..:;.:rlng th3 !"1t~Al r!;;ts of dcstng..Tbe ra::aind,r t ,·:t·~ 

....,....r.i. ...... d • n.t 1c..$ In ~t~.t. . ... . ';:" . ..'7.·':J . . -~. 
• 	 ~ •. " ._: __ , . :"1''"' ::. ~ 

C;i~ r:3t~C:lt. l".:d s1~lftc:nt tc:;:royc::ent h "IV Issc:,at..-d' !;.:'. ~,-,~ ~ ,. 
r.;:';l""~l':;ic c!!ozfi.::-.:tic:I c.ft~r ",:ah1r., 8 c:::::s of AlT th.1rap1 
,t I ';:3 c,f ,;;J r.-..; q 'h. !~~ ~t1~nU t.~ye rc~rt2d .. ' . 
rt-::rrc:::::: cf c!,::"C;'i~C 1::1 ,,,r~:t1ca II :c:';t;d tr.fc;Ucr.1 
s:;:h u f\.::>:: t ~ r:::y:!i11 Ir.~ "O!r~s I tcvtaz &:d t.~~s 
%C)~t.:r tl\rE,:t1:i'l$~ Fi\'~ r::aticnts t~velc~,," t.e~r1a1 or 

~. 

c...;.. 	 .:t ....~:s1ble ~:ct~~i~l Infcctfcns dwrir.; the Ixt3n~Ed dosing 
~r1cd ••11 of whCQ ~~~~d:d to Int1Gfcro~1.' t~~rlp1 wh1'. 
AZT ,,;$ ccntfr.ued (eAe~~t for ani ~tlent). 

. . . 
t311,.c:~ "~n~n$1th1t1 still ust res~n~fS for patt.nts .. ; 

..Ij;~'lfC It En::"'1 In sLt7ar1::!~ fit tt.a follcnr1ng T&b1e~ . 
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~Al,"m •."":" '~":,~~ie>.-·· >,,,:t:'.:~·~'::·:-!;i~'§5t~~t;;~~f~i?~~·~~:" . 
,', '. . ":. ~., -tDSt:-Zr1: ltfnt 'm Of %3 ~t1oDtS :_... ··.blC1·'<~ .1t.';~·:'\·~ : ' . 

. _ '. ... ,- .:.; ; . '".::_' ";~ .. '. ,~....,~ or cc~ir.a f,CI tMCr.a$O b It>soll1ta .~r of "'1par.T:" : 
.::-". '. : ". '.. ~.. c~l1'~ric:, aof:2tst.~t'c3 of AlT••ad .t~a.. pat1C:lU \ad : .;:~ ' .. ; : ... ~<,':.' • (:-e"",,",,~a ta ti!l~:"-T·c~l1s. tMrt::i1 of.ch;:a are tr..;n to'····~~; 

. ,\,': '.:.;:.,.-::-;, .: '.' .:' prcyt~siJ t3ft &3 faer-...l!:3 In t.al~r·T c,11s followtng t..e..e .'.: " 
. ';,' '. falU.1 G t:;t;U of AZT 4;stntl. It's dUfie;,l t .to C1)rrehu . 

.' ',' ...... :. .' C:t I:::r:;~ Gr (ec.:"c~~ ,., &:;~o1ut.l IIGber .f bo1Ftr.T calls:. 
. ~-; ;.. '... , -". " . -U 1..". (;'$0 or c:trc::lc1tl of ~:)sfftg IS .acll pUnt·s ~s. .... 
.~ ..:~i~...:~~:.:.:: :~ •.... - rei!::::' _~n~ C!;rvt~ca of t!".a,:~~ C2~ .. qJ~,~ :~a~~~'e.... ~ " ''-'" 

...... >.; .... :.:~ .. ~: :~:7::'~t:::::~i;:;~Ji~ oi./~~i~~";tf·~i~~•• · , , 

" ., ' ..'. . C~roltc AZT 'Qlni~tratlC:1 (el.elulStcg Ol's ,,,rfag tha ftrst , 

b ac::ats of (:stn~). fa 6 of U'.a:e c:us tb. 01 .lIS PCP, 
.. . C:~l of s;:;~c:' r::r~ fiibl.' 0:111 orta c:st of In 01 AS fAbl 
. ~'. .. -" .. ,r.ot tbis C:2S ~ita1..-"'nfa cMc!l cccarre~ fn a ptfent 13 w;ets '. 
.. . .. '."': .ft:lr l..."T tt:~rt~1 ~s dftc~nt1n~~" yol&:ntirn,•. Proir~.stcn 
< ~' .... •..::~''-'. frQ ~c b AI~S cc;:.trred , .. Z ptfenu. ,.,.:~~:">' : . 

. ··:~':~~~·t··r.;~~~'·s !:~6 .: ':,- .::~ .::-~ :.'.-/;;... ;.......-.:;.~;..- :', ",,:~ 
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.", .' " ;~':'-" .. ;-··EitV~:1 AICS Pt1i~~: cn:er'C:t t:-~~·~td;. d',paosls'Of '-.' ...• 

..,.' :.,-. t::r;:li's ~rcC'l:3. t."':J ~t~cnt h rt~rt.l:d t:J MY' st;~le .' 
. '. 	di:::::t. C::3 h~~ • cCl::~leb re~:)lut'c;a of lcshms. 3 ~d ~-.. 

;':i":~~1 rct~lt,;t~cta of lc~1e:;s. lcd' Pitie::ts Mfa I&:d Dnd . 
b ,;,0:;"3 ~i"~~ra$~1cft t!'.a1~ ~. ". _. ':.' . ... . 

. ~ 	 ........ :
;~ ..... -, ~ ".' ..... -..... ~~""'\:. "'.- ""-«.::-"; ;:- ~." "-.:' . , ,-:,.;:... 

, 	 . 

.. 	 ·Blc~~ s::~las ~re ccllc:t2d eycrl Ct, 12 c:cts for MI' 
• 	 c~lt:::" t:.r1~g chronfc I.%T .G:llttfstraUon. Anall'h of ttlese . 

c:.;~ ha,. not been c~llt..."'d.· . - :. .. '. . 
. 
 '~'~," . 


. '-1:. ·$~,",:,;)r.Y;·Sc::2 of'tlla pUents r..o -ant CGnt~r.illd C;; oral 
AZT ~~r;P1 C:~ ,bl. t3 £31ntlfn ~:ttfy. cltntcal re$~nses 
w:Mct. ~ra ,~::a"ed .ft.ar t..":.1 laitial , GGts of C:Oslng. _ 
k~r P4t1ewt.$ b.:l". 4tcll (u of Gfd-k~t:::;~2r l~a) sbea tt-.a '. 
tr1~l CS tAft1i~di cr.a of ~f"Ogresstvl ,bcsr.' lS fcurtHft ~ 
................... af"""''' ......''''!T .......$ ,·,...............--fI>ir........ f·"'r 4 ..........-'5a of . . ; .. ". .~,
.... _. ..... . ~ 	 ~ .'. ,.. : 

Cc:tr.gi ~,,:a IUed Of c~·:t::e:eal CR!r.;1tfs '3 ce~t: .fur 
AZT ~l dtte:nt1r.~~ se~;3~~1"7 b ow.rall (at,r1oratfon 1ft 
ti~ cHnfe:.l s~t:.:$ .fQr ,~ cc::s of "-'le I to,trd pltfent 
G\'-1I of tnA~ral pcn;-::",:ni. (~t~SGiI ut f42attftc4) 5 weeks 
&f"..:r 1."'T Q$ 'Ql;3brn,1rlt~G~1iiil aftar 24 ~eu of ~..! 
e:np1. ~::2 b ~!t2rfor;Ur.g cl1ll1c~1 c::W:1UC3,\ ttta fourtta . 
~t1t3t c~fr;d ,f\3r urd1opul=i'1Ir, ,,,"st se=n4a'7 to ' 
I:::brhl ~-::~t.-::=nf'. 4f1'.:2nt1a, ar.4 111' fafte~ton. ~ weets..-

',.. 
. .', " 	 afb,. drug tQS cltsc:ontfnue4 clUI to oaset of .ftlllia.:-:: .' 

t!lrr;::Occ,1t:)~:lla. aftcl levtcpenta. ..... : .. ' .. 
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'.. "', ~..:=,":' :::.::::::: :::- .,~L'::::::;\ ~ ,~- ;:~~~;:,;~,'.::~~~.~}:~,~::;; 
IDA! ;"~S$ ".;,:".; '" "':".';.<.:,;....~. ;~..;,::;~~<~;~.. ~:};~;,~)',:;';: ..'>.' ::~.<~ ..~•..• •. 

•. :.. I :_+ ~ .' 	 .. 

( 	 . . ..... ",' -1ft CCMlus;on~ tfle pb·rcacott~~et1C;·;f m';~ e~~bt1s~ed ',:,'<.
, .' 	 dur1r.g t~ts ~~se I sted,. AZT CIS de:cnstrlted to have gcod ~,

~ ~ .. 
.f~vat1~bt1tt1 IfUr oral latntstrlttOft and was shewn to , 
",=atr.t" tt.e b1cc~-'r.tn blrrier••• .The .,sti1~fffclnt 

:,':'" 	t!'aicit1 asscciated with AZT dosfngwlS probable kne s:.arrow 
su~~resstcn f~ent1fted '1 onset of ane=la. neutropant •• Ind ., _ 
lC!~!tc~:l1a. Sc:~ ri:attents had Rasut"lble 'aproYE::ent Inl .' . 

-. ," ..... ~ 

<' . . ft=~r of ~t:nt1A eoa:ures of c1 tntcal response includ'ng .. ,', 
~1Sht t~1n. ro:olutton of HIV infection associated s¥Qptcas
such IS fitts-ora 11'::1 nIght 'tc'3Its. and t .. provGent in, ',-.. '; 

- .. - .. .... ~ 
HIY-a:scc~lted neurologic dysfunction... In the Ibsenee of I "";;"', 
c~ntrol grcuP. thesa pos1thct cltnfcll and tr::::unotogic ' , '. ," -, ',,:,; .. . 	 re·pon::!s cculd not Ite c!ef1nftQly attrtbuted to AIr - , '-, ' 
It:.;Jinistration•••but were sufficient to .arrlnt Idd1ttonal.-.·.. :-' 
controlled c11nfel' studies.- . 

~;-~-.:',,:~~ ... 
.' . 
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nervous system is fn part correlated to the tissue d~~5e Ind 
1nflar.a;at10n at the ·blood brain birrier. 

RDA 1!.IS5 ......•• , :..,~~: ~. '.'i~ t·>.J~:.i ,':i:·;.,: :~.. j';,.,~<;.::: lli{s~:1'~4.:,~ 
Rav1e~a'r"s ~a~l$1's 'o':Phase' t unco"~~lled T;1I' <;)">-"'~...: ;~::. ·,c •.. ' . 

. _. •. ,1>. 

As notad tn the spoftsor'ss~r1, this trial was t,,1ttal'y planned .-: . 
IS • ·classic· 'h~se 1 dose-e!c~hting phar:ac:t1neUcs Ind safety ..>: ~'.:' 
st;:dy of • new d"'9 to be aa1n1stered to burcans for tt.e first :. :;:. __ -;.,.::-.;i"'~ 
t!;;L -It W3S d1ffereflt from lIany Phase I studies. however, 1n tbat '~.':;..-;;': 

'1Jle ~ticnts were all high risk, with AIDS or advanced ARC, and the·,~~:-
d"'''9 wu ac1nistered 1ncSaf1n1tel, ,f tolerated. '~'~..;';~:"'';£~:;':~'::':'''':: .:,>;:<.- .. ~-.:" " ",,' ",: ...... , ". ' .. ~.>'.. >: ,; •• :.:,.-:~.~ .. ';»:~~'::":~~;;~':"~:~':~":~":~\.' :.•.~~: .~~":,,'.:~:: 

I, . . . "'..-' The! rasuttsof th'''''ar:::l:leot:!neUc studies 1n' this' Phase 1 tr1l1' ';'. 
are su.':"'..lrized ,<Seq-Jatel, by the sponsor (see preceed1ng pa;es of ..... ",.0'" 

this r~Yicv). Briefly, the results de::onstrated tw compartmental' 
phar:nacokinC!Ucs with bielponential decay. The h41 f-11fe .fter .. ,,:: 

. . ". intravenous or oral aC::::I1n1stration ts sl1ghtl.)'lonSj:tr than an hour .. 
without ·s1sn1f1c:Jnt aceu;;whtion during the q 8 h dosing .. ' ,._. '- .. 
schedule.· All is ~ell absorbed Iftel" oral la~1n1stration .ith 
apprOI1r.iiltely 6U btolvat1&bl11t, compared with 1ntrlYenous ._, '.' 

.. aC:m1nistration. . .:~. ,_,-	 ...... 
. 	 . 

Penotrat1on tnto the cerebrospinal fluid (CSF) yuied with tha dose.:·' .. 
tn the six p3ttents in whom CSF levels of AZT ~re obtained (see . :-:~:. ". 
bble on PllS3 125). At the doses used 1n the Phase II efftclcl: -< to .•.. _." 
trial (3-5 Qg/kg/~ose orally) I t!le CSF/plasl:I rattos in the tw···· '. '." .'~:. 
p.Jtients vh~ rQc~hed dotes in thts r'fiG:! ~ere 0.15 and 0.20•. At .-,,:'~ ". 
h1t:-&ar do:cs (t~a eC;!.Iinlent of 10-15 mg/t,g orllly), CSF . . ' ,... . 
F3r.atration of AIl was much better in the fc~r p:at1ents tested. but ... ". 
these (os~s Ira clearl.)' in exc~ss of what can b3 toleratad fn &ost 
~3t1en:~ with AIDS or advanced ARC. Also tnfcr::.:at1cn re~lrd1ng .. - .. 
thQ1r c11n~CJl st.:t:;: ,r.d ncu1"clc.lc fwnctioning at tlla time of ...... 
lu~bar puncture was no! su~~1ttGdi thase Six p~tl£nts presu=4bll 
all h4d neuropsychi:t.ric SpiPt~s which prGl:lpted tha1r lum:'... '. 

. 	 punctures. These data C31 be important in the In411S1s of AIT 
levels in the aFt as ~enetrat1on of any drug into the clntral 

. ' 
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'.lien, Cow S,mp'" AZTinCSF (SF:,:I.;",".'loute10 (m~'iI) Time (tv) ("Q/m') Cone. R.ltiO ..  ." ,..: .5 2 O.lI 0.&7" 
22 5 " 0.23 0.73 ..., • .. 
'6 .. 5 ~.' 0.10 0.53 

. - .....• 
....... ;~s ,""
12 2.5·5" J.7 0." 0.20 

M£ANtSO 0.53 to.2 • 

. 
01 2 ,.. O.IM 0.15 

• " 
2' 15 0.&2 '.35 

'Hours,flit S"..art of list dose. "'.. "' . 
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ImA 19-555 ... . .... _.. . ~ .';; : .", 'as. 125 
. . - .-' ~. . - ';, .. 

( Tha 'crJast10n of llIttather AIr Iccuculatl!S after q 4 " dosing can tU!st ' . 
. ba Ins~C!rQd by ,x'lcintng pll~Qa levels frca the ptacabc-controlled ., .. 
tri.1 (sae pase 107 of this review)., : ";:.... , .j' ~._~. ".;.. :';.'~ . .; ...... ,,'.? 

.. ; " .. "~,.. '.. __:.~ :.. ,,', . ~' ~ -'. "'. .... ' ~., '. ... ~ . ~_::";~~~~:';'1:!~~~ .. ~.:;.:.:;~~' :; ~.~.... _.. :' . 
-;". -.: ~'.".'~'. ,,, Tha cajor pllsca ind urinary catabolite wu identifted IS ..... ". : '.: _. .'.'

S'-gluc:.arcnyl aztdoth,mid1ne "hich has no acthtty Igatnst HIf!! . '::: 
¥it~ .Ind is rlpidl, cleared frc:a the plaSI:l. '-':.!:'~::.:~~.::'" '. ", 1 . 

T11a toxicity of Ai.~ s~entn ~ha ;hese t trti{~s"i,~-~'~c~11~~~"':";·,;:,··~··,,,··· ,. 
predictive of that seen later ln the placebo-controlled Phase II 
trial. 1.e. anemil. leukopenia and neutropan1a. These hematologic.' 
I~v~rsa events were felt to be drug rellted but not particularly
dos! relatr!d in the group IS a whole. Tr~ns1Ent neuropSlchiatrl", .. 
~ents__ere also reported 1n several of the pati~nts Ind nausea and 
vc~1tfng requiring treat6ent ln one. Patients with severe ane~ia 
.:'2re frec;:.:ently transfused and continued on AlT. usua1l1 It a .' ~" . 

;: .; 

reduced coset although in two patients AZT was p~r;3nently .. . '. ", ,-'. 
dfscontinu(ld bec~use of an£411l. "~l.ItroPQn1a .:;s core often the ,", 
dose-limiting adverse event. The highest dose ac::a1nistered was 7.5 -. ,'. ' 
mg/kg' q 4 II for 2 weeks (four patients) follotted by 15 .. 
m9/kg P.O. q 4 II. All but one of these patients were then dose ,';"., , 
reduced due to hematologic toxicity. The one who tolerated 12S0.g t 
po q 4 for four ad~1tional weeks was reduced to 500 C9 po q 4 " ," 
·par protocol.· .' . . - ,.' 

,~- ....~ .. , . 
As not~~ by the s~onsor. severa' plr.~eters of effiCAcy wera also 
~n1tcrQd during the Ph~se I tri.l, including ~e1»ht Gl1n, ' 
sr=pto~$, General clin1cil status, and select~d 1~una pir,~eters 

, scch IS delayed hypersensitivity skin tests and T.~;lper cell 
counts. Improvements in these paraeeters WQre observed in I number 

of patients. .. ! .1:0'1- l lJ1~'. - . 
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As of De'ee:nber 31, 1ge5. eighteen of the 33 Phasl I participants _ ::', ",: .. 
were still receiving AIT, only six of ~hcQ were still tolerating a 
dose of 250 mg q~h (including one at 500 1119 q(h). The rr...zlining , 
twelve patients had died, or had been dose red~ced or discontinued. 

y,~ '",~, 'A' thcugh .~ c~re 'hete~~ie~~~s' !lro~'~ OfP~~i~~ts'.e~~·'en~~'l;~" in the "'1':'
:/ I.JYV \.. Phase I stud! than in the placebo-controlled trial, and the dosing . ::~~,: ~'.' 

\\ LVI was core varied, the current mortll1t n the Phlse I study (over '. '"" , 

~ hal f the patients stl1 1 2-'8 I:Ont of therlPY) , 

~~ provide additional data suppcrtin thi 1 of AlT in patients ' 


with AIDS and advanced L:I 



... ::.. ,:.,,: '. :::::;·:.t . :.~. ::;,j'UH!':·::"" '~.'.~/._..............,...__:.- :. ... 

:. . ... .~ 

~- :.. - -' ... 	 .. :.- ;.,. }.':"~: :~::-~~.:_.: .... ,: ,.,:' .~ ...:.... :. ..,., .,:. '/,'~'-~'~.... ,- '::..~.""'~!':": r: .,
: .. ' .. ·.DA 19-'SS~;'· .. ,:::;·:·...'.f· "·.· .." . .':·.;.t.~ .... ,:.:~ ',..; ...-:; :.":~:'. "f,., 	 'hee'l"a' . 

n 	 :~', : .. -,;".... . ~T '.~ ~'·f··:~:-.7 . • , ' ..... ., .':~ , . ' , .. :!. :,~'" , "'':' -	 """".~" ".. 

_. ' .. ~llhl!11n;J ~~y1 ~~'. ,:':.: ,.:-~, ~.. ~ ';'?' :.~. '. '~"._: ,~\:.'~::;.X:'..'.,'. ::,;;.'.Y.. ~: .•-'~~'::.f::'~,·,~L·'·." :.~ .': :::~:, 
Tha prcr:sed 1ab~1fn9 sut:a1tt~d by ttl. s~nsor in '01= '2.2' of ..the ":~' .''-.. ' 

.' ...•. ' twA _$ t.on .xt~nshel1 I"Cvised ~Qr1n9 the past two r"dts tn • series,' 
'.:/ of c:~:t1nS$ fn "h1ch the representathGs of the Yir10us rev1,ew1ng ~,'~." .. 

disj)1icfnes 1n the Dhision of t..,t1-1nfect1Ye Drug 'roducts· ~.'.: '•. " 
". '.::~~~" .. part1cil=~t~d. 1ncluding this a:~dical officer. Tha ,ced1cl1.. officer :'..'.t '. <. 

. :. ~~ ".~' concurs with ttl! contants of ttlis rovi~Qd draft lcbeltng, a copy of : .... 
.'. '" . ",~1cll is It~~c:-:~d to this 1:2dfc:al rQYiEl'f. Thfs draft is fncluded in;. 

; '. ,...' .:.. .Heu of I daUlled .ritten review of the sponsor's prcr:osed .1Ibel1hg •.:, .. 

~ .~' .. ':' .~~·'!u=o1rl an~: ~nc'u~f·ons··. '~.... ~ ,:. -: :..', ',' ..... ':.' ~J'< .~~. "~.::"":'~:.~., :~'," .• :. " 
~ :".. "'" 	 }"W 

~::' .;' ~., (1) "Z'c!oyud1ne is In analogue of the nucleic ICid th)':Ifdine with the .. 
• J' su!:Jst1t:Jtion of In Iz1c1o grtt:p (- Rl) for the hyc1rox.yl group .. 

... I . '. (-C:1) It the 3' position; ~nca tts cn621cll.' ~~:',;::': .' 
. • \"" .: .... "t nlce,3'-azido-3'cSGOxythyc1d1m!, cc=cn1y referred to IS .~.' ...r a:1c1otl;'>':Iicline (AlT). Zidoyudint is In inhibitor of the human ' . 

~ " " \..",. 1r::::ur.c';;fic1en:y 'frus (HIV) in ,'tro It ccncontrltions ranging' , .' 
, "2. ~. ~ If:-:::2 <0.13 .:;;/;;1 (ID(lO) lihen ~dca Sfiortly Iftar llborltory .', . ~ 
. . \'1· 1nfectian of susceptible cells, to )10.,0 ug/al for ·PIni.•,· ·-:<:.ti-·,:,. 

l" 

' . 
. ~y'.' '0 .' tnhibition of ,iral repl1cation in chronican, 1nfectton call '. t' 

. \.... Hnes (presu:ad to carry HIY Df~ 1ntegrate4 tnto t"~ host cell .' 
. /. ~i!r.:::3). Theso clab SU~~3~t ttlGt z1C:o,udina Q1 wort in vho by . 
..' 	 inhibiting tha sprc:d of 1nfection to sutceptiblo untnTecteG .' 

c311$. but c:y '0 Ht~'o to inhibit ,'rll repllc~tfon in . . . 
~'"'.~t-=sly (chron1ca11y) infected calls. 1'~"2ver. the :.':'~ <,'. 
rehtic~$h1p tetueen concentr;ttcns of ztdoyud1no required to =-:;. '., 
inhibit y1r:l actiy1ty tn "t~ and plas~ '.,e's t~t are . 

'. t 	 necesury for c11n1cll i7ftc~cy Ire untnown. .,' "'.-: :., - :..... '''' 

(2) 	 The lta:tianfslI'of Iction of z1(oyuZlne Isainst HIY Ippears to b~ 
th: fol'o~1ns: Z1'oyud1ne is ccnvertt~ into z1Goyud1ne 
..,nophosph.ta b1 cellular th,Y:lidtne kinase, to ztdo,udtne :~.. :::,~,~:~;: ,.,;.":;'"
diphosphate by the cellular enz,..:e thyca1d,1lte kinase, Ind to ...,'.. 
z1~oyuC:ine tr1~hGs~hate b1 other cellular enz,r-as, IS let .' .. ' 

< 

unidEntified. Z1devud1ne tr1phos;~~te inhibits the Ict1v1ty of. . 
tile HIY Di:A polYi:2rase enz,r-a (reyerse trAn:;cri pus.) whfch t s ...~'.. 
• ssantial for viral re~l icaticn. Z1~oy~d1ne 11$0 fnhibits' .. 
csllultr c(.-Di:A poly.:arlse, but to I c:uch lessar degree. ' 
Z1do¥~"ne tr1~~:spt~t2 c:n .1so ta incor~r3tad into D:~ which 
t~~n ter.lfnatis furtber c~1n elon~3tion. 

.. 	 , .... 
j (3) 	 Zi~~vud1na ~s ~en sh=n to 1n~1t se=! other E:c:al1ln . 

retroviruses tn ,itro, but hws~tgn1f1c~ftt Intivir.l Ict!vity .r;w,U () rcc • ,~1nst I ¥arlity orothar .u.can and Infs:al viruses, including .... 
.' . . ' .. ; .... ~ras sfQ:lle; ,irus t,r.:a 1. cytc:aCllov1rus, IdeftOy1rps type 5, 

corwna,ints, fnfluen:a A vi rust raspt~ltprTS1ftcyt1.' ,1rus, .' . 
CSQslos virv~, rhinovirus I8,1bo,ine rota,irus, Ind yellow fever .<.- ••\0... '.' .. "'- ~. virus. It h35 baen shc~n to inhibit the re~11c.t1on of Epstein 
8:arr virus (£BY) ldtb l!' J:',n of 1.4 to 2.7 u~l:al, .'tbough 

I th. cHine.' sign1ficlnct! 0 tlits 'fnding ts unEnown•. ~ .. 
'.' . 	 . 

.. 

.
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.', 

( 

(4) 

(5) 

. . 

In the Phate II efficacy tr1." I subset of patients It one of 
the cent~rs bud ~eak Ind trough levels of z1doyudine obt~1ned 
while en chronic tt.er;py It 250 ag q 4 h. Tbe mean serua . 

..~=~ .. - ... -" cor.e~ntrit1ons observed were 0.52 ug/ml (1.5 hours post-dose) 
Ind 0.15 uS/cal (pre~o$'). Therewas no ey1dence of drug . 
Iccu:rulaUon with chron1c dosing. , .' . 

. ':~' <..y:~:.~~: . (5) Z1~oYUd1~2 Ippears to cross the bleed brain blr~1e~. : ....::. .. 
~.~,J '-_ •.....-  ~ .., . Carebrospinal fluid «(SF) concentrations of z1doyudfna _re' 

,~ 

. ~ . caasured tn s1x patients frca the Phlse I trial raeetytng doses 
.'"' ~\ ~.A. ranging fl"C~ 2 Itg/kg p.o. to 10 8g/kg • Thera ..s. clear 
~.~ dose effect seen in the CSF/~lls=a rat10$ whtch rinGed fr~ .15 

: 	 (",\'), at the lewest dose to 1.35 at the llighest dose. Only. single . 

v \V" CSF sample was obtained in each patient. More extenshe studies 

. .t....~ of the ability of z1doyud1ne to penetrate the, central nervous 


\1-\:':"";- system are needed,. . 

~~. . ..' 	 ... 
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. . ... (7) n~'~;f1c:l~~ ~~i ~~d~vU~',~ct'~~: dt:x,~~~;~;~~'fn~ ~ stngl~" ,~:",: ........:...:~~ .... _. 

phc:!bo-c~nti'"QllGd trial conC:uctad in ttta United StattS '1St ,;. ,".: " 
Ja.lr In wMch t-.:o Ilundred and .1ght,-one (231) l£:Unosuppre$sed':~:' . 
pUents wfth AIDS/polst PCP or Idvanced MC AN ,nrolled It 12 . ";~;;' . 

, '" ':.'. :::-<'0-' ',' c:nt~rs acress tt:.3 C~:.:ftt1"1 o,er I pariod of • mnt"s. 'at1ents, .::. 
".~.. .': \\:.U" wert r~r.~c::l1zed t:I re;ahe etther placebo or zf4avudine' It I ...... 

'. tt, oo:.a of 2S0 c9 every .Ileu"s. Tha study WIS planned to continue .;""'"., . ':::.~<: " for It l~:lst 24 wccts. but was Inded ' arl1 in Septecter .1986.':···~~::;~~··'- .. ,~. ~..~;) \ cl' aftar I C:~tAo (:lration on th~r~pl of8 weets. due to I highll .' ,
¥" ··~-<tr . . ... si~ntf1c4nt reduction in cortalttl tn Ue srcup receh1ng " ' .. , ..... 

. ,-. .. '. 
.. ' 

. .'... '::!,:>~ 

. --.. (al 

. . 
~; .. ..., ::;:. 

. . f/ 
. ~... ! 
:. ' .. 

{I 

¥ . 

z1~ovud1 n3 cC::~ln!d to tlla group raeeh1ng placebo. At that .: ~ .• 
t1ca, 111 ~t1Qnt:l war! offered tha option of recehtng ..;.. ,:" .',:.. ' .:.~':~. 


zidovudfn3 at I d:se of 200 ag ever, fOllr hcurs in In ..:~· -., .~>.:-.. 

uncontrolled o~n-labal Ixt~ns1on of the trial.·,: .. ':.::~" ..... ';, 


. . . . . - ..'. . -, ", 

In Ic!dtUc'n to th3 ret!uct1on in cortal1tl observed It the end of .-'~.~ 
the plQcct;~-ccntrolled portion of tile trial (19 deaths In tlla' .. 
p1ac:~ba ,rc.:p tnd one in the zidovud1ne group), I significant ' .. :'; :". . 

. rec!uct1on in th:! risk of Ict;u1r1ng 1ft AIDS-defin1ng 01 Iftel" the "'.«~"" 
first 6 t:;eks of thera~y W>1S 11~o d::;:\str;ted. In addition, .z..: ~< "" 
patients reca1v1ng z1t!oyud1ne tended to ra1nt.&1n their body ~ -, /::.:<..~':- .. 
"isht Ind functional parfor::::nce Stltus. wh2reas placebo .~. '.' .' 
1=3t1ent; shc;:c;d a r.et ciecl1ne in these p¥r&C3ters. A·.·· >..:' ~ ;'J '--::--:-: 

st3tht1cilll, theuc:a prQt~b1, not c11nlcill, s1,n1f1C1nt~··· ',. 

tncr2:lS3 tn pcr1Fh~r21 T-halpar cell counts llid cut~nQCus. . -.,: 

by;ar~en~it1v1ty skin tasting ¥l$ 11~o c~sGrvQd in tha S~up

reci1v1r.g z1dovuc11ne co=p~r~d to tile group on pllcebo. .,' .' ,


.' 0,· "1'·:;"':-":.-.-:,"" :-.~ .:~. .. • -~ ,:.!." .. ~ :: .,: * . ' 

The difference 'tQ~~en the tr;cucnt groups tn tlla aJ~r . ,'., " 
ef11c.lcy par ..cat:;rs (c!eath and risk of denloD1ng In . ~<. . ..... ~:::.>:" 
AIDS-defining oppcrtanfst1c infection) tn 'the placebo-controlled .... ~:, 
trill was de~nst,.&ted in the Ircup of p~t1ents with T-helper . 
cell ccunts at ent.ry of tess th:n 200/c;3. Sev~nt.)'-e1ght . 
~rcent of III tha patients enrolled in tr4 trial h;d I .ean 
T4 cc;~nt un:!er "CO/i;:;;al It entry (SS: of tile 160 AIDS , ..... 
~tients Ind 5£: of the 121 AAC Plttents). Although tile ." ' 
incluston criteria for en""1~nt In tr~ trill Illo.ed patients
with T4 counts 1$ h1gh IS SOO/g3 to be entered. Ind the ~.. , ._,.._..;<c 
pJt1ents were p~-strltifted In~ ra~~1zed on tho bes~s of 
ent!"y T. count greater t~;n or less tlt.all 100/Q3. In elrll 
eX~21n~t1o" of tba datl tnd1clt~d t~~t ytrtu~111 all of the 
·s1;n1f1c~nt .yents~ (~aQth~ 'n~ OI's) c;cyrr;d in p:atfents wfth 
Intrl T4 c~::nt: less t~n 200/c3 &r.d t:-oat ,1rtually III of .' . 
t~ AleS and most of the Me paUents .ho wen .nrolled had . 
ft~r tt.:.n 200 T4 calls/EMl3 InY':31. Thase f.cts. along wfth '.,' ... 
1:r.2ral consensus i he c::ed1cal nit Ind Ici.ntfff '0" ' . 

HUnt:are " .e absolu l - lFer eel coun ft 
p3 .... ~!'l.3riil I»lcod of HlY-1nfacted tndhtdua1s is ,he _st , 
reliable predictor of liter progress10n to eore advlnced s~;:ages 
of disals., ,articularl, Ifter T4 counts drop belc. 200/ca • 

\.,yprov1d2 t:'e basis for the recor::;endat1on to restrict Ipproyal of . 
_~. .lJ, _ z1~ovud1ne It this time to S1lilptO::it1c HIY-lnfected patients .... ;: ' . 

«y.: :~.r-. . .,th a T-helper cell count less than 200/a. • , ,;- .' 

-~~ 
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An ac!:!(:uat~ nu::bar'of 'ptiants' with 14 counts graatar than ."~ 
. 

" 

ICO/c) vora not sudied tor I suffic1~ntl, 10'ng perfod of" 

Ua in th3 phc2!:o-ccntrolled trial to deteJ'Qine till >;: ' t", ..
:';:, 

rtsk:tanafit ratio of the drug ts effecthe In this. less . c 

1~nccc~prc~ised grcue of p~tient$. Of pGrt'cul.r concern ts 
the ~$S1bn ity that t ..e hECltolog1c toxiCity of the drug when 
aC;ti:t1$t~rQd over I prolonged pariod of tice =y eventually.

,dcbil1bte patients to such an extent th:lt they a~1 beec::e less 
able! to resist opportunistic infections and otbar co:apHcations'~'~'>'· 

. of HIV-dlsease than 1 f they hid been, 1 eft untreated. . . . " . 

',,- , 

-, 

_' " ~ I, "~, , (9) the _jor 'toxicit1es' obSe"ld."tn·the placebo 'contr011~d trial '. ,." 
~. . 	 wer3 hC..\2tologic. Significant (>2 p/etl) dec:l1n.s frca; , .... 

bo1selfne heQoglobfn level s occurred fn over lOS of patients on ., . 
z1doyud1nC! IS early IS the third week of therapy and were seen ': . ~' 
in one third of the patients by , veets of therapy. thirty-one" ." .. 

; (31S) percent of III AlT recipients (llS of pllce~o recipients)

received at lent one transfusion during the placebo-controlled ~":>". 

tr14&1 , Ind2l: rec;uired culUple transfusions (cor.Jpared to 4S of; -;-.' '. 

plicetlo re,~pients). The Aeed for transfusions was concentrated ;,. . ''".: 0" • 

. in tt.e r:ore advanced patients with 461 of the AIDS patients on . :'::e '. 
, z1doyud1n3 recehing It least ene ItSC transfusion (c.omPlred to .." .' .'. '. :" 
. 10: of k1c

3P4tients) an~ 40S of patients wfth entry" .",., '",,:, " , 
T4 100/c (cWi~red to 151 of patients with entry'.~··;' . :'. ' : '.~-':-"" .

3T4 100/... ). . ' . - . ," :' . . ". ". .... ".. 

~utre~n1a -=415 Ilso Cc:::Ion in plt1ents seeehing z1dovudfne•. :.<>~:,:),:
Granulocyte CQunts dro~~3d below 10aO/e in f1fty-fhe (551)': " ,-, : 
of z;c!Qvl:d1ne recipients. b31G~ 750/g3 in 3SI. and bel0. .. ... ,: ::,,:. 
SCO/::;aJ in 16S It sc:e t1r:a during the tr1l1 (co::aparabl. ,: .• :.' .. '.. , 
F~!"centases of placebo pltients car. 221. 71, and 21," . . ",;", '0:'· 
respac:~ively). &3u~rop~ni& was also cor. co~only observed tn 
t~a ~re '~~ir.cGd F:ti,nts th~n in tha less ldvanced ones, .'th .~.~. 
50: of z1c!ovudir.e rec1ptents .w1th Alu$ or a T4 count, " . -, ;.. 
1CO/~3 .xp2r1en~'ng dEclines in absolute neutrophflcounts to . I 

less t!'.;ln 7S0/c;J at SC:I t1ca during tt... trial co=plred to .... , ", 
, 

,;' 
ZS: of AAC p:&t1ents Ind 1 SI of t!".oS2 wi tb a Tf count· - : . ,it . . .)' 

100/c3 at entr1. Over a thtrd (51/144) of z doYUdt.. :':_!·o .•. ";';,", 

recipients had at hast one dosC! coc:Uf1cation (~ose reduction, .,~ .' 

t~por.ry discontinuation. or par=anent d1sc~nt1nuatfon) for 

ht:l~O'o;1c toxicity co*pared to 7/135 (SS) of the placebo 

ret1p1&nts. 


~. ' 

(10) 	 An aspect of:he eff1cac1 analys's which r.quires aora detailed 
attention ts the .ffect of dose reductions and tnterrupt10ns of 
tberapy on the risk of acquiring opport~n1't1c tnfect1ons. Th1, 
risk is difficult to assess because 40se aod1ftcattons were 
senerally madl after significant hematologic tOllc1ty ta.d ' , 
already developed, and because dose modffications did not foll0. 
a set of unlfor.l criteria. Itaay b~ i.possible to deteraine 
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.hett~r In tncM!QScd Ilu::tar of oi's til Pattents who had c!os.:· 
EOdifie~t1cns wos d~. to subt~ra~~utfc ley~ls of Z1doyudint, or, _. 
wh:lt!:Jr thasa pattants W3n! Itore prone tot:' to 01', IS well IS .~L. c : 

. ~, .~,' to t~a toxicity of z1~ovucSir.Q tac:usl of I tMrdflcto.. such IS.;':' 

'" ~";.::.' ..:..-.' . .' ttl:! layer1ty of their unc:erlyfng d1sel~'•. · :<.;{-tl;ijf4C-:l,,:,·.:~:·.·.-. :;';:. 


. 	 ...... . . ". .' ;.... .. ,-,-~~, .~.~.;. :~~~~::".':?-::~:':'>'~>'" '.: ....:;.:~ ' .. *,' •. ~ • 

.~ : ' ..:.. (11) ';ost of tt3 ltients tn the st~d or' st ..... 
· ;':~'.' .:..' £.. C.lt,ons n I on y' in or lacabo time 

Y:::.:r<.~ ..····~·~ " rl. 31 eetof&cbinsrl enoflcyclovr, 
· . " . 	 .... u fec3thox le, Plric3thta1ne, other sul fl .. :', ., '.':' .. 

I 
 . _;.:: ,..c;':':"'.. ' . . .... n n9 cc::;poun S, aspirin-containfng products,·' . . ~ .. 

" ' ." '-:. '; c· .. Ic~t;Qino~h::m-contain1ng drugs, and tetocon4z01e were elllllined. :7:':

..'. {-'~ . ".~ :.,:. to ev~luate ~)s$1ble potenthtfon of ht."'...Itolog1c toxicity. . . -, 
• :. . - . kc:)rd1ng to the s~~nsor's Analysts, only Icetil:Jinophen was' " 

···.· ..c.,p . ....uoe1ated with eny p.:)tentiltion of J:arro'W suppression in that 
'0 LA~ pi:tients who took ,cet&~inopl:on htd I greater r1sk of developing /;." 
, ~~. .'; ,,-:~: _ low neutrophil counts (p-.Ol) than zidoys:dine recipients who did'~~">';

1:-" '.,., , . not till;:" I:cct:01ncp~cn-ecnt~1n1ng proc!ucts i the r1s~ Ippeared to 
. . 	 tncJ"(t(lse with durat1cn of I.ccttminophen use. Wh11e thts '" ~ 

observation nc~ds conf1nr.3t1on in an appropriately desi!;nad- ._ 
trial, it 11 not I surprising finding tn that Icetacainophen is' '.':, '::', 
tnc~:I to be ,'ucuronidatQd tn the l1Yer, Ind possible .. ~ .;; ," ':'.' 
cc::~::t1ticn or tlla enz.)'i:~s which glucuroniC:ate ztdoyud1ne was. ,t. ~. 
h~vOthastzed It the t1ee the Eatabolt~:J of z1~oy~d1ne in hu--ans .. 

" t;Js est.Jbl1shed short11 I fter the Phase I trial be~n. ~ -' 

(12) 	 ~yerse events rep~rtcd daring this c:ntrolled trial .~re co~~n 
(~t lGa~t cno Idver~e ex~or1Gnte ..35 rep.ortod in S';S of the . - 
z1~oYt:~ir.1! rGc1p1ents Ind in 721 of th. phee~ nctpients). ',' 
Pre:~:b'l c;ny of these .dvers. events were cl1n1cll 
c;n1festations of tho un~arl11ng disease 1ts.'f. In tha 
Inalys1s of 111 ~t1ents. nauta~. mralg1l, Ind tnsc:ntl were 
re~~rted stgn1ficantly ~ra frQ~~cntly in z1coyucSina reei~ients 
ce~;;r~~ to pltc~~~ recipiEnts. Of thes~ thr~a ovents, On11 '. . 

'. 	nius,':;:i ..;:.$ c;:iv11i:1ng'1 u~~ci¥t;1! .'th z140vudine " '.. -'.. '~ ':'~ 
l~ini£trQ~1on, both tn teres of th~ proportion of patients who . 
report:cS it (4GS of zidovud1ne recipients YS. 18: of placebo .' ,
recipients) Irod the si5n1ficlnc. of till d1fferenel (p <0.001).' '::;',.:,c' . 

. 	 . . 

. C11n1t:.l ,dversta e:par1ences which OCCl.Irred in core thin lOt of 
t~~ p:t1cnt$ 0~aral1 were Inora~11. Isthen1~, di.rrh2~. fever, 
hi:C:C~~, r~~S£l, Ib~c~1nal p41n, Ind rash. Of th~~2. n~usel 
,~~ s~vQr1ty of headache Ip~ared related to z1~oyud1ne 
1c!;i1nfstrltion. . . . 

(13) 	 It ts c'e~r'f~ both in yitro st~cSies Ind the cltn1cal triils . 
~~t zidovud1ne does nit e11gfnate HIV frc~ th. body of 1nfectad 

.. t ,;. 1nd1y1du31s. Th3 best that c~n be Int1ci~ted is that by
inhtbiting Ictive Y1ral repl1c~t1on Ind infection of prtyiously . 

. ~.. ..., • n1nfected susceptible c.,1s, progr~ss1ye d,structton of tar;et 
t1u~a$. 1nclud1ng ly;;:phoc)'tes. acrolphagts, Ind neurl1 tissue, . el1 be h~lted. FOss1bly Ic;c=p~n1ed b1 SGat ·spontaneous· 

: .-~ 	 roc:)".r1 of the 1r;;;:une system. Th2" 1s no reason to ltve 
thlt ttl In6 fyir 1 ffe t of v.. er 1 
is w raWft. Ind therefore it vould appear t~.t it aust be 

'" UlIn for 1J ,.. ' 
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( 
, AnotJ".ar con~aC;:lenc. of tit" p3r$15tenc3 of '1l'\1s til th_ 'lIcdy:::,~-' J:':._':(
dQspfta zfdovudinQ t!lerapy is t~at tha FOtentfal for "c ... : .' ,; '-. " ':' • 

'. , .... tran$:sfssfon of the ,fl'\ls to oth~rs thrcu~b seXfJll:JGn.~ct ~",,;:,.:.r.~:_:~-:.·::,
and/or tnoculation of contamtnated blood re;a1ns.·~:,~';,:,:;~;:;~~···:",:.;'~··"":':: .:,-!~:' 

. -. .' .._''; _~. . :,' ".. ',~ :-'-:~~:~:.:~~~~"~;.<" ,. '~-~:.'.. '~.~,;~~' _T·:"· 
... ',-';' -; T' 

(14) 	 All of the pre-cUnfcal anf~' toxtc~log, studfesftor::ally' .:,:..,< ........:~./ 
. cC::;Jlotc:d at tha t1r;a a drug is approved for artetfng 114,. not··:: _':..::> 
.. J)cGn ~rfon:Qd as ,.at w1tb zic!oyud1n.. Regarding studies of ."f~;:;':~y~';;;.;~,

chronic ex~:;ure in lr.t~ls (t:~ s(::u:1es), only th:. three and ... 
...- ~ 	 .':r", 

six c=nth studhs "lVe been cC:;Jleted, and, one of the2, the six '-, 
&onth study in r=ntl!;'S has not yet been sut~itud· to tne FDA ,;; .,<.:':~-,,~;~. 
for revfew. T.:,he-gr ..th chronic toxicity studies "Ive only l-'k:~~f;~:i.;:2:~~:· 

.. ," .::. ~, -.' 	 : •• I" ". ~ : .". •• 

recC!ntly be:!n initiated. the stea is true of the carcinoganicity' '.. . ... _ 
. ,'; .-: :;~'... ,..:... - ~ studies. Anh:31 studios clQsf~ned to Issess th' effect of . -..' . : .. 

- " z140vud1ne on reproc!uctfon including fertility and.. ",.., 

..' j'j" ~ :::::::",::C:: ::.::: :: :::P:~~:;~~~1~.~~rap;1. AI~S.,;:7?:-
even if the b2naf1ts are Haited, zidovud1ne will be approytd.·~~~·- .' 
without th! tnc\'tled;3 th~sa r.:rt:.:lll, required pre-cUnical '.:. ",-,:,:,~-:~,.;...:~: 
studies would prov1de. Chrontc toxicity and carc1neGenic1ty-"';~::~.;:.,." ." 

i, , . . stud!" Ire of ~rt1c:a1ar ,.lue in.. ~ situation. • hera~~p'l~. wn,',., "~.:~. 
be bUng the drug for years. ,;: . ,', ,',; '_,: ,.r ~ "~'. ;.' ,,,,. ' , 

(is) 	 A preH0:31n.1ry·ext:21nAt10n of clQtl'(~e~th~ ind c~~rtun1sttc'~::"':'-' .-t····,; 
1nfec~ions) c~lllCttd frc~ tt.! ur.controllg~ ~rt1~of t~~ trial 
beginning in lite SEp~i:a:r, lSZ6, revelled tba foflew1n;: . .... : 

." 	 "'.' .. :.', __ ...• : .:, '.~ __.,':: .; ,;~.. ,_.~,--(;_'" ;.roo:.; ':': .. 

:,~ 

.
•• 	 • w ~ , 

~.-- --..- .. '~- :- ,." .. : .";"' 

. -,'.., ~ 

," 

-. ':.- . ~"': ':!'. , . ... -:~ -'..• 

.. "':::.. ... ........... .. 
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~_... __ : T.. • • • ... "TO _: ~' ••: • .' ~ ~ _ _.. ..... .. ". -:-" ...._ '" ., :......,_ 

'. .. - . .. . . ~. ..... ~ ......~. . ....... ' . ,"' 

fO,\l9-&SS"'c."-·':., ~ .,:--:,:.~:- .-!:;- ...... -:.:: .:",_--'-\'-:.:, ~.- _ '151134" 
.",". --"'-.': -. ... ~:':.' :-.... "'. .., ..( 

-ti::Q:::~ct:ld s1nc2i,... or1gln:sl 'p14C~~ greup"-.ra... at 1 EOre 'J:-:" , "~ 
" &d-;:!nc:" st.::!,;:J of dhQ~=1 Ifhan tbG!y t;Sll tnlbent with,', ',- 
:.. 'zt~v"~1na th~n I:;ara t:-.a origin." z1cbvudtnl SJlqup. -._:',;:,'.,',-' ,-. . 

_-6- . _, .. ,;'\t-i:._ ... - ~' .."!'.:'.":, - ..... -... ."".......:.... ., .. ' ... ~ ............ -,!-:" :_ ..",:,,_ -!-.: .•. ~:~.:.-- ...:~;;;i·.~:~~.~~..~.:.. :--"i··

~.: - <.'  c) Tent:t1vQ c:n:lusfe:as t!-~t I;:;ur valid frc:t tile ,reHafnlr, - -.' 
1::s1s of this "it~ It:~ar b ba IS follows: :-. __ , '.' .- .:' • 

-~ .' .... -.'.""" 
. t'...r1r.] tt-.,ffrst 4-6 C~~ of tre~tC:~t "'t~' Z1(!ov&:d1~a -the' -','::,'+;':, 

ris::' of c!:!yo1op1ng 1ft 01 IP~::rs Sf.=nlr to thlt wh1cb occurs :,,', 
, In t~ cb:er.:, of z1C:cvudtr.a treat::3nt. Aftet I weeks, the . >•• " 

r1s:t of (:lvalop1ng an 01 ,1$ raC:&.:ced for t~a fo~ lewtng 12 .' ':: .:~- " 
~~ks of treat:2ent (1n ~.2tfC!nts .1th AICS/~st PC, or ',-' 
&C:v~r.c~ I.nC). After 18 'C::!~s of tt.er&Pl. tM t1st of ot·s " 
(lind ':llth) appears to tr.cr;~se 1("I1n 1n F~t1ents on " 

Z1~~1~d1r.:l tut It Is u~:lctr I:~atr~r thts IDcroo,ed t1st ts '. ..... ,,"" 


st~1t~r to ~~3t it ~uld be .tt~cut ,trel~ent. stnc~ a 

c:~::rr3nt p'Aca~o centrol group 40ls not exfst Ifter In ' 

Iv~r~£a 18 ,,!eks of tber41PY. '" ,.,.' 


Coirt.l'niy. icm;:lr fo11':I;-up of In thl' p:tt1ents on the' 
unc;nt~l'E~ extension tr111, Cf4 a core thorcuSh In11151s of 
t~a ';t3 which have l1ra~d1 t:~a c~11(ctt~, will be necesslry ." '.-' 
to dr~w IckaUonll conclu~1ons. ' • ' >, "",' , ' 

. -. ~ . ,- .... 

' . 
. .. ' .~ .\. 

*' .• , 

ll,. 
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(16) The C3!or cor::a;"s 1II:hfch it111 I'QCfa l"I~ardt"9 the c!l~n1c use'" ,'. 

, of z1C:oyudlna 1. H1V-tnfec~ Ind1v14t£lls IftcluC:. the follC':11ng:' 
. 	 ........ 
~ 

~ 
,..., I) TI".ara Is uncertainty I~ut flew leng tM bar.:!ftcf~l 'effects ,::"'-'" ' 

. . .,11 lISt. In tha seriously 111 ~1t1ents st:;~tod fn tha .:',.' 
", controlled trill. ziC:~y~dlr.e tf'.ar;p)' conferred slpfflc:.:nt ,"; L 

.~it t)ttt In ten:s of rc~;:c:;d ~"""..a1tt)' Ir.d Incld3nci of ~:-~ 
'. 01' for t~:t (:ar;t1on of tl:e phcel:;-c;ntrolled study. lfter ..>.r~ 
.• i .2:!r:.S of tharilPY. (thrt l1'er~t:t lEr.~th of tre~t::!nt at t~.a. . ' 
'.1 tic2 t~3 pl~eeto In:a C.1$ discontinued In Septe:~Qr 1536). it :.;'.·:. IP~:!3rs tflat tba Ine1dence of Ol's 1. th, z1~0Vl:d1ne group :.' ' 

'. Inc::,,:c~Qd to It 1c~st t~ilt observEd 1ft tt'.a f1rst =:nt:-. of· .,:' 
_,' "t"c.lQnt. Onl, one zfdoyud1ne recfpfent died during the ." "'., ~r' pheet)o-controlled porotlcn of thc trill. Ind eleven .E!1'" hive 

. ~! dit~ slI\C:t (ten AIDS 1r.:I one AAC It cntry). Wh111 11 cse:at5s 
, I fn to AIbS/~$t.PCP p~tlcnts (14:) (fncl~~fr.9 ~o ·su1c:1dts· , 

~ ~ ·~,I Ind Gna da4th In I patient W~4 wes Gn zldovudtne for only one 
. , . ~:t) !Ycr..an Iver~ta... 3~.. ll_ti"~:1t farlod is c~n~iderabl 1 

....." th2 ..r.~ral1y qUwt..d c..c!lton 1fe 'X"~C ~nc -.' 
# 

Y

0.1 .. ~ ~a In S 0 O~ 	 .;' 

ep St... :! 0.. 14 n&:: Ilr of deoths 1ft .' 
'0 

'... 
co;art fW)' fnc:,.ea:a r;pid1, oycr tha r.3xt 3-6 conths • .u.. " ~: 

~~ rlst tnt· ther s~bst.ntilll . 
Iftor B ~aks of the riaP1.,. . 
~' , ~ 	 " 

b) 	That"'l 1s ccn;CI"ft re~~rdfng t!".2 &c1nfsu.Ucn of zl40vudlne 
t3 ,~!S 111. l~~s 1~~n~e:=;rc;I$cd KIV-I.fectad ~tlEnts tft 
~~ ttz rl$k:t~r.afit r;tio of prolcn,~d t~~r~~1 Is untAown. " 
Tha c=ulltiVG tollclq of zfgYWlt.li.l....J:lrU':I1aI"~ It do~es ' 

;:I!..J~~ISO.~~~~!2.f.~~tf§~!~.~!..e.. r 1~l"'~ H...".' Gd.Lo1.....-tII:.-.i·~·-....1 :.. 
p'~d1s;o:;e fOe! plt1£n.ts.u.\op~rt'o='T1c'~JC)~s 0_t~1J, .', .:'. 
d1s,;JS. U""n Inhibition of ,f,..1l re~l1c:lt~.on.J~~Y~!'ts.On " .. 
t5a ot:i2l" ·•.fr.if.- Te~$ t11 -p:"tfcnt!f Witts grl tnuct IlC:.Ine . 
sy'#t:=s 1::1 tohr.ta tt.3 (r-.:g b;:;t~r Ittn OYEr the long Una . 
(or ~ss1bl1 leMeve I c=;lr~bll Inthinl .ffect .nh lower ;,: .. ':.c:
doses of z1do¥udine) Ir.d tha,.eby sustain I ft,t ~r.lflc111 

'------- .ffect. 	 ,.. 

c) 	Tt4 o;t1~ ~o$a of zl'oy~dtr.a is ur~lelr It t.ts tlea. 
l:tl11e 1t ~..s t~~n 4eccnstratCld t~.lt. 250 q ever1 • ~urs ,:. 
ax~".ed I ~~naf1c1G1 effQtt In t~~ pt;ct~-ccntrolled tri.'. 
c:~, ~:t1c~ts re~~1t"2d (~:3 ~w;t1cnl Ir.4/or t~;orlr1 ' 
dft::~t1~~;t1c~~. Ir.d it is ~r.~j~_~ .h3:~~r • It=ar d052 or I 
'1ff;r::: s;~~'~le of 1~1n1strlttGn could ba '~11'y 
.ff1c:ctc~s .1t:-. 10$s t=;1citl. en t~4 ot~,. k:nd. I higher 
~s.a. tf t.o1erauJ, .fS:.t CC:lfar SM!lter t.anafit. 
~r:ic~1Irl1 to patients .tth HIY Issocilted aeurolog1c 
dise~~e. Fln~"1. the optt~ ~se CA1 be d1ff.rent It 
different st;,as of d1selsl. 

:, -' ~ -~ ., 

It is 1150 .nc:'e~r w~~t~a" zi~oyud1nl wtuld be bettar 
1~1"ist2"ed at a 40~e .h1c~ ya,.1es wtt~ bodl ."iht, rlther 
thin at I singl. dose re~r.tl.ss of we1sht. . '.. . 
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' . .-,.< .... '". :.: <~:.: ,._.::':... ~~:..,~:;::';:'~*;::';::"~·:"·'··::·"'''''~.13' 
, 'd) ltl~~tt~, I~rcce~ to· ~~a~1~9·Zf~;~~'~~'.~~~1Itict· :,"", 
. .' Isc:::.lt,'cJfc t.oafdtl 15 une1e~r .t t.~.a f~$:nt t.faa. In t_ ..:.::: 

, ccntrQll;j t.r~a1. rc~ blc~d can (E:3C) tGdeftl (1. t.r-.. . '. ' . 
.. < ~ -':' '. 1~,roC:' of r.~utr.)t:-:n1a) .;S c.na~3d tn senr.l .cltff.rent .'"::.,~...~."...." ... ' 

; 'r.l,.s: 1) wttb tr;';'isf'L:~fc;::s Ilena whtle c:nt!nufng thQl full ~ ... 
. . . ( . (~:(! of zi',\"u:2fna. Z) with tc~rar'y dhcGnt1r.uatfon of . 

. ;,; ~'! '. ",' .t.~rc~.7 1J1t:t ,r w1tf'&cut t.nnsfus1c:ts. IS 'leK:!d. or 3) with' .: .~"': ' 
.. ... ,:::. .,.. '~'. ....... :;: (:::. rc~::ct1o.' wft.:. or .,tt..:)ut transfusions. IS Aledtd. ',The ", -<t-'" 

.. '~":-:: .: . .... l~~t .i:~lTolthC! e~:!1rs to tia fr.:tffecthe la ttAt In . . ...: . 
. . :.::~':. ~:.- .'.. ptte:lts c:H~~ad ta this .,51 "",,'red e'entull drug ..... ,.' ... : . 

. " '-:'. ','" cllsc:ntlnu..ttcn for .nsa1. cfesp1te th. (ase reduct10n. . .' .. . 
.... '~""" .. "", :~~-, .~ -:".,,', -:~:: ~ ..: . ';.;..:. ':.--. -~;..,... -:~-:-' ..'-.~ .. , ..:', ~ ,-~:~~':~'

j.' ,,(..>t,~:C~~~ .'-;,... : .. >.::- ;~=.. It:S 's1so urad ellr Itcv neutropenia 1s 'Qst crH:ged In that 1) ".;" 
.' n~utro,~nia oft~n G;c~rred In c~b1naticn with In~ll. Z) .. " 

~ . 	
rce~1Qr1 of n~~:rcv~1l co~nts In P4ti£nts with neutro~~nI1 
(i;:c:.irrcd In I fG2 ~tfQnt~ a:itf'.:at ct' ...ns;:t In (Osa,2 &nd In 
s~a ~1:~ onl1 I (os. re~u~tton. 3) b~~alir.a ncutroph1l . 
c:~r.t$ tra cft2n lc... In F~t1ents with AIDS Ind l~vtnc~d ARt. .
n,h f;ct. Ilcr.~ vith tta kne....'ll no~l ~n.J f1~::tuat1ons In .' 
llet.lt1"'C~~n c::a:nts 1n piople ~:ne~l1.J. c=:;tnl to cte It ..... . 
41ffici.llt to 4e~f'D1r.1I In tha Ind1v1dt:a1 pUent whetbar or : .,f', 
c:)t • low c::.:nt Is related to z1C:oyudfnl.therlpl. or '," .... . .• ':-... 
11t" ... ~t1vel,. "::'~tt.ar I ~rtic:.t1ir (Qse c::;41flcltlcn .. ,:' ....... ,,~,~. 
'rt~:.::!~c:: cr t:=;:;r;rl Catct:;tinu~t1on) Is resF~ns1bl. for •. '.;' 
S~~Q<;t:~nt r1~ In t". Er.n:.tlec)'t,a count. .. 

Ac~~trolicd stu~y In ~~~cb th~ "tQ~~t1'~ 1~~rc~C~~s to 
E;;:':'~\::~ t:t.~ tc: &r.d .:~C t:u.1ctttes '" c:=r.arad in ' .. 
nr~1;:d f"stliQR Is ft:::!~:;-d. . 

.} 	Ac:jar c:n:crn rec:rG1r.g .f~e$~re,d u:. of zl~oyud1n. ts th. 
potEnt1.l for tn~rus~d t=:1c1ty .han Ic1nfsterl!d wfth oth.r . 
'r~ts. ~rt1c~1Irl! t~~s~ t~t ,r~ c)~lct::ic. nQ~hrotol'C. 
cytG~o:1c. gtuc:rcnla;t~. cr h:ve , si~fllr ~e~nfSD of 
Itt!;;) (1.1. Interfel"i.i.ee wit!1 re~l1t41t1cn of D~). Tha '. 
t~r;~:-.:tic r;t1o of z1'cy"d1r.a 1n ~t1tlitS for whcol It hid . 
~~:I sl'.;;;at t::» ba of benaf1t Is not ta1!;". Ir.~ .r!cS1t1onal . ". , 
t.oz~cltl "~t;d 1»1 the co.'~1nfstnt10n of lect!'..r I~ent ., ......~, " 
rtt~lt 1n ~'~ced .ff1cac1. 

f) 	'n::! l;cf:. of ct.:J l'Cc:rdfn~ t~: safety Ir.~ .ff1c:C1 of· 
z1~~\~a1r.l 1n ~C:~4ltrie ~:~1Cl:~ Is .,~~ of c=~c~rn. k~11e 
li=It:~ F~~t~ J ~~arc:e:kir.~t1c lnd t~lcr;::e st~d1es hav. 
~~.:a b c!lnC:nn, t!"o:::"'1 Is ,ery 1ftUe 1nfQr.:::.lt1cn 15 yet. 
t~f;.cU .r:.;.~:!r tt'~:a ~ r..Jrs ~y. root bien st;5d1ed It 111, 
e;;j t~ t;4Eic1t1 Ired R~~l ts;a of z1'Qyud1na In .JCUDI 
IDf.:;t~ .It:. frr;::.;at:.1~ t2~t1c Ind renal fUM:Ucn l:3y be 
s~~t:nt1111, d1ffartnt t~~n 1n aC:ults or older c.,1dren. 

, .,:a11 cSest;:"~d studi.s addressing tJ-.esa hsues Ira ne~". 

'.. 	 .~ 
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RK:~r.~at1o:\s· ~.~,: :-=,<c", _' _,;, ' ,_ 'c;~'.~:c:._-o 
-",' -  . 

1'. %1~~Yl:4fr.a (r.i!tr:;vir) :10C"-~' capsul.s should be -'pproved' for usetn ,.,'::.:. 
'" ", - ~'.. -' t.:.. canoe:r;.ent of ~t1ents with symptomatic HIf Infect.ion who "'.,ave -'". 

cc.. an Ibsoluta T-helper cell count of less thin 200/D,J,1n t.he . -,
" ~r1pherlll blood.: ' :.~.' ~,,;,,:'~::~"'': :'-. 

____. _ " '.. ,. . . ."' ... ' ..;.~ . ~'~'.,," ,: .. :~. :,....."',.'.. :.._:-;.~~,.:.~.'~"!. _~.c .~: ..-: "":"'.' 
. -; ..~:--:~.•..~.:.; 	 . 

,",.'j.!":.~~-"'.>:::-'::- 2. This rocc=er.,.dglat510fn is bosed pr,1carl1y on the data suhbaftted on ... 
2 n t.ha or1g1na t;DA sUQar1zed tn t. e preceding' , ~. : . D~CC::::3r, 

. ' .:," . .; " • ..- ..<. . . adtcll rev1r.r. Al though there b only one .dequlte and .' -..~ ~ 

.:ell-controlled t.rtal to sup~rt the .ppreyal, t.he Significance of . 
.. the resul ts are so great that they can only be attributed to I .' 

. beneftct.' effect of tl'le drug. However, 1c;portilnt follow-up dau . 
on the patients continuing 1n the open-label extenSion trial of 
z1~cvud1ne has been re~uested from the sponsor. test copies of 
EUch of this data have .'re4dy been supplied to this medical . .' 
officer, rey1(r.ted in I prelimfnary fashion. Ind tentative '. 
concluSions discussed under IteQ lS in the preceding section of 
this rev1~. Thase follow-up data proyide 1m~rtant support1ve 

.... .- ..... 

I 
I eyfdenc:! fer th2 efftcacy of z1dovudine in thlt 1) Ifter nine 

months of treat::ent. &ortality fn t.he original z1dovud1ne gMUp 15 ···c ·t·:;,·· 
still less t.han it was 1n the placebo group Ifter ,4 1/2 months of t 0 

. t.reat=2nt, Ind 2) a c:ore advanced ,roup of patients (1.e. the - '." . 
or1g1nal plilc::;bo greup It tl\l cone us10n of the controlled t.r1l1) ',' 
Ip~2ar$ t~ have experienced a re~uct1on In t.h~ rist of death and 
IC~Jisit1on of aI's after b~ginn1ng z1~ovud1ne therapy. The~e data 
will be It'I:Jlysed 1n lIore detltl .fter t.hey art officially sub1tted ..... ' 
t.o the N)A. 	 . . .. . ' . . . 

3. The Burroughs Vellcc=e Company Ind ot~ers sponsoring cl1n1c.l 
_trials 	Of .z1~cyudine in HIY-infected tn~iv1du.ls Ire encouraged to 
conduct well designed studies addressing 1~portlnt questions which 
still exist re£:rd1ng tha OPtical use of this d~g. particularly 1n 
less in ~t1ents in Whoil it has not yet been studied, as discussed :.:' 
1ft the prec!d1ng section of t.his review.' .'. . '., '. 

.... ;"" .....~. '"" 

.. 
/a.;,u.c.(..A~'VJI"~'; /wfP'. ';., 

' 

Cooper, M.D., M.P.H. 

cc: , ..', ,.' -.... 
Orig IeDA 19-655 J" ,-If")' .. HI',. ::.. , 
Hfij..340 	 b-r,-.,:-J ....,....;. ~!.ti!3.~_1"/r 7. :.' '"~:;, " 
Hr..-a1 S ' . :.. f" • I . .. . ,.' -~ '. . . ,:. '
HF:I-81 S/CSO/Jlnight 'c' . 
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Prcr-~tad Clinfell Indic~tion (libeling): ·~nase~nt of certJfn patfents wfth 
ser,cus me.nnen.atlons of lnfect1cns c;u~ed by, the hum~n flm'luno(ef'icfency '.:' . 
virus (Hm.· k5p~rEntly t elfs tr.t1ucl~s AAe'lS "ell IS nus' pa~ttnu-~"H_H 
~o~ot~d Dosa~~: 2CO-2~O Eg q 4 h (12CO·l£CO cg dJfly). ("ote! The table in 
~le Gosase , i~infstraticn section (p. 2-00013) may be misleading bec~use the 
dose for I 60.&0 kg could be fnterpre!ed as ~o 100 ~g capsules and one 250 -9 
capsule (ra~~er than one or tne other). Also, ~~e table lfsts ~Gose for I 
8O-1eO kg patfent IS three 100 mg capsules/dose, f.e. 300.g.1 

'. PRECLINICAL DATA 
PREVIOUSLY REYIEIlD . 

This Ippl ication contafns t."e fol1ovfng reports which have been previously 
submftted and reviewed In connection witi' ' .. .. .. 

• ' • _ .' ............ ' • . '"•.•"_,, - .'" ;i>.; .~;" .~ 

Ch~ical Structure ....... -II' 

'. ' 
~. '.' ~ . . . 
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t:'isny ftC: Th: P!'::r:::r:::::1r.~tfC$ of 8!: AS09U.' . , .. 
fn t.'1a cfeg fol1c~fng IV bolus aafnhtration ,-" .. 
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irasnytiC: Pl";111afn;1"1 rf~ort C:'l ~~tr::Jco- .,:;". ".:"'~: :.:~!~~;..::>'.~. ;;~.~,~- '~-'~ ~: 
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c!~mr~li:!l , et 81: fhan:llc:::fnltfcs and· . 
Elt:bolf£~ or-.l1co~~~fdf(;~ (AZT) in the 
Cjnc~ol~s monkey. 

13. 	 Good SSt C:E~tfr;r.c!1 P: ~t:bol1c fa~ of 8,., ASilSU 
in h~ns Ind Yirle~s s~acfes. 

14. 	 Same st:Jd1 IS "3, rtsub."!1ftt~d It • later time.i 	 '. , .. .: ..~ .~ .. ' ''''~"", .. ~=-~' .:... ~ '. ;.. ~~...,'. '.''.' .. 

I 15. I-.;ps EP, Pllrtens n;,: A ~Ja' ttative t!.l:>le-bcdy ~. 
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intr~veneJs 1~1n1str3tfcn of (~H)-SO;Ual at .' 
15 m;/kg-1• 

16. 	 £i.irnet~ TC: Tilree r.:mt.\ or.11 bxic1 t:I s:~dl 
Wi ~l 61i C50i.:31 fn Charles Ither CD rats (Tox 
374): Plas= levels of 8W 0509USl on dese day 2. 

17. 	 8urnet~ 1t: Three ,..cnth oral toxicfty study.·, 
with BIf O=OSUal in Ct!:iii"1!s River CD raa (Tox -: ' . 


. -":~::;::';;,~\,.. 374): ,1Is:;I levels of .It 0509U8l on dose ...., '1.,>~'~.~~.':::'''''''-

.. 

. 
,. 

~... ':. 

, 	 . 

19. 	 Burnett3 Tt, ~a~fr:n~l P: Al3-week or~l toxi- . 
c1 ty study of I Sl 599Ual in Cyne:::ol gus monteys
(Tox 333): "a~Ha leyels of IV 509U81 Ind fts 
ce Uuo 1 i te. GAlT, on dose day 2. 

-- :. 
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3. 

T.:J t1t~~~ ~fv~n 7.5 ~ SC h~~ P'IS~ leyels of ap~~x. I ICV/Ql at 40 .. 
c1n. ,nj 1.S ;:tCl~l ,t 5 hrs.. . . . " ' ',' 

. 	 . ". , ~ 

z. 	 E1c::I L~vQ1s fr:-:l 6·r;;,nt. ... Oral To:fc1ty St::dy 'n R"ts [Cn~OfDg stuQ 
;'. &;.;: iQ.JJ . '. . . ' . '. . . ,.' .. 

. ~:n p"~"!.3 lE~als on Gay 2 of t."'I1s St::C=1 wert 4, .18 I 83 .,gllal for 
... Inf::lls (3/scX/Q~~) Ihen SO. 150 or SCO ."t, res,fCthe1,. '.' . :"~"..~·~i~c·;.-.. . 	 . . 

• - - .... ,; 	 ... ~ >••. 
~ . ".. -. .~. ".: " ~ .-" 

T:1f~ 	t:.!.~/c.3i3 ft:~;>1'$t1c: tr;r.:fcr:-..,'ltfcn" 'IS:t1 VU p3rfo~d' "c:cor~fn9 •.",. 
~ st:5c;rd c?~rit1r.g p1Cee'urt. C~ne'ns of AlT IS lev as 0.1 r.e;/al 

1 r~~~::~ ~i~ r.~. of c~lis in cul~rt 'ft2r a 3·~ 'X;~;ur2. AstJt. sfg. 
' fncf~:,z3 iii t!l! r.c~ of '~'rr;n% -fo=i- ,,~s nobd At a c~":'n of O.S 

. ~;Jtil. Tilis ~lllYicr Is Chari1c~rtstic of U=.;r c~l1s &nd~~i~$t; t.'llt 
AZT r::Jy b~ PO""J '" ~ . carc nO~2n. to bttatTeiSt as lCUYf"-'c" 
&1 C2~sn1ve ctntror ma!2rhl. 1'i:1!~'y e. 0 an re I. ." _.___..__~. ____.~_ ..' '.' t ._\ 

4 •. Cyte~n2t1c St::dy in Rats [Culture' dosing done at. ."i a••lyses 
t p~riorSa, .... ':'. . . ,'." .' ..... .-;;. .:~:. r:~~":::'>"<' 

Grc~ps of ~at~' (4/seX/~~) vert gfven sin;1e doses of 37;5: 75, 150 or JeO 
c~~ All IY. Colchicine v~s gfY2n IP 2 hrs prior to s3cr1ffc! ~1eh WJS .. " 24 or 43 hI'S after the AZT. ~~~ltivi (saltne) I posfttve (ClclophOS
F~,c1L~) controls were included. J~~d1atel1 aft2r s,cr1fICf, bone 

. . 
"'l t 

,'.; 



Fc:ar .rs llur the' "E;:';:'':'':'=':~'' 

". '_ ' 

• - 'U 

.. b 	 -, *' 

t: ). ~: t 	
::;;....::: '::: .)" __

* ..::~:.-::,: ,~:·:jh,4:*'· .:~ ,.... 
_ .... :!, . .~~. :,."~ .. ~ •.••,~.: ,'. '.. : 	 ,,:~~,~:.;3,.~~ ..;~~;,~:~;~~~:: ;,', 

r~ l'-$55»r,~ " .'. ·i·-·,;.·~.·· 	 ,~-..>' '·~·~:,isa S I ";'.: '_:\' - ........~~.~..~:~ ..~.:.>,.<~< ... : :~>...' :.::.~:.:;;.~.. :~-:- .~ ..-'" ';,_.. ---." ~ 1" :~.~•••• -- .... 

• .... 	 ... - '-:0' *' . • ~ .•,:;- . «

; "'. .~' ....~ ~rr~--~l1s·~~·c;nQc·~~·r~ ~bot.~ ·fsi.~s and P~~S~:~"~~fr.9 ~. ," . 
.", .. ~'. .'. s~n(!~rd bc~nfc;:.:~~ fc~ c."ra:;c~c::e Ir.at,rsfs. Gtrier veeps of Inf",...,s 

..~ . re~h~d O. 37.5, 75. lCO or lot) ayt IV and were "cr'ftced 5 afn. or.,. 
_. . . lars libr fer phs!W3. dr::g cenc'•.cb~""'fnltf;ns •. ". :?:~":?:~:.:;.:,., .. -'~.:.'::.:;";\ 

• •••• ::.' -:.'..... , .~-" - :. ~ .-.' ~~ ••'. ~'. ,'":"- :"~ _.. .'. .> ~ •• ~'+.:.,,: ._! "." .~- ....... -=. .. - .; ...- .... :.;;.".;,--:


_.' :'?~~;;:;.~.: .1b:!~ ,,:s r.4 fncre:se fnstnlct::ral c.r~~c::! Ib~~r.tfc:l··'req:.:<ne, at :>~ ~ 
o· 

,\! '~/'.~~~--=' _. &rrl c:;,:! of AIT. relatfye to centrots. Sfenerl,. U".er:! QS r.o fnc:"'ta~ '>«. 
. :'::'.?:~.""~ :'.' fn t!;., ~1":!:1~~ of cells wft.'l ot.'er t.-:Q.ft C2 c.~"cosc:::es. ' ..... :, . c "'}'';. . 

.; ..... 	 ,. . "~. 	 .: ."-~ 

P1a:::llev:!l~ 5 cfn. afb': the I' ~:3 WI"Q lCO,·~. 1(0 I 1f:SO ~.::.:,~<:.'r:;:i.;~·t>~~'·
.fcrc:::)lt1 AlT cr.:! 10, 17. 20 a 30 Dfcr~le GAZT. 


," ':" .:'::.~~;:, drl.i9 hi!d vfrtu~111 dts;ppeured fro:a t:le ,1ASIa•. - ,.!. 

. .: . . - .' .-:.,""" ........ -' .. ' -'; . .' ''':' ...... ~ 


;' : :' 5. 81e:d Lo't/~1s frc:l Terat!)lop; 'St~g in tcr;%>1u'[Stu¢l 'cC::Pleud~ "but m,t
1'" repcrte:0i i 3 D<!lC'IfJ " " '. _,.'. '. . ..... .., 


PlaSQ levels on th3 last ~lof tre&t:2nt (50. 150. ~ 'C'r':./d.0Jy orall1 . 
en di1Y' 6-18 of t"~sUtfon) ¥ere too df~sfonlr to IVir~~. Kcw"l!v~". tn :-,-, 

. fndfv1C:t:31 'n~c:fs, to'le levol of IV OSO:tl'll wes 2.3x ,re~ter then the . '1 

GA...'1 leval. FeUl tiss:." 1."ls of lit CSCSU81 ..:are approx. 1/3 the.. F.::' 

c;.l ~rna1 ph,s~ . level. :..,' .. ' ~, '. '.:' , .<:~ . ' '.' :~ '., .'<;'. ., ..•::,; ~ 
.. ~ 	 - .;.~:. :.; .. ~'.::'';'~'~~';.~;~.,,,,:"!··O:S'C'TE .-.~.:'. :,-'. ... .:,.;,.';';.. :;,._. ':'.,' :. -:- '.' ,:,~.: ." ... ,'.:"."...~ 	 ,

I...,~ ...- .' ."- ' .. '. 

~~ foll'~fr.O s~~fG~ era e~rrentl, Gn~~~~ (1-3) or pl&rw~Qd (~:s, 4.11) IS 
f3r e:;r wat1r.g wH.) ~ie '~i)Hc.nt 0..1 10/6/£$, -.' .. ,.' ". : 

,-	 ,. .,.' .. , .. - . 

1. 	 Sh...~:~t.'l Cr~l Tc:1cfty in R~~= Do~as of O. EO, l~ or !~ c-;':/t.:l1 wart 
~'i 'i~n Ii~ t.4~w~.l iil! ti;;;~1 GlYlciM c:~~c;~ , tars I~rt. p,.al1liifr~rl . . 
re=ults sh~~d slt~ht to aild (:,re'$~ tn ~:: It ~e R~ (~41 lto). . 
TE~f:tll s;cr'tffca WlS sc."e':J1N f" 10120-24r~. 

. . 

..,z. 	 Sb-oontJ'l CrJ'-TO~fc1tLSt::9 fn -r.c=eU= ',~ses of 0,: 3S,'1~ 'or ~~.~ ::-:~:* " 
~criit SlH;n ';;1i1 u til ,,-;. r., sua..y. 7re1iain4rl resul ts fndtC4~d .Ud..-= l:eC:~rab &14:::;11 in the MD I ND Infcals (day 60). Tens1r.at1cn was.: ',...' 

_. sc."C:~:lled fer 12/l-2~,.; ., ..... ~.,.,."... .' ~. . ::~"; .. ~~·~.~cc':' . :'<..,::' 
3. 	 eral Uer.:~:1t 11) TOl"atolccr,y St:.:a in t::~~ft5: The Infr::.:lls Wrt shen O. 

IJ. I;J tr =~5 L~/CJ1 01 5:v~~~ i$ 'J~¥~. en ,~static~ ~;1$ 6-13. 10 
tre;=nt-r21~t:;d c!l;:'I~~s ~ere St-2n fn t"':a fetlz~s. Th2 rep.crt of t."fs 
1t:l::.Y Is fn to';a nn~l sb~$ of pre~ar;tfcn. . , ; . : . : .. ,. ".'. 

4.5. 	Crwl Carcfr.e~~nt'tty Studt.s fn Rats a Atee: Oo$e '",'s Ind st;l"t datt 
WI ll·t~ Ch(,f:;~' Iftlr co;.oplt:'t1wl or lu-oq dO~2 ran;2-ffndtng sWdfes, . 


_ .~ .... ". . using cn.'t I ~ ra~'er than d1v1~d dose .gfnfstratlcn.....',_ .' 


,~- '-S"': g;~t~~~~Or:l;T:f!~!!~ !.~~ h~~~lr~set.:f~~b~i,!~~~4~~~~;g 

ts tn FeOrJur,. 1sa7." 

• ~ • _~. '... -: ~ ~:~";"~ i. ":':~'. ::' L':!.:.":. :..,:.... 

7. 	 'Cn:!"Y~lr CI"41 TO:fcfti'Study'1n J;on~els:Doses of O. 35, lCO or. 300 
Ii;.t/C~ aG:.inn15tJrea IS 1n the l ..,ear rlt stuc!y; .lso to IUrt fn . 
F£bruarl. 1987. 

.. ','" 
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, , 
, , , 
.......,:. ~~.: -.~.~ -;." . ~7 --",,~ 


. " 

... - :.', . ., ._a... . ..' .. . - -. . 
( "~. - '';'' .-: 	 1; ; . ~'_ _.... 

I. 	 C7Jl r:~~1t;1 T~:ticft1 !~.::O f!l tlb:' £t~t.Q,J·'ol....,t::ai. aN~' be 
l.F:.';':;'iJ-h,.r -.z ~~ i C:.: ': ..;5 " ••1 ';·1 ~..t~~ en rH::lt:s of • C-ose .. : ' 
r;:1~ffn~fr.i s;~. 1i,";1 .t:~ is b ugla 'n ~rQ.1S87 •. =;,~::.'~', 

. '.. .:. :- .. " - _." .. ' . "',- .~' .. ", .. ':-""-:'-:~~';"",;,;~~.-~.~;:¥_".:.. .. , .......~_ •. _.4r.-".,~~.~-: 


I. Cr,11 ~,~~=~t I (r:C:~i"'Cc-.::tf:~-Fc,.t11i~1 St::~j tn' 'tJt.,~' ~~$;5 of o. ~~. ' ... -,,: 
.,' l~J ,r....;J r.:.;:'/~ \7af,;,vu.;:U-~:";;i "'.1.1$ i.,.'" "l~ilCa ,1";1 " ~y~~',

''''' =-. , b c.:le$ f;r 10 • ':.I' ~7fcr b ctfC\l. lnc:l b fG-:::ltQI fer 14 (o-!.'S prior " ,:' 
b e~ t::re"'!~ t::t~::,. ('::,-1r.l t:~t:t~(i:1. 01 he,.,. catn t:1a fOt.' 'f.:j of ':,::.; 
l~:bt~c~. S:::stfeJ Q~ 1:::: ~t fer 1/~rv7.·' ' .. '_+~ " .,',',., .' i 

,.. . .~ . -." .' ., 
. ~. 10 • '!£.:1!t enl ~JS;~.J.I .ftc7~tolca.) !t:o fn ~::~~fb: ' £:c:::-~, of F;;r' 

~f":~':';'u;l r .. \;.;; .. c..;,,:\,..~J "'f1.';';;$ Irr;',;.;jlf.t:.:.;';""H.:s l;rr:rs. c:;l, • fg' , 
. 1ftt:~, t"~J"'~ l\"311:.)113 tQ t:".3 fft:t st:Q rt3. c:l.a). ThI"Q cses (b 
~ G'et:r=fr:::1) \inl t:l ,f\,~:1 2J./Q1 by p/t~a c., Q]s 1-13 of I:2Stltion. ' 
St.:e) b scrt In ~rc.'). 1!N7. '. " <. .';.-.,... ,,;.,' ,',' .. ',. •• " . . 	 - - ~ ".- ......: "':". -..... .. . . ~ 

11. 

, , .• ,.f 

t 

. -:.• ' 	 . ... .. 
-..... -,... ..

1. 	 It is prts~t1ve to 1r.;lt~3 (~U fr-...:J t.~3 rt~:,ft st:::~ In t:;~ pre:n:nC1 
s::~ft;'tt sfr.:~ It has not 1~t t:~:a s\'!~"lftt2d. ~~ (:.11 rt;o;rec:::et1", st:r~ ,,
';.::.::rIt~:j t.,"::;s f~r f~ r:.t t:rablc;;r. Ttarefcr"l. e~ w:a-ca -&nd r~b)lt.s· :", 
S::~41cl ~ "~Yc4 frQ t.~3 1~' iG~. " 

2. 

11':2 sznto;.:~: ellil s1t.:lfffc:~e~ of t.~~tl f:1 yfb'o "::.tlt3 is not tn=n.
f; r:ot te:-;7"iltl. A t~~~,::;:rfc.~I..~'!t(.)Jr.~c.;:s i, ~ltt1~~res~~j't$(! fn t!lt 
(:oil t-iin;forr,,;tfct1iSs~ .tsp,.e$~d t.Q ba a JJC)urftfaT C3,.c~riCS2n. 

b:ulu frc:a t.~ t.":a fn viva c,yw!i2r.et1e studies.,.. c'tH.....t t,,"t. tau 
b.o;~ r.at yet bc..an s~;;rtiaG. : '. ' . . , :, _.:,: ,;. ,,' . 

Tc~~ b (l!t.."'Ct t.'l~ ~:~nUul b tr.C:~C! tt:'i=rs huY" r.ot eYen been 
-surL'de , t.':a1 Ire not -cc:pleted-. IS sbbd 'I '-'Is sectiol• 

. ~ "': .' . 

.~, .' 



-
.-
e\ 	1!~~~ ,,:::";;'!' :!:f~::::~~.l 'f'~Z,',~~~;; :i:S~; ~><\,?,:t~~:~t\,· 
OVr:,.tQ~C .:' ,:'. ::,: . ' .• :', .'::~' ~.'·'~.:"'·.•.•,.~.·;..'.\.,.r ..~~,·:,"'.,~,:..t.~.f,.~.:.~,'.~.~.:::.'••.; ......~,·_-',-_..~_: .. ::.-~._.::~,~.~'-,:'.'/: ~.:-~ 

"-;, • • ~.. ,w' .... • _ _ ___ ••s - ;-;-. ~ _~ •• __ 

. S:l f:.;j./C1. t::~n ns Ine:afa. lbb sb~.nt stc:.td t.t c::4tne4. n.;.t "111 b 
'·~n::.tra aec::r:c7 of lafcrtQtfcn. t:at b:c:u:e of its c:r.~laUc., 

. 
. "~ . . 

wit!l a.-.c:.2ia
'....., 8O·"d IA p.l 6 iet1ts .... ' . ... . .':- ......... . '.' ..-:::" 

:32.~':':':"" "": . ."".. • . ~ .', ..::,.:', ;~~r.:~"~~·+·,,·0!'~:~·;·:;·-;:~:.:~···, '" ". '\:~3;? 
. $!!;;:.."..lJ. cc..-.z.'TS I E~r:::lTIC-d " ~.::;.- ":"'-".'~" ':", . 

'. . 	 . . . .......
~ ~ 

,;.' 	 _ ~. - :r. • ~J 

1. AZT (:tQ7:~fr..:t) is • t:l.r:ddf::a cr.alC3 1Qf~ Plis· to:l rc~...rt:4 b '...:tilaft 
",Ueatfe:. of AleS yfr-.s (tl!V) In wfm. '~~re:ltl,. It fs ':";-.,,:;-'. ~ ".:~ . 
a;:;;:;:';T7ht..~ Intr;=l1ul,rtl W r...nDftfca of liIV ~~r:t tr£:scr1ptlse 

::-.; ....": 

1>1 tt.. t:rf;..";.c:~Jb QrfYatfve fs t:".a CljGr ae":;nf$'J reI' Its c:;tfwtr;l.'.' 
lc:t!v1t;7. '-"'If k.:~ sh~ letf,ftl Un ,ft.-o) IClfn~t eG'leral ot.~.~>;>.:·.'. 
ret.""C"rv~ ('.9... D yf,..~s. Hn.Y·lr" \i\iil. l.'UJ:ijfc~~1al letfvft7' 
'~lfr.it cert:fs t~:~rf~l I prot:;c~l ~~c~:n4 t~s 11so t:~ ~~strltod. 

, . 	 . .' _.-: .:.: .' ". ,'~~.' . - .' . 

Z. 	 n:~ Frc::'StM h;~~l 'r.~ reee.-;:..::!r.C:J t:'u~nt cf AItS ft.":~ t::C?) p~t1enb.'" ":.,. .' .. 
wi t.." cr~1 QSes Cit 200-30;0 51 • 4 It for In unl fai bd period. .~ . ." _ . . '.:~ 

'.: 	 .p'.~:':.~.:' ";.-.:".:~.";.' . - '" ~ 

.',',: 
.~.~_' ...:-'.:~~.•\,;"",;-.~':~.~,.~;:=~~:._.:.. 

, A1 t,t'lO;'~' t:lera was a:) a.cTttltCJe fn crl~ ghcm ~O rr,JJ./~ '0,. rib stra' 
. . 

4. ~~t: Sitv'" £C~ r:;':./G:.1 oralll fn Z dtvt~"-4 (::::: (S trs &~rt for) 3 =,. 
,.. ~..d Qere~t.C(I r..~ I li::t. KC=;1';r. In1~1s Jh~a 25a Gr ~ r;;'I./~ 01'1117 

&= I sfr.gli ~fl1 lc:a fer 2 cas b~d t.E;it::~11ul." ,ac;o14tf~' lnd/cr 
rwc..-c~1s Ir.~ r.:~rftfs. . . .'. .: . . 

ti1;ll'EEvr U t2 .~~~ci;ll, susc:~tfblt" '-rWi:lm1_.todcftJ ,,:s 'ftO~" 'b 
t~'::J ~G Sifv~-:1G:~e$ oftZS-:~--r""':'7Ql fer 2 ~l, fr.:ledfng c;Qrata- ' 
cr:'::~ hc:;t;~~h a &:;;;:fa lrod h.r;=calh:hrit;t of t::a be:: a;;;rrCif. .' 

J::r.~::;-: re::z1¥ltJ ~. lCJ G" 3~ r:;;!J~ cr=l1, fer 13 ~~ shc;:;d • ~~
rela~<I pr:crt~~he '?trf6l.t3 fn C: t,,"rcur.!l::lt t:':~ st:.Jt,y Ir.~ a 4rc, fn H~ 
" hct b~t.~:., st;~ ~ 1 I 21. At t."'St, liD lenl, ~ was also ucrened. 

" 	 . . 
A.-:~fa "a~ ~":1 scc:anured tft paUenu shan lSCO cg/d;Jy (t .1•• abC:lt 25 
E:~/(~J fer i =s. J.::)t't Strieus sf~" tfreets hay. also oot 'eea not...... . 
••,. sranutoc:tt:ptnta. . 	 ' ..,.., 

Althcu~ AIl WIS nesatfve 1n ~"e ~W2s Test, It was found weatly ~t:ge"fc 
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:: -.: ~--.-'I~:;'Z~ . 
.:~-Cl~iHiC)err.:Y/~/1/13/37 
~/~ taft.b :J~CI,ftt 
c.;.Jlp ...< 

," 

..... ....... 




bs C' ." - "c 

: :: :. <t. : - :;2: ,...,;.'....: ,¥ '".It' .' 

'.
4; __ ..... _:.: .. \10. 

._----.................. -....--.~ 

t· ~ ., : ... 

.:··;~':~::...:(2;.lu, 
: .'. ···;'!\;~I)· ..  

r.::,~;r~·; i:.·,,~.;~iZ~·-~~..~~.:t;.tD~~Y ~\~~;CJl=~.. ~;'i'" . .-.. ~~.-. -" .. ; .  
(  ... 

- ~-~. ,. - ... 
.. .~ ,- . 
. --.,' -. ~ 

.." " ..: 

:;-£G-:in: 

C',. ..3, co'-: •.• -, .... • r ......... t._. 

-', '. 

~n,;i ...~i~ai, .~ <":~:" .,. ~..-:' . .." 

,~~ ....~ --""'"to. <l ... ', 

;. .. , ..... 
.. 

. - ~ • __ -: . 7- ;.... .-:.~ 

~.. ::~::~ l:~j:C:'::':J: 
. , . . ",-;-:" .. , ' .. ...-..' 

.iI'._ ,.. 
. , ' err.~:~ ~:p;£: 3'..~;i do-3' -~e~x.'y~Jl~idi ne 

.. .'~ .. :~;.:;. ~~'. «.::::: :'·':CL-I!TC'L S-""''' 7" . -: ~ ".! 
. • " .• .' ..- '. '. . .. ,_ J ..." •VII ( . ~. 

. " • .. ~ • .,. ..A.'#~ _* 'J'~ __ :~"'~'-' _ ~.':~ ~• 

era1 Tc%i,i!y St~~y: [f'error::ted ~.Y !~=r.sar. sper'!"! eva':.:aticn 'do~e' ,'.~' ':.:-.: 
, - ,. .'.. .': . . .... ~'."'.:. -~ ..:-~~... , ': -' ~= : . ",._.,:. :~:'~ p,",' .":."::-~ 

- ~.... .- . .. -'. ..~! __ ~~_'~-:~~~:_~-;~-~;.,:,,_ ..__:;o ". _._:'jO~" • '~:.,r'~~ .. ___ . ' 

!.t'::":~=S: C:",.arles iUver CD ri':S. 12Jsexld~se grew,. \lfrt giftn AIT b1 ;avase.:·"> .. 
t': ;J, i::~ or ;~O :"liit.iday in 2 eGuo' ;1orticns ci Ilrs Ipart. ··Contro~a~..rp :c·.~:"'~'·.L: 
re:ti ve~ 'is:'~lie::l water. ~ ", • .::.:_.~. :~~_ ~-: ~~ ,,~~ ~;'.'!- ~ '_~" ....._... ~ .•H __ '"': _'. ' '.' fl;' '... ' 

• 7' •• "~ - . 

f~:~IH-:r: 2-3 ra~$igr:)up (5 in HO gp) - dosins accid,nt or uneeteMfned causr 

Clinic,1 S1,ns: Sa11va:icn post-des, 11' KO ~ , F, wks 1-26; liso stains on 
OC:H~S Of so~e HDrats 

S:;!./ ;;t; rCOG .I.:1:a1:2: no;; rats gainea :'iere .: tl"oin cor.:roh; 111 'tner ;~s 
..c:: i ~;..;n CI.! rve~ s,.::111!" to c::;ntrQ1s. Lr;,:; hac no eHe:t on f:.:.~ f nta (e•.; .',,' 

~e:-.ato'cs.t: C11ni'll tne!'1istry~ ne:' ngD decreased sligntly '1:\ tiD F only; 
I:: Q&:re;s~a , ~Ci lftC~aSea 1ft no H 'F. Values returned to nor.nal during 
r:s:.:cse re:cye~ ;eriod. Dr~; nad nc eife:: on _~C. Blood i1uccse ~ai 
i ncrHse~ in iiD J.i , ;; SG;r was e'e\,c.:ed in ; It 111 deses. 

j:~~,.l:c.ioc~: ;0 toxicity wlS r.ot~d •.. 
,rut ;>1'$:-.0 Conc·.,s: One-nalf .. ,. after tne 2nd dail, dese, !'tel" levels of .,ZT 
..{;rt ".', ".e. c,J.Z on da, 2 , 9.7, 34.4 , 1... 2 rxg/=l Ofl Gay li7 for ra:s' 
j~ •.~ll :.~. l~C ;, 50;:) :;;;t•• restit:the,l,r •.. 

Se::era tva i ua:;,," «~cs:.~orte!'!ll: ~ drUg effect on parace!.ers .~n;tored (S;:>eM 
::ot~ 11:1. epichdycal Spt"" aensfty. incidence of I!)nor.nal spe'::a)_~·~:.'~, ... ~.· 

::p:.~~ & r:~s,';c;..a!nolc.;l: In ne;:.:E.· :he ri!S fewn: dtal'! ~o:'" ;hc::~ ",! .t~t"":'I~;"..ai 
Si: t~ n -:.: lIte!"'e :litr! Iny rer.a "".:'1 e dr:.;.rellted f1 n:li !1~s. 
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I¢A 19-655 . -. . ,. . .,
( 

._.-'-:_---

(A.~n,~nt.'dl'Ud 1/13""~. -

Dat! ~nip,f Ce:t,leUd: 1/2'1/87 , ,,:. '. " ~~·".__ ,~~-:~t·~~ :;~l·. .. ':,'-. ..', 

.::C'::~~:;.~~~:.::::~.:~~;.\{.•:'.••...~.... ·~;~:~,!j,.~J~,~~i..;i:"  
CIU;crl: Antiviral ,,"~, -.""', ,~. ".::~. ~':.' -:.~.:. ~~-" .:. t.. ,,_:_,~~._-, -:,,: :-'. '~_""".:.'~ 4 

• ~ /1 ....... "._.' ", ':,~ _ ;'_,~ : ... ~.'

'. ..' - -;.. ~ .. .~ .:_. ;.~.. ,~..~ .• '.':-~ ·-_·..:;"'f[. To'-,·:-.r)· 

Che:"tkal 1I!1"'~: 3'-IZ14o-3'-C!eo.lythymidine . ,.~.' .::.;i .·:i':-'''',-i•.-:'~' 
. . _ . .' .:,:,., -. . ''''.:-'" ' .:.. ....,,-. '-""'."-": ...",:~~.: 

:- ~ .:.... -';' ~"'.'(l,nica) Indication: . AIDS 
, 

" ~;': -..',-1: .. ..;:- :;;::..:'-.~~ .- .. ... 
-~. 

-:'~, 

. . -. 
, 

-, ~ 

.: ,. ", . .; .-.. : ... ' 

, -"".,  

, Relat~d IU!)s: 
" 

"." 

-:'. 

~.-:.!"t I J Oral TerJtolo~'y Study In Raobi ts: Pregnant liZ whi tl rabbits, ,. ";'.'~~';~ ){<~. 
'7,S:"'cu~ (";? fvr crus .,las.:r.a evaluethlnl wlr, Icr.tinistered (; (0.5: . ~,' ': ',: 
:""t'!.o~!'cell""Qse). 50, 150 or 500 npk/eay given as 2 tql.:a1 portions bY91Y1ge,·"·;'· 
6 ftrs ap.rt. on ses t. tion da1S 6-18. /."':,': -.:= .... .:.,:':.: '::".;~";" ~ ' ... "... ',- , 

-:..... ~-~ 

tf,.c ..ta'it¥: Nene drwg-related. but 12-due to "desi~g 'lccidents-(1'~~'udes 2 .:..... ':: .. ' _. 
c.;)ntr"i$-'-' 6 HD) and ont tMt aborted. '.: ~"--","- ::".:.'. .-.. : :' !_. -,<.~.,. ..' .. 

Clinic)1 $i9"S: -Red ",:erial- caused by te~hnicl' errors; also', labored'  
E~::~ :':'lni.  

Fe,cd No signHfcant tffect. ':." 

":~a~ Fft.1 ~ati: SO'. Frwer viable fttuses , fnpllntatfon sittS in the 'HO than  
\n ,~~t:"'=I$i tir11 resor~tions &post-implantation loss higher fn LD &MD (but  
~t "~; ircups. nc atla fttuses in Iny grcup; wts of f.tuses in .11 iPS w,re  

• CCo",?;riDI'. . .' . '., .:..- . 

F~t~1 ~~l'c~t;e~s/V&rieticns: Increased nco of fused s:!rne~rae in the LO  
0.;1/. Me ra':f'r'f nnc.ngs.i Dent hyo'id Arches (LO) I sternebrae .5 and/or f6  
~n~ssifitd (HO).  

• 
;;c~es crf AlT IS biSh IS 500 Dp&/dly crilly fDr 13 conSfCl.thr C:ays to pregnant 
r.buits were not tGl;C to tne daDS. Siaillrly, I~Y fetal effe=ts noted 
I~~flrad to be incidenUl rat""er tfta" ,.·ug-related. However. be;ause of the 
l;ait!d no. cf litters available for exaninetion, ~C': Ipplicant. plans to 
repelt t.'lfs Study. j -'-'"'. 
C(: 1),,1 Q. MDA ."C. ~t' •
tf'~-815 - 'If:; .. lflC:: - .,.' .,:' 
iTN.S1S/MO '~', .. 

CSO iii rvey I. Cher:'lov, Ph. D • 
HFN-3:~ 
'-';:.-2 i ~Chernov I SMc/2/3/87 
R/d in;t.bj::JHta~Ttt 
O~.. ,~ 
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HEY u:~ ~ t:~AlUATION :~- ~~"IAC~~~Y , TOXICOlOG; 1J~~fy;_"~:~~~i::'~~7':/;-",~ :~.<.~~ ..(  

.;.. ... \ :'., .,", '.' ,.~, > ... '_,..'~:' , :~_ "~'~.""':'.:.,,: :. "-: ':0, ~- • ';' ...:--' • 

. NDA 19~SS • ,:·c.. · .~ ,; .,~.'}~':!·J·:~Y;:~~: ::,::~,:'.: ·:;-.;;)~~t:,:lj~tiilii~/:!~"·~·;·': 
~ .AP~Li~r: 6urroughS-Wellco.."Ce Co • .:. ' ...:' - '._.' .~ . ',.:-..:' .:.,< .~, .::: ....;_"<:..:r:.,. _... ",.. 

. ',.:. ,,' :: _..;.' .. ,....; '~'''''''' . I:. ;-:'~' __ ":\'~~~:'~::::~':' "'-.7':.::~~;f.j:!},!,!'!-.~.if;S:~'.!.<··.:" 
D~UG: , RetroY'fr. (zfdovud1r02i Ali) capsules·:': ~ '.. ·..:-';_:7·'::·.:~~;...,",>·:.;:: ~.~a , 

~ ~ ~ ~"." ~ .:~ : ... -,\~ • ~ ••~. ~, ".~", ~ .;., ':..::.!~.:'-"~:~:~:~'''~~-?:..:-.:''~ft.~' :~:.:';-::.~.'-" .'~~:. - . ." .. - - -:' .,' w 

'lbe initial phln:l/tox rev1e~ of tnfs application (12/29/86) listed a N.II:her of,. ' -~-.,~.~., 
l:afCll studies either planned or urtdeNay at th3t time. 

",. ' .' t~se studies is a~....~~110W~:.::~.·;:·.~.>. ;-~~';'._.:~'. ," ':':'~::c~'~;"~::;~'::'" 
:' 1. Six-conth Oral Toxfci~y in Rats: Final re~ort sutJnftted 2/10/87

(rev1e\TS2Q .2/13/87)... .... .  ... 
.  . 

2.  Sb......onth Onl Toxicity Stl:dy in ~1onkeys: An unaudited draft report was .:. "';':.:--l·~.-
h:lr.d-d!lh~red to us on 1115/87. It contains antemort&r.I data and .;;. ~~" ~... ~ :.} 
necJ"O;lsy findings on tha anfCials sacrificed at 6lDOnths. ,principal,':- '~'.>.:, '. ',: 
ffNli n9 see:-as to be dosa-related anemia). Dr. A"yers 'B-V' his fnformed .. :>, ::,.~. 
us tr.lt \i-! can expect to receive the fir.al report on ai 1 but the recovery .. ~... ~"· ... :. 
an1::.215 by A2X~ ~~~.~. __ >~-: . '>,_, ':<:. ~.,:. ..;'~:.;~'.:::';~"'~."""'~'.~.:!~~~~~':~" :~: 

3.  OJ'll (~;::ent'Il) TerQtology .Stud/ in Mo:1l:eys: 'ffnal"'re~ori: WIS' ~-;~::: ".".-. 
sut;:lit!.;;d 1/13/87 (rev1e~2d 1/21/87). '_ .':.:.... ', ... ,.~':,":" ~ ...::_:...".~: 

. '\ ~ . 

4.5.  Onl Colrcir.csenic:ity Stld1es fn «~ts "~lfce: Rat study was started on 
1", /87 • ~u sa study 1$ scheau1£-d to St.1 rt on 417/87. . _:~ '._" _ . 

6. '.  Or,e-year Onl Toxicity St.udy fn RI~s= 11'Iis study was stJrted on ii1,)/81.:····:' .. ~~:·:~:~: 
~ :  . . -.. . '.. ". '." . 

7. OM-year Oral Toxicity Sbdy fn Monteys: Thfs study was started on .,. ,-::' 
3/4/87.  . ': ~'a '.. . • ,. '. :;; .-:'....: ~;~.. './:~.:, 

-, ..'" .'" i __ 

8.  Oral ';a::>r.i::.tl Texf'city St~dy in Rats: A dose-range f1~ing study fils '-: .' , 
ix;!n Gone, using d~sas IS high IS 750 IIg/kg/day. Slight hei1atological'; :_.... :. " 
c,".:ny2S lIIere not...~. . ," ' 

9.  Croll Se~ant I (Re~ro~uction-Fertf11ty) Study in Rats: Anfmals are about 
r.:E.dy t: breed It this tfce. ., 

10.  R~~eat Onl S~~..!nt II (Teratology) Study in Raobits: Or. Ayers (e-v, 
has 1nfon-ued us that this study will begin fn April. using doses higher  
tniln in tha prevfous study (i.e•• 750-1000 1!I~lkg) •., ..... , " .  

~ ..;.' ...- -. . .... ~- ...~.,~ ..... ~ 


"  

11.  Oral ~!l=2nt III (Peri- I Postnatal) Study in Rats: ··..ot .Yet ,~,rted (was
sct.ec!uled for thf 5 month). ' . _.. ... 

- '-, .~ .. ~ ~-' :: "~!'." 

. - ...... 
, .~ ., ... 

. ., 

" ' .. 
" 

The current status of . 

. '.' 
:'i 
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'
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T\lo~/e~ IV Toxicity in Dogs ;:. ",.'" •.. :--',': 'c '. 
•.;"...., ':'"":.:' • ~~- '" -. "c, .~.::.. :.~ ..~)' ,::,;,~.:'_~: ... i' •. , .. 

" ;- . '::.: ' :. " ' 5" " . 

, ' 'c' ' 

...........'-_.+...... :_:_.: :: . ........ :· ;_:.....__~~_·:_'e_:_:_::_<_=: _:-.:;_·......... i·_·;:..... ,;....~:""-/~···_:.... >_',.;.,,;;;.'''..... " __  ........;.:.;: :......_~ :-:-.~ ....... ·: __ ::'.... d~:·,..... :;<.... ~~ 
.~..-;," -." .:-~:-,\:' ':. :":':,.~ .;~. ::. ·:;::~~~i;T·:;~1::.~~~.~, {JJ~" "'. 

( 
_: .• ~\~.:::ih~:, -' ' .. "',,- .···~·,::;:,~?:~:·:.:~~i4,ti~i~}~·:~y :~ 

".. :;' .:~,.'~,"'.:,,:':..~ :~ ~~~.:-' ~ ~:,:<;"..,-,/:~;·~·-:~.r'.' ,,',::;~~~~f:~i.:X~~;,.·.~i;,:~;;, ~·;:·.:~/:r!,,:, 
.- llCOVUDIHE (AI!) PRECLINICAl. TOXICITY STUDIES. ~~X~:;;·>;;-~:.:.:·', ;: ,':: " 

~,,, ...... ~ ::..1'''. "': ' .... ~_...  
: '_" ,':',~.-:«' !W" .'_••_.~j;~', 


TO~ICt'TY Si\JOIES .' Pt.REt4TERAL 

" ;'.·'~~':k~;te IV TOx1C·ity1~'·Rcdonti 
-.'" "'~ ........ :~ ..._".,.. -' ",~, . ~..;..~.-" ."~~.:..~" 


,2. ' 
"~: ~. ;~'., ,,":7:. H ,,,,' __ .. 

. , 3. One..month IV Toxicity tn Rats' .. ~. . 
"•"1 ..,_' , ~'" ~ -'.. ~ ;. ,~ 	 , • ~ ••~ - '.., _:.. • : .~. • , " , 

~" ,:  .:"', .~. r .... _ •.,.' '·'..r··-i· ..~~·.·.....-.. • .~. ~:~ ........ ,,; ~ 


TOXICITY STUDIES. ORAL' ':~"" '~'. ." 
•• ..' " ..  !. ". .._.. ~ ~ • ,.' - • 

. ...... .. " , .. ,'.~

1.T'Jo-w~e!(.: Oral Range-f1nd:1~~'1n Rats '., '.~~.<'/'J... 
, . '  ... -, ..... .: 

".. '" ,.',
2. Three-!l'.orith Ora' Toxicity in Rats  

,-' 

10 .... . ~ ~ -- , .' - .' -- -:.~.... - . 

3•. ·S1x'~~th ~i' To~~c1~.Y in Rats . 
. . .., 

•• T\lo .....eek Oral Range ...finding in 0095_"  .:« ,"'.,\- ..,' ~ : ~, .. ;-.. 

~ ... 
~ • .... ., ~,. .. _ M 

5.' T\'/o~;eek O~I' Range-finding in l-Ionkeys 

6. Three-r.~nth Ora' Toxicity in Monkeys  13 

TE?~TOLOGY STUDIES ...... 
.  . 

1.  Range-fin~ing Study in Pregnlnt.~ts , " 14 
,- " 

Z. fbngc-findins Study in Presnant R.i.bbits  14 
.,. :.:'.:- ~ - '.3. Se~nt 1.1 Study in Rats  '15 

.  " 

4. S~~~nt II St~dy in Rabbits  '.15 
. t . 

nUTACENICtTY STUDIES 

1. House l,yClphemCl tn+I -) Assay 

2. A~s Test (!. ty?hiQ~riumi Plate Assay) 

3. BALB/c 313 eel' Transformation Assay 
...... 

~, ; ,: ';~ ", . 

'.- 4~'~:;I~ Y1~o' Cyi~9o~~t1C St~d1 'in Rats  .' .' -'17 
~ 

"'~"""-- .  .... ,' . ,." 

;~' -" ., -...,7'  ": .""fI, .' :'. 

, 5. In Vi tro C,)'tog~~'etic Study (tlJman Lymphocytes) '" : :·17 .. 
-.;...;..;~ 

.~ '. ".,": . 
055Jp 

, .........  ... ;,
.. ~ 

' 

.' 

....... .... ' .. 

, . ' 

11 ': ' .. ,' 
-,.:~ .. 

_.....--'~' 

...... 11 ',,' .... , .,. .
"'" 

. :-.,.. , 

'12 
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. ~ ";'·n~'''~:':'':''~:-'._ . .~. . 

Rfel: 1110' dfed dUl"fftg dosbg It .87 c:~t (no e11n1e31 0" . -. "'; .- •.. :.,,-.- . 
i3';"i~lc;fcal stDn: nottd 1ft this IiOUS.'. A cljol"lv of t..... a~ce showed.. ····i.,'~~~:::·j.. 
dac', Ictfvft.,y , ptosis fmfdfatt', .fttl" \0 35 ftfn. 'D. Llb"...d >. ".t.•~":::::.::.' 
brut,'tfn; w~s sa::!n Ir.i":ledfatel, IfUr 'oling in scme .afc., e'onfc<.:-:j·':~;;.·' 
eonvulsfcns 3 g1n. PD In 1 couse. All &:fcl a~~ear.d ftol"l"'.a1 b1 ", .fn. ' .. -.: ': 

• PO • durfnS \hI 14-<fat PD ,trlod. ..' . .7 '." • , 

Rats: Labo1"ed '",,'thins. dec" activfty I ptosis fl"C4"l 1.15 ~fn. PD ~ 
1r:r.;r~: 1:$~ej fr'~ 31-1~4 min. PC). lits wart no~1 thr=u~h:~t ~~t 

14.~~y PO period.  

-~:.. ...~ . 
> . 
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R~~!.Jlts , ~, 

-' .. -. 
~.. . . .,~ '-;: .... . .. 

C1fnfe:ll Sfr:1ls: E"I~:fs on one OCtas~on fa 1/3 LD ',1/3 1m S 11/3 HD ~ ...J;.j 

, . " 
4 '. _" 

t'~111t 
' 

• RiCOYG1"l per{ocf:.fn:. ,t III 'o~o ',v.'. ': 
. ...~ 

'c~"int~t:u' t:~ CSrz:s-rehted c!tlnses during 'rllt:eft~ 0' -""0'117.' ... .': ..:-:~;.,_,..'~
" . -, - -.~.... 

t;~!l::to'ct"'v '~;n T.lr:esJ - .' 
, 

~ w 
~. . ,, .-.. . 

" '. ~ "End of 2·~~~~ Treat;~nt 
' 

Lew Do~t Mfd Do:. Hi~h Dos.,Deer9!:i:~d M F M M F' -r ,... ,.. - •..::; shtht-ood •. -I· ,T,  
r.~~; s1i~'t X I I X X  
tr.:; r,li,nt I I X X  
\Se; c;a.- X I J X X  
S ,~~~r.t:j r.~utrc~hils: s11,ht X I X X  
~ r.:nte~~nt~d ftcutrc~hfls: .'fsht I I I  
S ~on:ej'~~; ~.. " X I I J X X  

, abs. seg_ neutrcr:Ml s: a'y. J 1 I X I  .,Ibs. r.ont'.:!g. fteutrcphnsj se," . 'X X X X  
abs. 1~h"'ybS; u,. , ,,' X . 

, 

,I X X X  .. " "".: ., 
Ibs. co~c:.YtP.s; se,.- I X : "--1 . X X X • ,. I '.,:;,!;. b:;:~~:af1s: s1fght-~JY.· X X  
pl:;tt!lets; FOOd. I X X  
eosinophils: .'t»ht ,- 1 ,- . . X  

~ ~,abs. eosinophfls: ~d.-s.,. X J X  
Inc~~~ed 
.. ' • S tOS1ftopMls; sUght-mod. X X -; . X  
,b~. f:c:fn:J;>Mls: ~dfrate·SfY•. X 1 X  
I ROll, slight X X X I X  
I 1)~hct1tes: sli~ht~d.- X X X  

. •. 

'. 
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... _ ~ ,. ~... k _ ' .. . End of 14-:111 Ree:Vtrl " . . 
....- ...

'.-- ~ .:'. " j.. .. ~ .... ; .... ;' .. -:'.:~, . 
Lnw Dese Mfd Dose 

, 

Hfgh Dese 
Abs. Rel. M , M F K F 

.:"_.'."1#';_ - t'1"""" "f'tf - - -- -
-'::;ren31 X X I x x  

Pituitary X X  
i.; -: • '~X .. ", I Brlin X X  

I . ~ ~ '.Ifdney X  
Liver ~f X9 X X x X  
Te~tts X X  X  

, , '"" , .D2e!"nnd 
X -:.-.' X ,,3renl) J ,. 'X X ...X ,. " X Pitufta'l".)' X I X X Xl  

Brltn X Xh X X" X X X ~",'- -:.' .. 
ktdney X X X X X • ; .Liver X X  

X X  
Testes X X X  

I • dcse-rel.ted; b • d~t'd It MD only; C • inc. fn Pll. wts only. ' 
d • 'ec. in .bs. wts On1,; • • dose·rel.ted for rel. wts; f • tnc. in 
L~~ h~ F c~1Yi 9 ~ !nc. tn LD I MD H only~ b • dee. fn abs. vt~ only 

, . 
". £ross Patho'ofjY 

'.'~'. 

• End of 2·",eet Treatment: Thymus: Diffuse ".,orrhise in 1/2 control 
F. 1/2 LD F I 1/2 HD M. According to the sponsor, heme,,";. WIS 
,r=blbl1 -due to Jugu1ar blood vtthdrlwal procedure.· ,:., .-,

• _ • . ~. • • "t "\; ..... 

• . 
- End of '.-day Recove r1: Drug-trllted 1'5 ver, sfailar to controls. 

" :.' 
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, , 

- [="d of 14..C=~y RQccvery 
n/~il/,rol.i~) . ~ ,,,. 

.. ",' 

,..~ ....,. .,,:,-.,,: 

.. 
I 
I 

$ry' e'en:- te::'Js' C:QfOSis x x 
Thy::.'':': fnvo1;Uc:;a x X X 

" 

Pi~i!l~: afcrec~st PArs anter. X I X 
Injection Sita: f2rfya:culftfs, I 

.... 
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"";'~4i (;..;:~J. . . . '... . ' ." ',' - 7; :.'., '-, ",. . <':';;~':,:~;~.S·:: 

.-

" . Pi~f:" Sf~1!s :'c:casfonal '"l1ew ·slu1nfft9 ·.f .ftC~Pftftll· i;'e~ 'If lCD' ,.tl~ .. <. ~:~;_ 
':-:1 !:::~:·":1;~!:"A'v t:f!: lit £:1fttOS lt~~ fn c!l'""..:c~tr'.-:~d M' t:-'&ft fn centrol H .' >,~,;:.,:::: 
tr.:;~~·;.: •• :i:',;i;;:ri .. ~ s:.-::' ,ff;:! c::::r~d in F. e~ tit less fa .nfftlhfouftd .. ' : ...... :;':. 
,':;~. Cr.:l ~~.~nt. h~d no .ffect Oft foed tIlUt ...... '~;., .~.' ..... "'. ~.;.:: ::.-..::.J""~;,?~~ 

. "- . - '. ~ ," ,,--' .... -.. "._",.: .:~~.-:::-:. _~ . .;.- . .-~--.. ·-:~:f'5.:.~t":.~~\::~;~·/~~.:·;: 
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1:.::.::::-t:::;1 ,:~:!"d~ 1:'1 bet.!;H a F K.l cnf~.I'S. Mfan .n.Une Pl\:)s. 11uls .... re " 
1;:~-:~ t::.;~ '~:'itr;l~ 13 all dn;;-truted ,ps; SGOT , S~T ley,ls Ufo" rtc!~ctd . - ,-.' ,:". ' 
t;1 1:1 (:-l , F) ,nfQl;. ' . . , . . '.- ". .. ~ > • 

~ ~~ _.. .: : .. -) '. 
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p~~~~" t:-:-,: ~ ,;"'.::-~, ct:(f ~re:: c; "hto~etho1egiCl' chlnSts Wlrt lOUd f.'" ~!-.:~.,:'. 
In.;r. ~1"':::.y. or'~ of t:-~ otM" tbs::., '.l;!2;nod •... ,:' '''::>' . ,'.-: ... ~~~~~~:: 

trJ~ P'f::!'.~) e:~ In: Ir.:rt:scd vr~" '=~t: II:» ,yf'2r':' of .c~:rvlltf·c~~< M,.n 
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Sf:.~"':" Oral Tczf('it:; St~dy:'[Ptr'ol":Md bl Spensor;sper:a'tYllullioft cI,ne'·/,:l~:·;.;: 

Z~ .::.. " .. -'4' .:,......, • ' .. ~ ...... ,' .•. : .: ~_." .~ -. '-.. ~~5~;;J;~~i1~;;),~.::,~<~< .. :.;·':r.::~·~:;.:-,~·. 
I~t~:~s: Chlr!esRhcr C~ r::s, '~/sex/&:csi·lroloip·. \lere girt; ii:r &)1 siva';, .. ". ::;:' . 
• : OUt l~O or =:0 1II:,,,,C:ly in 2 tC\~il por;ions .; 'Irs apart •. _ CO~~11»12r~"p >~; :.:'._.;- ' •. 

I 

raceived dis:ill.d vltlr . -.... ' ... .i. •• _.. .••.. • .;a:;t'.:':',;!'~-':~~1.'~'~"~":'::" ;' .. ::-.. :"(::.-' 
- .•• , .::" . . . ' '.: .,. .v"~ ~ •• : ... ",.....: .~~.-•• -".:: ~,..;_ ~~. ):.:~;;yfs:"f.i{1:;~Lj·:;~· ;~=;.o:( . 

p.e:~ 1 ':1:·' .' ..' . '. . '.' :?. > :;':.': :<;;" o. ~, .. ~ ::: .: . . ~~ <: 

• 

t~~l1ity: 2-:S rits/9~uP (5 in HD SIP) - dosing accident' or unoet'mined C.lUSe' .. ' ., 
• • - " • • - , - - ~ , .... - '", -- ".< ~ • - - - '. - ' • 

CHnfe!l $lqns: SiHVltion pos-;-dOse an ltD H , F. vts 1-2&. also s-;a1ns Gn ":" 
i=~1e~ of s;:e nO rA!S . '.' '. . -... ' . . '.. .:.,. 

c- J' ,..... (I '. -' _":. ... :~"!" -.' ..... , ~. --. • ~ 
. . ' .. .. - ", ,: ~~., .-: '. - -~":' ..• ;t.~-~_ -: ~~:: 

80:!1 \to:: Feod in'tatt: He H rats sa'ned core ut tilan controls. III other SI~s ~.::. ~:.:/ 
i~.:.l 5r~wtr. ,.,,·us ,roi1&r to cQn'trol s. tr~g nle no effect on foed intAke. H.· .. ·.·> 

. ~ '.: :. _ ,-.~~::::_.\~< .... t 

t:!~O:OlCt'!l: CHn;e.)l C!1~ohtry: ",ct' t:;b dec:rtue~ Slightly in 'HD ,. o'nly; . -~<". 
lit Ge:ri~sea , klei u~;n:dec in HO H' F. Yilues returned to norma' during ":';':~::.:~ 
post ... den recoYlr;r period. Ol"'.li nad no effect. on usc. Dl00d alucose WIS.' .-:". ~:': ",':,';.;.:.<" 

in:reasecS ,in nD J.: , Fe S~o. ViS elevated in; .It all dose~ •. -:,':',. '~.' -.' . ~:.:~,C~<-. 
Or.hthll=~'o~~: Do tolicity uas not.d. " 

• J 

Dl""'..'g P1asr.u Cenc'ns: Or,!-nllf hr af':er tht 2nd dii1y dese, eun levels of A21 .. ·., 
\ic;!"c --:1. ".~ • o~.2 on I!iy 2 , 5.7. 34.' , U2 acg/c1 on CAy 177 for rats .' 
riv~n'50. l~O; SCO mpt. respectivel.)'_ ... <' ..... : ..... 

~ _~ ... ~~·t '~.41> .• 

S.:~en [valuniol. iPost=or;ea): tto dr .. ; efftct on pArlQtters A:>ftitored' 'Sptr::l :):\~/.: 
:'::,b:y. f~lC:n~I::il Sptr:a Gellsi':!. fn:idencf of l~nor:l1 sper::). ".' .. ' "'~'. 

Or::." ~:t: ~:: ~,y 57 po~t.dcu (!)ut Iho It study d:'y ... 1). tntre ".s increHf: .. ,.,. 
11:'Cr .. ':. (,!Is •• rel., in HO F. . " : ....... .:-~. 

:; •• ~,.: :" ;:it':':>. c,:r.a102Y: III nth •• fl- t!lf rats fauna ~c-ild nor' ~nC5~ iat ~cr:~i r.:.1 . 
s;:r'l:"t ... :re ,;:.~re lr.~ rer.a.rtlb', dr ...... re1ated fir.din;s. . 

Two~~e~ eral D~s~~n;!-fin~ing in Co2&: (Sponsor's summary su~itted to 

COStS of 125, 250 I !OO m?k (capsules) were given daily in diyi~p.d doses, 
, brs lP.lr-t. to one M , one F.' '. . .' 

The to F vas "toribund on c!ay 14. leU He dogs hlG e"'lesis with "lood •. All 
treat.ed an1Nl s hid ·fecl' al terati ons.· , . . i . 

Ma~e!"'au..;n .. rted leukopenia I thrcnOocytopenh occuP'recS in ill dogs: also, 
• ..,tbroi d Yllues 'ecrelsed in III treated dogs. ' . 

• 
Histopathology rfvuled 61 h~mop'rhl!le~ It the fill • HO. hypolctiv1t.Y' of 
lYCl;h no~es It 111 dose 'evels, and Inld-t:larked bone lII~u·rO\f . '. 

h:~oc!11ul'p'it1 It lil dose levels • 
. ... 
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:'; 2~~,t.C~' test l!ns~.ri~dh9 St~cii of DV ASO;S'; fn" e1nC=;5~~ r~"telS" .. - .~:~:;~.~~~' 
t';':~~:';:~2rn-' . . .),.- ;"....' '" ',' , 
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, ;~:"~·n: Fe;..,. 17'C!.:,! 0' c=r.k~1s n I:a:/r,p' ~Ql"2 ft:Od for 2 v.;c~s 0 125. ", ,:': 
l.;i oT~~O cpk/dU orall, (tlY;5~) in dhided cSc~O" 2:'/(41. cent.rol group ,'. ': 
fC;~ivc~ c,lt.t\11callu1ota 0.5S. ',.".' .., .",e ....• 'r,_ . ..•.•... ', .• - •. ,;,.:, ,,~.; 

, " .. '~ - .. " 

r.~~:~, :~: 1'Mr~ ~~: 1:' ~r..21 ttl and t.h~ en11 aC:ver~o effect. noted was_ _ .. ' 
w-i;i11~ til the M 0 seo ~pk. I:3fSht. loss occurred oni1 t .. t.he " • 125 , 2S0 ' 
C~~. r.~e. H~ a M:t. war2 re4ue~d sliSht', in all 4rvg-traAt~d .n1~ls rnot . 
C:;:~·I":,att:d). £"T nluas W!N elented fn both tiD an{CIA'., ... .s in the ~o M. :." ' •. 
P.~yft\l of th2 s1n;1e-p:lt2 sum3r1 of gross pat.holosy f1ncUn",s revealed ne: ' . 
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• ~~re"t. dr:.:g-rehted ~xicft,y. ~_~ .. ~~."" , .. :;:'~~:.";:.,_.: ':'.~)~:;~~" .' 

~ , Dl.:t:l 1e\'~1~ It !O ~fn. pC1it-c:srnfr.g de:. o~ ~1113 (2 infetls'" . ~>':': 
a'l~r3~~~ 20, 10 4 6' r.:~/cl BU A~OSU 0 125 ZSO I 500 r:pk respectiv.ly 'The' .;,' 
f;~;i:Qn1=a cone'n VIS rellthel,)' c~r.st'nt.: averaging !!. ·30 me;/::I1 It ;iCh _.' , 

'. "--
~~?,;"'~;::;:: t;',)' zr~ ~f t.'t~ '~';lfnistered dO$e ~~s I"f~OY!'l"fd t 'U~i~e on ,it.'.r· .. 
hs~l. c. 1 •• s1i;h .. l,)' r:;.;re aF~e:rin9 IS t.~! glue:.:ronf~e (6JS) ""!.n c.~e drug. 
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,'~'<:J~}-J?~~~~';:--: -, 
I • "' •••• _'~~ .. :. : ." ,. ' ••• ·,,-,"e'." 

• - ... ',. !.. ~ - ...... . ·::~(.~-:~~~ii~~j~~Egfl~~f· . . . 
... 

. < . . . - . '. . . 

• > ;\·i:~-:~.~".~·.·~. ~ > "; ~.*-; ;.- .• ;.~'~ '.' .t.· .•• ·.~.'t.; ~ .•. ;;;: .. ~~ :'< ~,·4·.· . .-:..~:. -·.~;.::~~·.' •. :.~.:.-•• ;}:~)~.;;;.~.;.:.~.s~.;:....·~.t.~.:~t.t_--~.;~r .. :~.f.~~.;;.~~:~·.;:·~ .'!.' 
• :::-.~ ..... ~~-;:-~':~~ •• ~- .. ~"-~ ••• , ~ ; .... '." '. ."" " • ",:_: _" ~ 4 "'" • .~ .r __ • _ • 

-~.:,,<, ,.;,...,,;:. ": ..... ~. . . .... .. .~"'f . , ..;,. -~. 
• ...... . ... "j."'/.; ',.:<.', . ."~ . < . ~. ~ , 

"'7 .. ;-. .. .. - . .~ •..... '.~'. . ' ... _~ ........ ;: .. "':.;.;..;.. .... :3 , .. 
. . .... '-... .' ...... " ... -". -. - .' .'" 

-'"'. --:;"',,-

·':.b~t eral TOlf~iti Stcdy in 1br.!:~lS 

~:t~rh·' Test«!d:-' AIT CD&I OS09U81) 

.: ',"" . 

... 

.$~~ci~sl No. Anil':l1s: . Cynomolgus lJOr.te1s: 4/sel/doso -- ::: ... . ~.~·.;::'·h~_ . . 

.'~' .' .. 
-.~ .".;'~""~; 

CO~~(\~ LC!Y~'s • Froouency: 0 (ctthl1celluloSct yehfcle), '34, 100 I' 300 .. ~:'~ 
r,;:;, .. 7,:.t tor 13 WItS, ghen fn Z equal dcses, , hrs .part . .: .. :.~. : 4 :., •••• ' •• : 

Rmlts "C.- ~..",; ".;.~., . ",:C~':·~,~~;l(~i.;;;v 
I-~rtillity:'''onl •. .... ~ .. , . 

'- ~" •• ~. .::,* ' .. ',' •• - ~ .. :;.. 

. - -:"\. .. ..; 

.""'" ..... '- -.... ~. .. .. : 

Clinic:1 Sicn;: ·Sportdfc ycmitfng in .11 cps. whfch ~id net appear 
Gc~~-relat~a. eleept for 1 HD M Which yomft3d durfng or shortly after 
11~~$t ~~lf of ~le dose a'~in1str'tions.· Also -loose feces in 2 KD 
ani:::..\l s8. 

BC~t 11:: . No loss. .: .. ":.,-'" ",.,.'"' '-. 

fe=d ln~te: ·No conS1su~t ehan,.8 (no cfl:U subDftted). '. '.- .. - . . -
>".~ • ... ..- ... --: - ,. . . 

t?ht!13'!:~ie01)Y: -Test artiele .... did not ClUSt eye abnoM:IIlftfes· .' 
lo;n"""1~ iOiut', report). . .".. .. ~. . , ,~-~:: . 

. . 

r~~~t~'e~y: Tnere was • dose-re'lted pro;ress1vt decrease fn p-ot count 
t,rousn;uT. t,."e study. while ~~~ .. A. Ifet dropped ~etveen stucy dlys 1 & 21 . 

. ,nd re~a in.d It til ... : level. tlean corpus:ullr Y01UM rOSt steadily 'frorl . ::.' 
~1 21. ~ecre!$ed \3, c~unt oe:urred. net on11 fn HU M 15 re~orted by tnt 
s?cn~or. but Il~c fn flo!) F' ~il1 F. SpcraC:ic increases in J)1ateltts 
ccc~rred 10 s~~a Ini=als fn .,1 drwi-treatad ips •. 

C1fn. 8;oeneofstrl: G~ss Pltno1o$Y~ Organ Lts: No treltnent-re1f.ttd 
. o. CU41niU. 

~.,:, ... ,,: ~~:- . , 

P1":m3 Levels: At 0.5 hr after the ~ dost on day 2. ~In plasma 'tvels 
w~re '. 5 , 16 mcg/ml for All Ind 12, lS & 24 meg/.1 for ;AZl It 34, 100 , 
lCO opt/day. rtspeetfve'y. On ~ay 87, mean vilues were 5. 8 I JS acg/nl 
for All and 15, 19 , ZS meg/s' for GAll. 

...... 

. " v . ~ 
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.............. .. . . to· ....... _~ :. -r<. .. '~ ... ~:;.I' «Ct.'· . ; ..... .; .'·b g," i;H:;;_~' t ~.;.,. • ~ i'-:-:-';:::::~:2:::.:::7 

.1 

• 

.. ...-.., . ..;;..: ..... 
":"'''' -

• 

, . ~ .. 

'l. c~'!' ft~"~~.f1r.dfn9 S6r·c1y fn p~gn~nt ':tt, ',-!r.s...?;"" .-:~.:;., -- 'r.t.;: .. ~-- .~.!:~. :'~"--, ..... : 
;. ..' .;;:.... .. .. " ;., .' ." ',~§:~'::.~::~~:.~'4:7.::~~~~~~:~~~-:::"'~~-:/ 

: 't':~1~' 3 r::). f .. ,fr:,\h: C) rat;: '/~=~' ,;-Cup, ;~:.-:':_:~:~ -;:...~~ 7 .. ~~~: .. >:::.:,-, .. 
. , :~~j~.,;.:, .. ' .. '0. :.'>',,; .. , ..~.: .. ':.' :~..:;::7"". '. ' .. ~~~;,-,::.:."'··~~·5~1·~~·:~:~i/~:\;::.·~·:/~·~-1'::;·.::: . 
. ""~,,:~:,,,cD~~'It~' L"~'1s 'I 'r;e~~t~n:Y:: "0 'C(!l'onfisd v"~r~yobfc"'fIV A 5O'U 125, o· 

.'.' .. ~' If;-~ri;'~r~a,:.y 1nlCi1YtC:od (0=01, , bra aplrt. CItS '·15 of aestation'" 

.' '. " ',' ";:::~~: ' ~ftI '3;:,:i;~~·!iL:. " ,'; ',);;;;J~j~!~~~itt:i;J;7;';:!{';~:"'~· 
.. CUnfc:al Sfr",: Soft feces fn 1 KD , 1 KDi s~1fy.ti~~ f~' HD"r~t ' .... : ..... ::~, "," .. ,:, 

s"~. ~ .: . __ . ....... '.:." .,:,. .... ~ w t.: .. ~~;!-_,.,!.. .. - L ...... .~.,. • • -~ 

tt'~:?r.:~l Bep' tit: ·Vt. I~fn C~~QrD.bli in In IPS' '.,,:.~'.~.. ..... ~'" '.: '.. . ... 

•• 

• 

z. 

• 

• .... .. ~" •• ;:_ '""'~',' :' •• _ ' "':_. "a .... ~ ", .... ~.;.~: ... ,~.-:.'- :.:~ ........ ~,-.~, ~ -~ •. ~'.-!+'~.~'~ ~ ."...: ......... ~-: .;i 

~!~F:'I11 f:::reby: .~ .fGiliffctnt 'c:'an;es o~$lrv"d· falJ1,Y anfma'·· .. :· d 'r; :',:' .. -.~: . 

Ttl:;:i.i~$ ~X~!:tftla n~tsPK~f~t:clJ. .-...• f;·.<::-{:;.::~!.~;;~~t;,;.(. ; :c, 
. ,9 ... 

F~~')' Oi-.,ey Vt: ~.r'b11 fa an IPS :: .(~".:~-":~:~ " - ~ .' -, ... 
F~t~l E=~~rnll' Ffndfr.!is ;.:. ·ui reii.a~t&~;t .to~·~·e~~I·t1~~; ·:~f~ ·~~n.v~:i~ima l";'no 
E'f,·:rE"ri.lgr.$ or ,.rlitfcns fn cnl of tha IPPro~. eo ~1t::S2~/5P) • . ~ ~~ 

~,- . -" ;. " 

~~~o~fe/Fet31 Yfebilftv: 2 earl',resorpt.fons fn •• c~ ~ (4 fn LD): no 
c~~:.t f ;l::':~;}S. 1.0 1i:~ ",erptf ons. .~-. . ..... ., . . . '. .. -' .. -~ . " ... .. :", 

.. ~ w •• ~ ",. 

ten R::"~2.findfn9 Study'f" 'rtgnant. Rebb.f~s >:' '>;/' .. !.,' , .',:' :-, .. _, .. :.,' ~ ':,:::':?>:::c-'.:;. 
. .. . ." i 

!"~:f ':~ ! ,~o. I..,,:~r.'::h: II "M~ r'~~fts; 5/ciese 11"OuP 
" 

.' 
. ". ~ 

-;'- ....... .. 

,~:,l"t:,'HY: Z c:ntrols.'l LD', 2 JU) .nf~1s eU.d 'rca dos1ni"lcci~ents; 
r~,.i .. ~~r~d ($L:rfffc;~) '" (.:.¥ 22. . .' '. . .. , . 
Cli:.t~~l S1~fts: Cl~fng for ,,..th ftO~d in 4 controls I 1 NO Inf.a' 

~t~~~l' £o/y Vt: - ~~parfn9 d~1·2J~. cillO data, -.. anw·wt· la1~ fn each 
C~ Itas .~,r~ rOO p .. (Set Tlbl. I, Ittlctttd.) .' .. :'. . 

_ tIi!l?r:tl1 r.~e·reOSl: . ~"o: if~n'1 ffcant chlnges obse"ed~ ~ f~'lua;~~"iftfmaf - ., >.-,-
t!~t Itcrt~G.· ... :. c. . 

;. . "" .. 

Fctll C~dl Ut: .LD I iii cOnl~lrlbl0 to contro's; no M1J ,.tvSI. . . . 
. . 

Fet)l E:t,rnal Findings: 
'~pro~. 4o=1,tws,s 

-No remartab1e observatfons· in Iny of tbe 
\ - .' 

[~~ryonic:Jret .. , Yiabllity: No dead fetuses, 1 ,.r'1 r,sorptfon fn tach gp 
T~ in con:r01); I htl r!sor;>tion In control IP' :., , 



ce ... :: : ... :; (., .:",:'::;; :=,,:. ~.:!'-7 

__ ~ 4"", 

" •. :',-.: _;:.~,:'.'. :;'~:.r, ... 7 

.-
f ...... "". ~.: • __ r 

.. 

\. . ,. Cr~l Tor~to1or:l- St:!q fn '~ats: _ 
. .... - - .. ~. ,..~" "., ~ ,'., .... , - '"'! •• ~ 

$!')IlC"I)' lao. A"'011,: CD rats; 3O/GrOflp··:;:;~"":-::~~!:.c-!'l;,,, ···.t-·7?~~; ""'~.~~:~;;::~:f.-:: .- ... ~ .. 

: .,.." ~',~i Oral (~~YI ~'i:~~;:t,: .,' ~c, '.:~ ':'1'( ;~l~;i)'fI1~~rg~?~!~,~<,~c:;. 
,· .. ·COu~, L:!vels 'Fr~cu~nc:y! 0 (dClfcnf:od w.ur ,thielt); AZT '125~ 250 _I 500,-; :::~~'~,: . 

. ' ". ~~ 161Z G1Vi'~d'O$tS. , .,,~S ap.rt, '11S '·15 Of lestlUOft.~~~,:~~;¥.t.~);~1:~:~J}<~;::--=-:" 

.', .•.• ~:: ~ tt: •. · ~~, .... ~~.;:. ~'~<', :.~< .;t~t;~t!~~{ri~t%~~~~~r~~~0~;;\·:~:·:.;;~·,':· 
~::c.~ .. Clinical SfC';ns:' ine1d~ntal ( ••• -•• alop,,'a) ···t::"':::'""~~7~:r:,r<>:,:·:\~~.·~~~·?:·:~·.···· ':~"":''-.'~'" 

~ I . .-' '. . '.: . ..' .-- 'w--'" ~_ • :<.:«:. :.-~'" . _." '--:~ ~-; . _',' . .' ' ......... ' : .' ;, -.:~ .. 
. Itl~rn~l Cody lit , Food Intake: Cccparabl. fn a~.l IPS ·::·:·;~:·?;:af:L,::;'. . 

f:~t3rn! 1 ':~~roc~y: -Thoracfc .~d .bC!C:Sf·~al ··o,.ga:~~·.·.·.~·~a~f~~' f~~ -i~OSSl.1··~ ;/:;:' .: - . 
tVH:.lnt IilQr;i1cfOiieal changes- ... -NUrnal tissu,s tIIat hlv, ,,.OSS '.sfo s :c,: .... :-::~: . 
.,iii bt fbod ••• for hhtopathological .xaaination onl.1 tf d.emed neeessar.r.·, .. :~~:::~:~~ ... 
H,.. ~v"'r' 10 "'''''t~ w!!l.r~ pr~s"n •• '" .. .. '.' :". .', ',-.:·.c· .c~... -':., -;-.. ,;,,", .• ,_ .. .-.,.f •. ,.... ..... .,,:~~;-,.:-.~'. ;:."~ . .,'4.. ... v...... .." W~. .' ;. ~-:'.c·~;;. .. ·.;._.:..-... :r"".4:!':·;':':.f· .~~ ..• ,,--.;':.~-; .. t""':-::"!"'7:.~,;;..>:".~,. ~..f:'"'' ~ ....... :.I<:.,,:;!".' .... 

~. .~.'- _ .'~'-.... " " ~ . . '. . ~~'. .' ~~'~ .~~.~:,-:-;>:.. .. _,.:'"I_ .... .:~~\i~ ..... ~;h'·:~~'··-·!)::~·l~~/···: ~~"':":.·.:;~>~:·~~~:~~: .. ~~A.~~-~·:·~~"·· 
t.l~rn;11/Fot.ll Effects. DDY 20: WOlbortion., ,00S ,rlvid; itO dead f.tu"s,\, .. 
onll 1 lite resorptlon 'LDh feUl "tsllenlths compar::.blt ta all 'PSi" onl,)' l .. ~.~~c:·,~- : 
Ibnormalit,1 u~on vhc!r~l t~tQ of ,'WUS (KO): ske'etll ex.,.. reveal.d -. . .... 

!. unossifi.d sterna~rl (HO) 1 ,ucfiwant.1f1 rfbs (HO). '.' . ' ..... : .. -0." ..... :, : ...... ~ •• ~. 

( 

Ph~:::l Levels: Usfn; tlPLC, c:!,n (n • 3) pluma 1.vels 'n dams on the lOt.'l·dIY .... : 
w~:"~ 4 i. o~ , 150 IDcg/ol for ttl.LO. MD , HD. ,es~ectfy.l1. ,.U' tissu, .... ' .. ; . 
levels (whole beefy bc~osenltes'. w.rt t.S, 33 , 6' Ilcg/~!I .:.r ..... ...... ;,.:<~:.-<r,+t·>"':;:.::; :,.~~: 

.. , . '. ' .. Y":'.- ' ... -'. : .... - "<"::'.~' >:~:;~ti.;~·~:/('~· ~~:~r~::~,:~~~,· .. :'.:·f:.f, . 
'I. S!!"'::.3ilt II Or~' T~r;tolc;ey St:tdy In Ilebbits: 'r'5n~nt 1% nf~ rabbfts. ::: .. '.::. - ~. 

m"tr;:~p ,.,~p l~r ClrloIS pll=a .valuitlon) w.re Ic'iainfstered 0 (0.5S -.<.,~. . ;.,:-:. 

Rtl¥lcellulose), 50,1£0 or s..,"C CI~t/411Ifv.n as 2 .qual 'portions~,)' Ilvlg.,·, - .. ,~' • 
, trs apart, on ,utat1on dlJ's '.11., .. : .. ~ . ~";" . .. . .. ' 

.' . 
NOf"taHty: None drug-relltld. 'ut 12 due to dosfng accid.nts (includes '2 >.- .... 
C:;:i'\j-grr-, 6 liD) .nd ona tAat·lbortad. ' .. ;. , .. ,. ". : .' . ~ ":"" ..".. ~. . 

. , . 

Cl{~f=a' S1ens: aRId ~terfll- clused ~1 technical errors; .1so. 1.bored 
}ji=;i"iill n g • .. . . 

. . " 

~!,3n Fttll Dab: 50~ Fewer ,hbl. fetuses' iaplintltion siUs 'i~ tilt HD than' 
1n ,on:r01s; elrl, resorptions 1 post.im~lantlt1on loss b1gh.,. In LD , MD (but 
not hD) ,roups; no~ d~.,~~ _f.tuses i~ '~1. ,roup" ~t$.,Of !e,~~es t~ .l~.IP.~:~er. '. 
Cc=parlb ••. .. "'1'. . ;:,.), .. ,-~': . .- ... : .. ' . ' ;'~:.".. . .. 

ret.al ,..aHornat1cnslYar·fltfons: .: incrtls~d no."fiu~fd sternfb,.ltl~ the 1.D 
~~1:: no vlscer&l llnGings; bent h,0fd arehes (LD) , sternebr~e '5 Ind/or ,6 
.,-r.oss1fied (HO). . .. ' . . ... ".' 

. .. .; -

P1:U::l l~Yc1s on t.'ll lISt '\II of trut'llent (SO, 150, SCO apt/day orally 
•• ~ ... -.~ ........ " .. A ...... "'" ... , ... ...,,, ........ ''''''.'"".f.~ .... ~ .. u"" .... ,. .... ! .............. _ 4.."., 



• 

• 
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_. .;. I 

:: : '::;' . :::' ::':';;:;+;~!' " , 
-

.:-.... , ..... 'C • 

. ' . ~ ' .. 
.. .. - " ~. .. - .. ~..... . 

r '_ 
'" -,-~' -: . 

. . ,"-

-". '., - . ... , . 
- - :- -

"'."" 7··· .. · *. ... " :: 
:: .' ,'" -. ' 

'.-- ,. ". ,'~ 

.~ , . 
f : '. ~-"~.".~.~~_' ~~,- ~.::. "'!'-•• : 

; -,:,-,. ' .. ,:" ~~ ... , ' . ~~ .. ~ : : .. " 
, ~: 0, 

I. "!i'~:it'~nfe~~'y, t'lOlr)t1~tt-, .n 

-
r~'t~jIlh' Te$t~1: t~ 'f::o'\"~d tn Ci4S0 -

r., 

. . " .. '.~ .. .....- . 

, ..... ~, 

. :. t....~ ~ 

l::~h·~'!fon ~y~t!?~': Dt-,,:,O t:stc:dfn ttl! at>~t"ce I p,eseftCt 'f st'1fver·· ", n -' 

i.h1i;:;,:r. .. l .~ p'i;~rAUO" frca Aro'hlor·fn~u,ed rats . _ 
, .' . ~ . 

t~~~ 1:1' T"~;;'t~~:' 1.COO.10,COO ug/Ql 

"' .. "'.1" .. , ,.'\ ...... "'''!'tAs 
"'., •• ..,. \.. ... r ••• ""w"-". '" 
• 

0·' '.'. 
• ! .. , . ' 

~ ' .. -

- .... ,. 
{ .. ~. ~ .. 

. , , 

~:' .;..: ~-. 

• PQ~ftfve: Vitheut Aet:bolfc .c~fYltfon • ~c:nthO"t c,tftlntsu"on.te 
c:i~solytd il\ saHnet. with Nt.boli, acUntioD • I·W in CillO., _. 

.:.0,;.: ''',: .... ,, __ :~. i. 

. '. ,,~~ ..... , 
,; . ., ". .. 

• I~ t~~ t~~Qr.:~ of £~t:~olfc .ctfv:~fon, SV WlS Wlctl, cuttconfc at 
4.C~j 4 5.C:J ut/~' after C hrs .xpcsure ,no "'Ittll ~ut&tenfc .~ '00 
u;i~l&f~r 2~ ftrs e:posure •. 

• t:l t!:~ ~,.:!:C'r.:~ r,f t:~t:~oHc c.:thttfon. I~ k:: ","t11 mut.;G~nfc ·at 
1.CCJ-S,C;O u~/~' .r:~r , hr; tx~o$urt. 

.... ' .. " '~.c ,~ " : _ .. i ~ ~ '.". 

, '., , 

V~1n~ t~~t~r str~ir.: TA S3. leO. 1535, 1537 , 1538. with' wfthout . '. 
r.~~.:::ii, te!!vatfcn 1>1 Aro:lcr·tnC:l,;:ed ,at liver IDfercsc.~es, lit It leyels 

. ,i C.ti-'.Q c;~/~l't~ did net in:r~~:~ the no. of rev~rt;"ts fn th~ ~ 
a~s~1. Toxf'i~ t~ ~~e tester Itr.fns was noted at 1,veis of 10 c:./plate 
t:,a M~:;4r • 

U:i::g ~"l~ pr~-fn:::bltfon (20 I'Ifn.) aodfffcation of the A."!tes tlSt tCf d.tect 
'Meise th;t misht not be det~'t~d ~1 the p1.te fncorpcrltfon .. thod 
results ~tre as described above. . • 

~ 



( 

,ft: :::: :: : : ' : : :, : : 
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... : .~: .. :.., ... :.~ .: :'; 
.. .' > .. 

. , .... - . "".. ' .... . ':' ":: :: ~ . > .':, )"i,~ .~ ':~ 
.;. .... - . . '.~ .~. . :-. ~"!., .' •. 

*-. ~".~ .~.. '. ~ '-::':",,-, • 
.. ,. ... •. ~ .;.,;~~;. ~1 ,.~." .,.:' _. , 

3. c~ 11 Tv ...... ' ",1""33 _, ... :1 A .. ..J11, .' . ". _. ' ...• _ < .. ~ ,: •. ;;~' .. ' ~., -:' :, 
.... . _"~... I.. ..:' ' •. ~ ":." .'" '_,..~.:,h~, ...... ~~:.-.: ,.,~.' ,,:~::!~~-:·:~~;···:~~::~1~·'~·:~·'-" ... ~~ ;, 

" . This tA!..tUc-3T3 aecp1.stfc trtnsfOIT.:ltfc3 a:s:,. vcs ~rfGf"C!' accorer'n, ';';:.. ' .'. 
, ," b s~:n(!~rd c~~rllti", p1"Oce~::rt. C~nr:'nl of AIT I. 1"" C: ,0.1 8Cg/Dl? .. ·~;7)· ::\ ,: 

... _.~.:'!.~: •. ~~. ro~u;~d t..~3 r.:.. of c~ns fo C"Jlt::ro aftQr a .3-401 .~:u, •• .;~ stlt •• f,., :-:2:;~:.·~ 
- '.~ '?'~: .. , tncre:!:, fn \'''2 r.~. of Ibcrreot, -fod- was "o~d at. I conc'. of 0.5 : :,.,~. "'-:;-::-:,:" 

... : .. ;' cc,/6:1. nf:. t-::::·I'C~i" f= t.~::r~ctQrf:tfc of t..-~, ~lb cftcf S~eSl~lb "'tat :) ~~':":;:'''' 
. '. AIl c:1 t'2-i-p't:;1U4~ It 't~~CQrs b tt It 'east. .'~ I.cttyt .- ;;:.~ ~:'-' ;:' 

~ , .' t, CI P"'ttva c-::\tr~iQl. r:at.Vlc.ttolaftt.'lr;r.t. "~".' ........ ' .. - :.;:-- >~ :>~<:::..: 

:.~. ":~'~'. t/. ~1to~~n~tfc Stu~ i:. RaU [C:llbro I (~Sfn~'~r.~ .~" 1~_~n!l~~S" ".' ·~'·,;~~::0:::j.f~~T ... ~-
. . ptrr~r.:;;:~,..·.. .. " " '. .... .- :.; ...... <; :> <.~: ...... : ...... ':. '.<,' .~; '. :.?~~,.:-:~';'~"~" 

. . .Gl":)\:ps of rot~ (4/$~~tpl vere ,fven single dose, of 37.5, 75. 150 or 3OO.~i~~:± 
t:~~ 13.1 IV. CCi'!lfcfn! \ill gfvcn IP Z "r' prfor b s:crfffQ whfc!t vas "';~';,~"~":">" 
I, 24 0" Q IIrs after "'". AIT. WeS:3tfvQ (~al1"311 PQstthQ 'c:c1c~hos •. , ~ .. ' , 
ptle:;,f(l) cC:1trols .. art tnclu'~d. 1r.7!'4dhtl!ly If~r ncr1ftct. tiona· .. .. ~ _. '.' 
e:rr:r.l callI ~t"~ CQl1ec~d tr= bCi~' fc:::urs end pro~e~~cd acccr'!c,- ~ .. ;.~ .. -
scn~:rd ~c!\n!~l:cs fer "'1"0=0$0=3 ,nellsh. Ot.'ler ,rodps of .nt~ s .~~. 
,e:~tvc:cS O. 37.5, 1S, 1£0 " ~CJ c;~ IY tnd tier. ucriflc:ul 5 ~1D. or ~. '-',; . ,-. 
Ilrs labr for pins:il cfr;.zg cone'. 4~Ul'QfnAtfons. . .;':", ~~"",:,~:>-:,;,~~ .'.' .. ~~.:;.,,:~.; .. 

P~ • ".' '." .' ~ , • ~": ~. • •• ~ • '". .,." .. ,.,~.;~ -.-: ~ ,.' ........ <~-. ,.; .......... ~. :.~.~'#;<.;-::;.,.;._';;-i. ... ;-:~~". 

Th~~ \:~~ r.o fr.crc~:Q In strt:ctural c.'lre=:tC-.-;3 tJ)erratfc:\ frec;uOftC7 It . "~:::~:'. 
tr.,y (c:a of AlT, rc:'~tive b controls. Slof1:.rl1. "'era vas no tncreaSt '. "",' 
tft ."'~a F.;rClftt:t~ of c~l1s with otl\,r t,'lan '2 c.'.rGi:=~c:.ls •. ,,'. _ , _' :·:I~~'·;.~~':. 

Pla~:l love'; 5 ::lin. af~r thQ IV ~C~~ tierg lt~. 3S0, l.e~ I leSO 
.~crc~'''AZT ,~d 10, 17. 20 I SO·g1c'r",,,::1V"".A%T. Fcu, brs lata'. to'" .' ....... 
(1"1.19 t1t~ vfrt::ally cS1u(p~,"d frca \.'11 plu::a... . . '. 

[C --~····"'''' blV ~.I4.t •• ..:.. '# 

".- .. 
, .~ 

~. :.':: .::;<,;'.= ·~:<~;~;.?r{~~::. 
:' c~ :.. 

.. ''"'..: - : . " 

"c:d t~~cf~r.; fr:..'2 3 t.:t~lthy tll:~n ~cnor~ ~ra Incl:~::tod for 24 hrs tn', '. 
~~'1CJ c:nt;in1n~ rcccnst1t~ted ~hytehe~~~91ut1n. Cells ~er. ~~en exposed 
t: th~ ~~t Irticle at cene'p: of 250-1COO £:~/~1 (O.3·1CCO C:~'=l fn (os. 

/' r .. r.~~·fu·.~:1r.~ ,t;:t!y &::fr:~ blo:d frc:l cr." (;~:,." ft:~::tfYO ycM~'e (Cf.:!O .: ... 
SOlVEr-t). or ~:. c;"trol [250 ~~S'cl ethY'~~~an2t~lf.te (EMS)] for 48 .. 
hrs. Aft~r bloc~ing call aitosfs with colce~fd, c~lls were ffled, stafntd 
Ind \I"~$a fn ~!'Jp:O:!3$t Ina'yzed for tne presen¢. of structural , numerical '. 
Qtc;art2t1c Ono.-.,.l1 t1.s. ,'-. _ ," . 

l:tult::: Th~ ftt.:",J), .. of abtrratfcns productd .ylV at ltvels of 250-1000 
~gi~l w~~ tqu~l t~ apprOl. 1/2 ~"at produced by ~'t EMS. In addition. 
sc=~ stru:t.r~l dJo;;e ¥:~ nat2d at lQv~ls of 3·100 cc;/al~ . 

:.: .... -
At cenc'ns of 30 leg'.' , above, IV reduced tht .ftotic tndll (proportion 
of CtnS undergoing aitosts) to tn. sama degree. as EftS. Some reductio" . 
WIS noted with conc'ns IS lew IS 1 "g/1D1. . . ..' . 

( 
Th~ s~onsor sut~: thAt -increased ru~p"fe.al IbnCr:lllftii!$ were not' 
cb~~"~Qd ••• - but data wert so tQuivociT tnit ~~~ Fer~.n~g. of nond1pl01d 
c',1s,!n.~:~~~!~~ control cul~ sf~11lr to thlt nottd for EMS 
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Sections lind 2: Open Label Extens10n Trhl of AlT {Protocol a8 Following' 

- Placebo-Controlled Tr1.1 (Protocol 02) '. . .. _ ' . 
~ '. . ...... "" . ":' " '. :,;.'" . .' ~ . 

Jr.:;ediati!ly following the reco:::endation of the Dlt. Safety Ronitor1ng 80ard . '._:~: . . 
on Septe::ber 18, 1926 to di£contfnlo:e the placebo ana tlf t.he AZT tri." the . ';._ .-... 
princip!l investigators were contacted with instructions t.o call in their _:_>~._ .. _~ 
p.3tiC!nt~, inform thera of whetnar t.hey had been on AlT or placebo, Ind offer .' ',' 
th~ th2 o~t1on of enrolling in en uncontrolled trill of o~en label AlT .t • 
~::3 of ,~O c; every 4 hours, sliShtly lower t~~n tha dese studied tn tha ' 
plae~bo c~ntrolled trial (the sponsor v~s cor.cerned ,~~ut the he;atologic ~ 
tc%icity of 250 cg q 4 It ancS felt that production of 100 !:IS Clpsules would . - " '. 
p~v1d~ greater flexibility in dosing). " . _ ,'. -.' ',,' ," '-: 

• -" • ~. .# ..-.-

, 

Th~$. essentially two new open l.bel uncontrolled trials of AlT were 
initiat~d, both in we11 characterized groups of patients with =any months of . 
ba~alir.e c~~a. The first -trial- consists of c~ntinued dosing of the or1ginll 
,reap of AIT recipients f~~ t.he placebo-controlled tr1." and Is Important tn 
ttlat it provides dati on a reasor:r:bly larse group of care!ully studied' " 
patients treated with AlT for len~ar tt.~n fcur "onths. Although there is no " 
lcn$ar I concurrent placeto control grouP. I substant111 nur:aber of theSt ' ' ." 
Fat1ents bas!n trea~~~nt within 1 few mcnths of their first dfagnos1s of PCP. 
Tr.erefore h~ rvival can be cCm~red to historical ontrols al ho 
un In 1 th th s due In part 0 changes over 
tl=e in tha medical dlagnes1s .nd treatment of many AIDS-associ8ted 
c:~~lfc~t1ons ineluding the treat.ent of pcp itself. 

Th2 second -trial- withfn this cpen lIcel extension protocol consists of the 
Sroup of patients ~o were rin~c~ized to receive placebo In the cont~lled 
tr1Dl Ind t.hen be~un on AlT. Therefore. they constitute I group of 'IDS/lite 
AKC patients who were presu~~bly It I more Idv2nced sta~e of KIY-dise~se It 
tha be;innlng of AlT treltaePt than the original AZT reCipients 1. tbf 
controlled trtll. "ain, tt~r. 'I no concurrent control g~ to ~1ch the 

-... ',,'.' 

'). , 

, 

. ~ .... ~.:"", .: 

d~ta Cun be cc.pared. but tfils group of patlents beginning Cln be c~pared 
to their own baseline data, which 15 extensive, Ind 8lso to the first c:)nths _ 
treatroent of the or111nll AZT recipients, realizing that the ortg1nal pllcebo 
~tfents were at I more advanced stage of diseaSe than the original AZT 
p~!ients entC!r1no Protocol 02. (Hewever, it must be rtmembered thlt t~e . 
tK::;:>ers of the orIginal pllcebo group entering Protocol 08 w!re a select groc:p 
of ·survivors· from the original group of placebo re~ip1ents enrolled fn 
Protocol 02, .nd therefore Sly net be that much ·sicker· than the original AlT 
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Irou~.)" Da"U-'f~ t~se '~tfe~t:s ';;O~fd~' 1'~~;rtant n~w ~nf~~:~;~ o~ '~~" "~'~"'.::~)~ . 
wall I group of ·s1cter· pat1ents tolerates AlT Ind whetl!er there fa I pattern . :: 
of reduction In Ol's/death that Is sl.11lr. to that seen In ~be or~glnll AZT >"r :.: ~.: ... 

. ' woup. .. ;.. '. .';" !,. ,.... .,,::: . .';:t~~t;~/f:;;.~:.' ...... ~.. ~ . .

:, J)/P....1-·~· fte hunlSrt!d talent -savan patients orfgfn.)l1YlSsfsned to All ·I.:th;:pl~C:e~ ..... 
,., c:;)n ro rae eete to cont1nue td.1ng AIT under the open libel extension' '.: 

. protocol. These patients vere off1~fally entered into the new protocol (Da) . . 
over I ttitO "eet p::n .od beg1 nn1 ng on Septe:::t3r 20 (referred to IS tile.. '.:, ~ .. " 

. -transition- pariod). Because of the sponsor's ccncern lbout the toJ.1c1ty of 
lIT, those patients who were sttll on full doses (250 ag q • b) were III . 

. reduced to I dose of 100 ag q C h. It.bcut 3 "eeks later the dose WIS Increased 
to 200 mg q • b In those patients who hid prev10usly tolerated full doses of 
250 mg Q C h. (200 119 q • h was Ilso the dose that pltients were to recehe ,',' 
~nder the newly c~e~~e~Treatment IND). .' .>.:<'. <. ' .. _...o;~<.' : .-'''.~)"-

w, -. • • .' ~. < • 

. At the ti::2 this g:-o:JP of orig1n~1 I.ZT rec1pfents entered Protocol 08, 611 hid . 
AIDS/OI and 39S were still ARC patients by the current CDC 4ef1n1tton.·.The ':'.~;' 
averas· 14 ceunt at entry to Protocol OS was U6/r:::t3 (c==pared to .... .....}.. -,; ~_.: .. 
lZ1/".:n~ for the $lct patients It entry into Pr;)to~ol .. 02) ~1~~".J5S 0f. ...;:·y.. · ". ':'-:' . 
patients hav1ng 1.4 counts less than 200/r;aJ.·,,·.:·:t·:.. :<"':_'; :':"';'.:.' '" .. ~ .. 

- .....- .... ''',,' ._~ .. _ '"0_ :."::'~.. .:~~: .. ~~. "'_~lft:" .. : ........ 


As of ~cs=ber 23. 15&&,' the s'j,onsorts cutoff datI fo,:i"t:l1ssfon of data frcza 
ProU)col 03 to the IDA on Jwr.uary 12, 1S37 (C doys pr10r to tha Advisory 
to~ittee ~~etin; on AlT). s1x Icd1t10nal originol AZT patients hid d1ed (ene 
I~rarant', I su1cide) for I total of seyen deaths In this ,roup. 

Two of the ~ther C deaths occurred 1n 'patients who had on1, received 2 days 
Inc 32 days of AIT in the 0: protocol (both wer.1 ·ORt ~ .''''1 SfC="~&"" 

c/) to develop."ent of 1ft 01).' As of .pprg.. 1.... tely ',!,,·ulry13, lS8 , the IlOst ' '. 
recent -tutoff· dlte for I telephone survey o( e· • rs to collect 

. dlta o~eaths Ind OIls which had occurred on this p~tocol since Decemter 23, ~1- t{ lSa6, cUr' m:re teaths "ere re~ort.ed, in"u~1ng Inother suicide.]bus. of the :'~::7"·.:··'",· 

. or1g1nl I 44 patients r.n~c~e.d....:t.a..AlT, .leven were known tOhlvtlIil. . ':: 
~Exe~ITor tfie two sIIl"CTa'as- ,t!Qtai1s ·nC)t'~siif).'\11ttiaJ ••11 leiths were secondary'.' 

[D to infectious complications of AIDS. . ,_. '.... '. :~::.:.;_ '~:"':._': .. -:: 

As d~scussed earHer 1n tt-.e or1g1nal reviEW of this ICDA, 24 r:at1e~ts . . ..: .... ~.. '., < 

1.\. origina11y asSigned to AlT in 02 had developed OI's IS of $epteaber 20, 1966 •. : '~'.' 
v I 12 of which hae occurred during the f'rst fo~r weeks of treat~nt. As of 

~~e=ber 23, lSeS. l,cord1ng to the sponsor, t~ntl·seve~ ne~ 01'5 had baen 
d'c;nosed 1n F_t1ents dur,ng Protocol D8 ~~ were 1n the original All ,roup. 
iSiven of these 27 r.ew OI's occurred 1n~atients whO hid Ilra~dy ~eyelopad In 
01 during 02. therefore :0 Id~it10nal patients developed In 01 for the f1rst 
ti.. while on AZT, based en the dati Iv-ilable to the spons~r IS of Dec~ber 
23, 1sa6). TwelYe of t~e 27 original AI; pat1ents who developed OI's during 
Protocol 08 IS of Cec~ber 23 had been on reduced doses or off of A!~ It some 
tfl'le dur1ng Protocol 02.·~.:.::~,-

... 
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lOA 19-655 .'-	 . _. .' .~. ,':: " .. , ': - .,;- ., ~. 'ig. 4 

As'Of FQbr~~r1 13, 1S37, etttlt' weets ,~~~~,·.tit~'· of '4 of th~' o'~';i'~~l AIT' 
~ro~;s w~re tnc'W"ft to h:1ve! ctI!YQlo£:~d It least Oftl 01 wh11e on AlT .(24Jlurfng .: " ~-.:- . 

'rot=col 02. 20 tc!dftiona1 patients IS of Dectc!:er 23, 193&, Ind 20 core IS of ,,'.. 

F~brulr1 13, lt37). Of the:e 64 ~tfents, , bad developed two Ol's whfle on 

AIT, = t.ld t~~! 01's, Ir.~ Dfta patient bd 4 01's diagnosed wh11e Dn AlT, ,,' 

for I tot31 of 76 OI's ccc~rring in F~tients rece1vingAlT sinca the beginning 

of Protoc;,1 02. (51 of th:!~e OIls occurred on 03; 27 in the first 3 months-

and Z'; 	 in thll subset;uant 2 ~Qnths). . ,c" ' ' .•..:.'..':.': ;. .: ", 

--- --- - ~~.. - ... ~: !.... • '.. • -~-' - 

n! dh·tr1t::.tticn of c!a~ths' and aI's b1 tf=, on All tS'displayed ;tn I block .~.~.;: .;:-,-'~:/:" 
. dfaW3Q pre;ared by tt:, s~onsor It CJl ",:Jest (see following pag!). As can I)e . :,~..: : ..'.: 
s!an, fon c;;;~ il9 tl'..! fl rst conth 0 f therAPY with AIT, the nUClber of 01' s ts ':.. ~. : .. ' , , 
a1nt:ll up a;ntl1 ~:!~ 10 of traatcent. after "lIfch the incidence of 01's :, ,.,;,~: :; .. 
1ner~usd s~~~t;ntlall, (this is approxlQte11 the '&.-:e ttfMi the placebo Ina ;.,' :'~'.. '.. 
of Froto:ol 02 r:3S discontinued). Of concern is whether this increased:',:,," _ ~ .~r 

. '., 1nef<:l:::l of OI's will 1)2 reflected In a 'Ubstl.nt1all, 1, ncrC!ued, risk of d~atb, t.V,.. ,
~"int~~ nellr future. Cnl; 11 pat1ents of the original 144 AlT recipients were, .:.-., ,.- ,,/.' fl tr.;..m to 11.:0 V2 cited IS 0 f Fe:'rua rl 13. 1987. . ,.' ,. .,. .' . .'. ___ ,. .' ' 

~p I ~ ;!.~~~~~t~;f~)t~!~~~ :ngf ~V~ft~!~ f ~!d:::~~:~:~~~!;e:~!:t;!f~;~,,<J~':"~~'F" i
1.lt3 S~;ttc;;)er lsaG. t~c;use of conceMl I~ut t~~ tcxtcit1 of AZT. the"~' .:. ~';y 
s~nsQr c!.:l;a to use I ~~$. of 700 .g q 4 II tnsteAd of 250 IIg q 4 h.,.. '~ :. ", , ".~, l. '.. ..' " 	 . 'I,A: t:~l ti;:l t::~:;2 Fitfents ware started on AIT, ,.;: had AIDS/OI Ind 3S1 st111 
tk! k.:C. Th~1 r Clean T4 Ct~nt .t entr1 ir.bProtccol '03 ''is n5/1:;;3 with , .. '. 
81 S of tha p.:t1ents h;Yin~a T4· ccunt (200/...3• 

~ ~~~c~~~~d in t~ cr1si~1 ~~ical revtew of this ICA. 45 Pitients Issigned 
~ pl~c~bo tn Frotccol G2 "ar. knewn to bave dtvelo~d Otis IS of September 

'20, U·:~, t:::!lYI! of eMc:' t=.ra ci1asnosad duMng the f1rst C weeks of therap1. 
lr.c~"~~d 1ft t:::!sa .5 poitionts ...... C who h3d ~eveloped two otis each during 
t~ pl;:;~:)-c;iitrol1id trill. 'ina aC:d1tion.1 patients (e1ght of whell .' . 
Sw~$!~~~nt11 d1~ of thair 01) had d2yelo~ed an 01 wbile on placebo but were 

( 	 60t yet r2~rt~d It thl tice the IDA was pre~red. Thus 54 of the origInal 

pl~:e~o F3t1e~ts b3d developed aI's before they be~3n AlT. Eighteen 

Id::!1t!:r..11, pathnts ~eYeloped Ol's while on Protocol CS, e'sht of which 
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IDA 1;-655 _:. }.,'.>......,:': ... .' ~":" ~". . <:'. '-'.~ -...... 	 ..'H.•.':,:"'-:9 

( oc:~r,.~;J du'r1n~ 'the ~1"~:~ ~~2~~ o~-m\~~~:~t(ele~~n ~~h~~" ~:ur;'dt~
'. patients who had had an 01 prtyfOusl,. re~rted whU. on Protocol .02.) 

'." "~' - .'~ "... -.:. _..;-:.~ . _ <-,." .'-.' F"':" ~-' >r'- . ",_"':". ~'. :.:~I:·~~;·.r;-~~:·:: 

17Ia distr1but1on of Ol'sand clelltbs tn tile or1g1nll pllcebo grGup- can it. seen -.,~·<~:r/ 
tn tf:3 tro blcek d1s!)r:.:s on the fo11ewtng Pi~es ~prepared b1 the sponsor It ", -:"''';:''.~ 
01 ~Cj:.l~st}. 11"02 first or.a st~s e,ents cccurrtr.a in this grc;,,, of Plttents -" 

c 

t:M13 03 pl\!C~to ar.d _1:0 IfUr la~gtr.fttr:Q AZT (pink). Tha other bloct d1agr:m 
. ,1"";;:$ events oc:-::rring 1n tt.:!.o ~t1cnts onl1 aftor beginn1ng'bUng In. '·As . 
c~n t~ scan e3 tha last cf'.:rt. tbara C3$ I cle~r decreasa tn. the tncidence of...: /;',.j:':::~' 
death Ind OPs overt1l:~ Ifter tfta Itrst Qnth of tner;py. , . ,/ .. , .. ':. . .-: ..... ~ ·':";:'>·:;':E;':•.:·, 

'.':-- .,' .... . .. -.,' .. ::. '.' ' .. :~,...~:.,-.. ,~ :i~;" ... ,-,'~:":c~~:. 
.. 1ta d;sta on C:3~ths Ind OI'seon.cUd ,,'thas~nsor over the t.le;:!:ane during .. ~'-.~\-::~ 

. - t~3 ~~k f\)l1c"fn9 Feb1"t:.ar,y 13. na7 Irl stnl ·prel1rainar,y- Ind subject to· ';'~'l:;:;. 
. ver1f1Clt1on. ~vert.he1ess. tt wculd .~p~ar th.2t the followfngconclustons ~,:~.;: "::~;:::'.. 

Cln te C:r.vn froa the diU uafhble at this t1I1:': .-.... . '.:.:' .~.. ' ." .. ':;: ..,'.~'~;~ 

~t£I" t:~~}:r~i:!l°rJ~~~~~: t~~ :;.C!~~~:r~!~~~A~.d~~:r!i1t~~.·:~.)~.·~.
1) :;.~.'
'.' "~l~) (OS3 reduction in thasa pUents to lCO ag q4h contr1tuted to .. ·...~~r 

.... ~ t~!~ 1r.:.r~i6se. t.,t tt..e srtite~ risk his persisted well belOnd tblt·~: ·~.-,;::::r.~~~rk;')·: 

~~i 2) 	 ;;:;~2~~:i~.~~~:;I~~~.rt1~;r;:!:i!r;':;:!;~~tinl"t:~:,:}~iF:'
t!::! or19'n,Jl pl~=e~ gl"Cup aft:r fo;,r ared a b~lf &Cnt~s tn t::t placebo '::- . 

':"-" _ ... 

. .-- -

Tta eris1r..ll ph:I~~ grcup '~~;l"Cd to e:;:ar1enCI , tanaf1c1al.ffect 
f1":3 AlT after st.1rttng ttwr.;J1 1n that tba Incidence of OI's Ind 
c!~Jths declined af~r tl\2 first a=nth of tharapy. AlthouS" there is 
roo concurrent control Il'CuP. tMs IpjU!llrs to te a real .ffect of the 

..:: ~""--". ~ ~ 

:~.;f: .~~~:~~: 
.. ~._... _4' 

,.,;- ...; .. 
. .. ..... -~. ,..-

c:,:.trolle.d triAl." . . ~. '~'~:':' 

3) 

4) 

(~~g bGc~~sa t~~ rist of t~eta !,cnts ~a$ ~ch h1shar tn the conth 
t:"icrQ t!.a plll:.£~ ccn!rQllEj tri.l 5:~ dtsccnttnued Ind (;ar1n~ the ., 
first ~»th en AZT. ~i$ Pitt3rft of clintcal11 ev1'ant benefit 
ftl1c~~n~ the first 50nth of ther;Pl was Ilso seen tn the or~11nll AlT 
,?Cup. . . .... 

Thus tt I~~~rs tt.4t tM efftcac7 of All continues tl!yond the 18 nets of 
trtit:;~t .~1ch oc:~rred (vr1ng tta pl,cebo controlled tr1~1 ••1tboug~ the 

. { (ata Ic::u-;alat:d S1au:2 ~~t tiMa '~!!Cltte t~ttptt1::ts _~e1eo:rEElei!C1ng Ol's 
;o:~ ~::!!l ! &n ..~:~ Ir.~ r;t3. """ raat=.'1Ir. n a or g na ,aeetNt group 

k!s r=:-;; t:4 nln I~plre. .. .. .. fit to ttese patients IS well tn t.r.:IS of I 
~~uct1cn tn tt:a risk of 01's Ind ':eat!t Ifter four ~eks of th,rlP1. eYen It . 
th! slIS~tl, l~~r ~05e of 2GQ.9 q4~. Prolons.d follc~·up of t~se patients 
is tsz~n:iil 1n or~r to battar (zt~r.lir.e how long the efficacy of AlT .111 
list. . 
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!'~~~'C:'l' 5 e:~!:1::: t.:'I"d C.=~1 of U.e '.U frc:a Protocol 01 's:a~pl ted on f1oPPJ~"': 
Cait-to t~ st.;Ust1c1;ns. 1ft addition, Nr charts ware sut:al"te~ s=.1"9 t~ . 
tnc1ffe=,c2 of h...""QJlc~1n « 7.5 g::/cll) and neutre~~n (150/~) toateU, bl 
fc.. r·lit'~et interv,,'s, ,rMS tr.. fret;:.lenc1 of trans,."s1c:'ls for pat1tnts In t~t1 
$rw:':~l .ft;r t~~ina1ni lZT. ; ',' .C~~.;:::::··~·J\"'~·:""'::' c::'-' .. 

F=1" t~ cr~g~r..1' m ,rc~., t!"~ ~.lt frec;-o:encl (101 of s:~t1ents) of bc:cgtc~1ft 
b:lett1 occ:.arred .t 9·12 .~:~s. (see c~..;rt on ~'3 10 of this "nie.). " 

"':31" sizt:;!;t -=t;2~S. t:-~ £:jQrftl' of c:c:a1"rEnt'es of tMs to:fe1t, "ere In' . 
Flt1enu .ith • ~r101" occ:..rrtt::1 0' bs:globtn( 7.5 p/t.n. For the original 
plice~o greu., af~2r be;.nntn; A1.T. t!'l:t ~It '"c;setiC1 (7~1 of t!'l1s toa.tit, -. 
oc:~r~ (~r1r.g t~~ first feur .e,ts of thera:,. w1th AfW Pl!1ents (eyelo~1n9 
this tOl1city fer the firs~ t!:e after '6 wc!ts (n~ers Ire s:al', bw-veY~r. 
SEe choirt on ~t;~ 11) '.' . 
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This accelerlted elrl, rate of transfusions complred to the original All group
Sll ref1ll<c the grelter 'suscepttbtltt) of these ·sicker- Pltients to ", 
t~t~lo2ic to~tcttl after begtnntng AZT. and also In increased awareness on 
the part of the 'nvestig~tors of the hematologic toxicity of the drug,
r2su1ting tn a deerened threshold for transfusion therapy., '. 
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l Tt.a sponsor .1~0 sut:a1tted plots of C21n T4 call C'lunts fn patients' .... ,_ 

or1g1nall,Y randc:'ltzed to AlT who cc~p'eted It least 28 weets ot therapy_ The, ..,:';:
i nl.m::;ar of p~ttents provtd1ng diU rans~s froa 98 at weet 0 to 38 I t week 28. : ;"'", 
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n are data on only I subset of at1ents' elen durin 
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. For Pit1~t~' ia tt-•• O"'~f;'sl 'phC:lt:o Pp'td".o WlI"a'st:irted oft'·Ari>i.. in1U.,-· 
:. . rtu 1:t ce:n T4 C~t:\t ts..not ~1~C~"'ibl~~,~~r.•~~:.~~f~~:~..(.•.S ..~!~.:!n.;~ ~_ ..':.:

.' ',' pa~ 21) or.fo.'" Iny 0' t ..• su..;roups. 0."· .... ·/, ',,';-::;;-:_ ••••• - __ :.;._...};•••• : .... ~. :.... .. ~r"" ~'. ~ .. : _. M" " • """ ~ ... ...:-. : .... - ,~: ~ ~ ~ • -; .... : ••". ~ -.~ ....:: ,.'~ ... :;.~~. :_":::-';' -: • .~. ~.. '.' "'"._ 

~a,~~ia:c:~ fi:,enu ~rc:'.~dh9 ,~,~ ~o~ ~~se .~,.n~,.~~~S~..~~}.~5 .~:~, I~~~ :~ •.., 

·<·2':.~~~::1f~~~~.• ~~. :i!~;~~:~t~lr~¥i:~~~~l;~~~t~~;£r~~~~~:;··;J·t, 
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t:~ 1~'55 .;~~~~~;~ 

14 	 .. '...•, .....;. 

~W/W~IV¥-t-'. 	 ." .' "/
.~. 

'-~ -.'- '~'. J. :.'. '2;;;(3,-::':" ".~:.', -'. : 

~--, .::".L ,:~':::'C,:-,; '.',~ L:.(~~sa~~Z·~' ...~ ,( 

$.:-~-:1:-~ 8 At r.,\ rt~~;3St. tt:3 l~ftSOr su~ttt:Mt s~"h;l c~"es and ...... ,"~.' -'. 
i'c;::~i~~ 1113 ~tllc~fr;:l t::2 Tr:a~nt 10 d:ta for re~orts of 111 d;:rat~ .-._ 

.... 	 rt:c21¥c:,l u~ to ar.cS t~c1\::Sh'ti ri~"':l1"1 17. na7. Tha sponser AotQ'sthit the ..~::'-~~' "' 
43tz.~;:~ us~·~ tn t:lt~ ';-.:ll:sf$ Is r..at q-':Iltt, assured Ind is '''caplet. 'A .....:?~~ .,.... 
C:;1 I"t!t;-"::C~l, e.g. 1r.forc.::t1cft on (ruo stzart. d:.U ",;as lbsent-·for__ ~.:_· ::. . .: ..;.... 
• ;:~,.,::.1::3:~11 '/4 of t~2 FatiORU trod __I IstiGAted by using the dau of dati .';.!:':~ ~:~ ' . 

. . ::entr;, .lor 'nt till rtgtstr.at1cn fora plus 2. "11. ~ ..,..:.,=.~~.;:~.,; "·t~~..~.. .'::"~".~/:' ". '::.': ::~~:.'.~Oi" 
.. ;:'< ..' ~.~.: .' .' ". .'. .. .__ ".: .~:':: ."r ... · ... :~.:.•~ ;', --, , •• ' _••~"-~ -<~':"'":.";;~~<_::~.~.:" ,,,~ ~ 

'j 11\1 s~~:or c~"lt1"\!cted SUMh.,l cunos of tt'.a pro~=rt1"n of ,sUents . . 
S:Jr,h1r.a aft!r AIl tralt::nt tne1\!~ing and c:clud1ng d~cth5 occurring tn tJ?a' < .. '.':. 

,.' .. ftrst ~3 c!JYS, .rod I c;;rY~ sbOToltng tha proportion of p3t1cnts sunhfng ~fte~ .: <.:' . 
11 F:? 'nf~:!t:n. 1'1':3 C::1"'\I'(I for F3tiEnts sunhi • -. ':..:.. , 

::.: st2!;~r Jr tt'.e first reats to I r:ore shanow dOwrnt~rd slaP. .'l: ;'·f . 
I~ :. ut to 15: J:. eflts tbe lont(!st cft:rQtlon of AZT the!"ipy reported In . " 
,Iq<, t~l=1I Plt ents ~4S survh1n • The nu:;:;.r of patients It risk It each U;:e .;", . 

--.--=t is nGiJr~· " e Icee=::anying Uf, ttMe. (4175 p~tfents enterad, '., 
·!:S t ris:t at 2J (:ys, 2552 It 8 weets, !SOS It 12 weels lnd 146 It '6. :.~,.;;t .';. 
·:;:~s.) l.Q~~p;..t1ents died durlng the first &onth. 52 tn th' and' ..... ."·:5.· .....~~A 
:~t:'. T:~~ CUNe of p~t1ents sunhir.g uc1uC:i" (elt :?7U.~Lr 
~ ~:ys t;t~iCltQS that 97S of patients "~re a1 he It • A .;c.., ... '~" ,_'.:;;:>~.:_. 
~s?r~~.,rt1en~te n"'titer of cleaths occurred during the 2 days, probably. '.:. .' 
~i1~:'t~::l c;rt.~Hty 1n prECQrb1d p~tients .h~ '::lre be,un on AlT -tn··. 5:.-:. -~.. ' .:" 
~z;~r~t~c.,. - ,rod alto hc:use the b:::r:ef1ch.l effects of AIT Ire generany not . ,.,.: ..": 
~2::1 c11rdcl111 s;n;.l1 .ftar .Fi)l"Ox1I:iate1, I sont!t of treabent (data frca' '.:: 
1vc~~:l..t~i1troll" tril' ). '. .... . .~' . 

'A !.:-:~ j"'j s~r'l1vJl c:.rve .::s t\!t;~itted s~~ir:g th:! propo~}? 
s~rlivir.: ~i!~r c:nfi~d Fep infection, Ind indicates '51 sur,1y 1 700 11 
Af:ar c~nfir.:~d PC? infection. This Inalys1s Is not verl celn1ngful tn 
~~!1~nts "~r! stirt~d en ~T It ian) dlfferent times f0110w1ng theIr episode 
of confi~ad PCP, Ind the conf1r.:.ad episode (re~~ested on the Patient 
~~~1strat1cn Fol"lll for tha Trutment 11\0) is not necessarily the first '. 
E~i$w~e. ~lso. patients who died shcrtly Ifter In episode of PCP Ire not 
1r.:l~~e4 in this Inalysis since they never hid I chance to enrol' in the 
lr£Jt;~Jlt U;D. Therefora this, survival curve does not help c1ar1fy either the 
,ff1c;cy or safety of AlT in the Trut:cent INO setting. . . '.' ' ..- .' 
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.
c r~ ~~~5S ~::::~:; ,:_. :"': ': ,":: ).:;~::1:X~:~~:~::?:X·~,~:,:~~·,~:\.~ 23,' .' 

17:2 S~:tsor aho st.:btt~~d • sc:::!', 0' .dvC!rs. "onts 'resulting t. . .,", ' . 

....,~;')1t.:alt;..lt1cn ~~crt:d 'n r.ltft:lt~ enrolled In .t:-.a TrlitQent rRD. 'Cn, 

liun~"d Ind t:t1rti-sCV;:.1 ~t1Cl1ts repo"'.od svch ,yents Including .7,w1U:'::. 

fO'l"r. ~ w'th ~"'£O:ltcle~1c t::ic1t" 23 vnll neurologtc ,teots. l' .,tU :::.'~.~ ".' ;:,~.. ~ 

S-=$~r:)tnt:tsUnll c:::~1.l1ntJ. ,rod fe .. , Or 1ess Ilcn wU" S2nttourtftl'7, ,.:" '.' 

clr:S10~:~':.Il~r, on'::r1na, S~1n. or s!naral body cc::.,1itnts.· Itts ImposSibl, C:,-." -', 


':'.7 ' .. ' b ~:t~r:l1n. frc:a t~:~. H:t~r.:s .:-.aUar tl'4 adverse .,eat as M to·",:'::j:.:·'.·''':':}~·~·~ 
"t •.M·. ~ .h~~yo"':t1r.2, or "h:t t:-~ tttoHt.-:sed of ~tstble cfrug Itsccf.t1,n was, ICtOrdtng. . . 
',. : t~ t~1 t~lt1ng ~~l~lci~n's Ju~~nt. lb. b:ratolog1c problees ware 1ftaly ._. ;-.' 

:." ~~e t~ tti d",,~, as t~3y are sian.r to those seen tn ttse controlled tr1.', '.". 
. 	 t.e. 13 &n~11 Ilona, 7 lQ~~=r!ntl (2 aho w1tll .neata), four granulccytopanta ..' . 

(2 .lso with thl"Q.":~cc.rtQ~3nhJ .nd 8 pancytopen1l. It Is not reported wheth,r. ,' ..'.. 
or net blco:S counts rebrned to bu.l 'ne .fter discontinuation of Z1doyudine. . ... 
a$S~1ng t:-.at dc~e ~dHic;tion occurred. . . ,'" .. ' ..."-. 

r..aus2I 'and 90.1t1ng w:!re ttl. cOst co":ong&Strointest1nll CC:Pll1nt~~'>: . ... .<." 
S31z:.ares and confusion "are th~ most co=.on neurologic Idverse cyents. ~:; ~:--..:--------	 . . .~. . 	 '. ~.... 

~!e'!icn 7 of' thlssubtss10n includes' an update en t~1 In.;l1515 of thi' ."~'" ::' 
~.. 	 91roiOSY dIU frg tha placebo-controlled trial. Th. u~1te Includes HI' ..': "',0:._: 

c~lt:.lre re$ults for Fattents entered .t .11 study sites (the or1ginll RDA. ,.,' ~.' 
SiJ=-hsion re~ned tha culture results frct2 one center only, t~t of : : .• c··. .i.· 

/ Or. Fischl It the University of Ritm1). Ind Idditional data dOcl.U:entiny ••:.... •.••. ~ ..·0, : 

. 	 ct'.an~a~ overt1se In p24 iii protein Intigen levels 1n the sa!""... of Pit ents '" :;~'.' '. 
enrollad in the trill •. 

t..s retat~d in the origfnal ,;:a of th1s KDA. liIY cultures were perfor.::ed on III . 
p3tients t~1ce p~e-entrl .nd every 4 waeks ther&;fter by con1tor1n9 cultured . 
lYb.~hocytas frc= patients for levels for reverse transcriptlse activity in . 
s~~~rn~tant fluid. -In cost cases, Ibsolute values for reyerse transcriptase . 
Ictivity were re:orded and the cultures were scored 15 pcsithe or ne~.t1ve . 
Ic:or~1ng to conventions established by each yirologist. The day of culture 
o~ which the s~:iiu2n .~s f1r$t post;ve was Ilse noted. The data were then 
analyzed using Cochrln-~lntel-~ens:el statistics.- . ' . 

'; 	 'i. '''",' _ J.

S~c:1r.ens froll 5 of the study sites were sent to , single Yirolo91l1b ind 
Ci.l1t:lred there. Ap~rently t~ere were fewer results per patients than fl"Oll .' 
ttle ot!\er study sites, Ind tbe results were reported in a different fOrTolat, so -':-:' 
the sponsor chose to analY:1 the data from these centers separately. T~e1r .' 
cOr.C'USfon 15 that -no statistically s1gn1f1Clnt differences in ability to 
r=:~ver vfrus over the course of the tr1,' were detected in AZT treated .~ Pi t 1 ents cempared to placebo patients.· 

'. 	
. . 

. 
. 

The results of virus cultures from the remaining centers, including that of 
Dr. fischl, were analyzed se~arately. Culture results for all AZT tre.ted 
patients were cCQpared to those for .11 placebo recipients. .~tlt1sticall~ 
s1sn1f1clnt differ be seen • he rev S Ilthough there was. 

. ren owar s gn1ftcanc! at wee' 20 (17/33 AlT recipients with negltive . 

'culture cempared to SJ19 pllcebo recipients). Stnce the p-vllues for t"e . 


. - 41ffarences between the treatmant vroups It 111 the precfding intervals ranged 

from 	 p-.873 (pre-entry) to p-.493 (at 16 weeks), it is unclear whether the . . . 	 . . 
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-= ...,:,:.::~; :.::.: :::';.;;:.,.~2~::*~;'-:;,; ,t-:~.:, 
. ';' c:' .;';:~::~'~;.:;' •. ;.";.:~;:--:' ~.~;',:~ :.7~~:; '. 
j ( 1:,\ 19-G55 _. .. -... ~, ..~.. .''aC;:1 24i . . .... . ..; _. . . .{ ., . . , . . 
i p Y;1ua of p·.O~3 at 20 .Ct~S sc~itsts Int!v1;al activity'of AZT orts I . ":",.- :" . 
i stlt1st1c31 art1f~c:~. At wcok 24, t::e p ,;1&&1 h 0.C31 but ts bl~ed on s::l11 •. " .. ; 

,\. ,~~=;SpI!~!:O.J;f:!!:; c~ 1tu,.~ htb~ ~:,srouP;~~~PI,red ~.f.:i,J~'~.7~.~,~.".;:;' 
i'· .ltrus C:11::.1"I f'C$ulU for tt.es(i se'en celters war. Ilso an:a11Zld b,grouptng


·,.'.i .. ",tte:.:s by entry T4 call wur.:f::!r IneS bl d1tt:1csts of AltS or AAC It. " . .", 

. . ..., ~:tnll~~t. All cC:;.3.r1:cn tlat=::a tr~:£t.-";jt Sr.iUPS 'or I.ch of these .;J,';-;: :~}" ".' .I ';."'.':: 's~~gr=t:~s .,:"1 flQt st~nt'4Iqnt. with the Ixception of the patients w1th <100 ~':":'.: 

, -:,-. ~ ~- '" T" c:!l1s It entr1 at ..,..... h-.037; 10/16 AIl rectpients w1th ne;athe ..... :.-': 
. '" . ci,l1t;ar:!s C::i~... ri!4 t, 3f.~ oI··;cebo recipients). Whether or not this fs I r:lll .. '- _ 

f1r.~tn2 raf1(!c~1ni Inth1r&1 Ic~1vtt1 of All nE2ds eonf1r::at1on. IS 28 . .. . 
...;' . e:;=;lr1sc:,\s wera ~:n' in t~ese subgroup analyses, Ind tbarefore It least one' . ' 

·~f:;:tifteant· rasylts It the p(.OS level would be expected. '.. _'.' "'.,~ 
'~,.. . .. ~ ,"'.' 

Ac:,r'J1~9 to thl s~n$or. ovar 600 (frozen) ser~~ '~~c:ple~ :'~o:a"'S7 Plt1~nt~" ". _ ~ 
E;'li-:llle::j It soven stu.dy sites .:are sub:i1tted to Abbott Laboratori.s for. . '. :"" 
(~t~r:i~~t10n of se~_~ p,4 Int1;en levels us1ng th~ir enzyme linted 15511 tit' :~~. 
"::~~11 a~pro'!c::! for ra:~iirt~ use 1ft the Uni,~ed States•. -lll1s Inalys1l was ~:~. 
un~~rUlten to trl to c:nf1m the observation of Chaisson It 11 that -~.... ",;.'-v .....J . -1:' 

.~;:a1n1$trat10n of k-r tel Issocllted .ith s1gn1f1c~ntll decreaseeS .:cunts of :-- ."" 
v1r"s-c:~~d proutn cc=p~red to levels docu:anted in placebo recipients. - :' .,-' , -
r.tir!~'-~1: AIT paUtrot: lnd ~O p.1ti{:nts in the placebo group were founeS to >. ._ :.
hJ'll c!;;t~ctable sel"'l:2 p24 Int1g:ln. Of these patients 28, in each group had' . " 
t~~~ er.try se~~ arod I l;ter sp2~1=:n lyai1.ble to eVlluate ch4nges in Intigen 
lev~1. ln2 d~ti f~c~ t~ese 56 p"tients were Inalyzed using Wilcoxon R:nt Su~· 
T~!!~.· lind ara su=-...ariz2d in the table below. '. ~ '.' .' ..' ': '" 

•3· .' '" " 

T.ble 2 -
CHANG,S IN ME.oIAN SERUM ~24 ANTIGeN LEVELS 

AX; r:~C::Co"(ONTI\OI.UO TRtAL. 
." .. AZT 

PLAC!BO•
i 
« WEEK MY~iAn .MII" M-ei," Me.n."" · ! 0 2a 297 23 100'63 234 
I 23 42 70, ; 

f~

• 
%3 73 2.23 

26 Ja 50 23 90 213..I
• 

" 
12 tG 39 53 13 13 

7 60 Y2tt 499 
20 

'as 
4 IU 177 tl13 '~~( : .. ;'!,.-,~. ~;......f .... ,.. ,.1 24 2 179. '. " '79 ~- ',.-I---- 
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. ~j':,> ~~i " ..."'- .. :: .~:·f~·;;·':!';~~?~~.;·:'~+~~~rBi;}n;~\> 
IDA 1'~'SS:"'~':,:', ;";:':~:::;'''\;'' ~", " ,..,- :~:.: ':~:" , " PaseZS,,~ :',: ~ . 

'. -. ... ~. _.... -.. ";. '.' _~ .". ,:,~.$ .... :~ .' .. v: .... :~_:- .:. :.... ' 
·SUt1st'c:~t1, s1~~tf'Clnt acroo:as f1"CQ b,ueUr.e u,..,m pZ4 Iftt.i~ ..,.. '; ."'~~., 

, 'doC:iI~ntad for AZT recipfa:lU or ,"12k. (p-.OC02). waet 8 (P( .GUQ1) .nd .et~ ".: '. 
12 (p-. CCS2). Than eU ffarQncos .:era c:)st uned for those patfents who : -,.:,~:~;~::7~":'", 

.•ntend t~1 sty(fy .ith lC'", T4 c~l1s or .1th tha clt&tl'lQS1s of AiDS •••• ; ;~~':":'-~:::~"-:-. 
Antf!;!n levels ha phe;~~ patients wn 1G¥lr than thuse hI the AZT :,' .' ,,:'...;_. 

·nctp1enU. In Cit c.~es t.'la le,.ls were stable oY,r ,tJ'.e count of the trill ':#;!:~':" 

.-
" :'~~:,:.~.:~~!~s11 ~h~~!.~~"~':'~~~~~";:'~'::'r~:;:"; 'c.•::,'~~~~~::'~ ,;,,:,~,,<.~:" ~;'?:r~:'/~:~~~":_~'_:;;7?~~:~~?~?~~!<:?~<~~~r:..~~~;:.. 

"a1beu ~.ltl tndtcAt:d th..n loln1strlUon of AZT is IssocI.tad .IU '.>; :,:-:~,~."""'~" 
Itatht!c311, stsn1nc:l~t ~~reases in sen::2 Ftc Int1s:tn , ...h. K...~eY!r. ,the ~'.. 

,.( r h~ "tutonsMp of C:c.cra~sr:d InU :!n detection t. seu"'-=- In in who " ,,: ,'"
t!!1!! r. e .ee.. • nC';:f:l. ·"lCM%ASe , it1 to detQCt Ir.US2n 1:.11 be ',- ' 
1nd1C3the Of • dC!cr:ul in t'he &::O:)unt 'of frae pllSQ ,'rills and Ql tlius., ' .. "-, ' 
reflect tr",.H! Inthtnl Icthtt1 of AIT InQn. altemlt1ve1,. C::c:rtlSeS ,. ': .: .. '~-
pluml l:ltisen levels ely c;un that AIT ICintstrlUc;n b.:a! :r;~roYed ttte:,:,-/'; .. _: 
p~t1enut la;::une COClpat~r.:1 resulting In tncnlud InUtcd, leyelt. Ind : '~: ."~ " 
(:!cr~;lsiJ ibn ity t:l C:~t~ct ,ntf£~~ 1n tha fice of cc;nU,a:ed ,'n:s ,,' ~:~ , ". ~'", ::' . 
I"t~Hc:~t1on. The "1.1Ucn$lI1p of ch.1ng1ng s;n=a pZ4 InU~:!:I lenls to . ' . ,:',:' " ':, 
clintcal outco:::e or c!-..Jngu 1ft ',boratory F4rc:!ters s;:ch u T4 c~l1 fl~er ".,~.; "" 
or 'ihYitJ tIP-e h1P~r~;nsahtl res;::lflSeS rca:atns to bz QterafM~. ~al.1S1s'·, .~'£~'" 
of theS!! '$$~cht1ons ~1 alloif c:U''f'ellt1on of the c1ht1cJl t,ert~fiU of '" ,'.-" ", 
greatar Slu"yh.l, a::r~lsed 1n,1~'~r.ee of c;:;:.ortunisUc Inflctic;:'ls. Ind "", .•~ .. ' ';'< 

i~~ro~ed sense of wall ~1r.l obseryc~ In this st~~y with s~~c1ftc C~~~$ tn 
tenh of vinas repl1coaUan or c~n~s In l;;;zunl response 1:) HIl tnfection.- .' 

Th~ s;::nsor bass",!;21t!ad , ":so"lb1l Int$!~ret.t1cn of tt'.e pQnlbl. 
s1snff1ca~:! of t!':etf n~"6 .'rolc;y re$:.alts tft t.t. prec:e4h1g ;.aragr;a~". 
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 .•-.2:::7.0 

~ X;-:;,.':iU.• na.,.• of eta t;~r::=r:t 0" E~~.=~ It t~ UAtnrs1tl of .:. . "': .. 
a:.:-n-:....:t] r..::.:tcll c.::)t~r. c:;t:~lt::nt U ..nn;:~S~ ~t1c;:a eattUtd .~.~::~. ". 	 .

..• ·~..,.~p]:!'..;~')i~l ~~r.c:~t of htic:.ts fa I Jblti-Cl"U.. ·:~~~·:~:.t.;!::;/: .:: .... ,',. .t PlL::~~·~Z\tl-=J1cj Trial b £'falu!tl A;t~:!:.r-:t~'::i! 'aU. Trea::::.t of It-I. ::"-i::':: 
j 1"";"7'·"'......'.;1 ...·_.., Y·r.··"· .' 	 ....,..:....... ··....·h.;....:·:·~·~,,· . .:•.... '., .. 

\ 	 • ...., .... 1 .... ,..,....... ..... .......,. ,~... ...... • ~ .-j', ~~"'!' ~#"'.c.. -.~. ",,",', ...... _.~ .~ :'..' .;:~. :" 

_ 	 '""'.'• ~ ••~.~ _g,"~ ~:. ~. ."-.:~ •• -~'-.: '~~ ,: :~--::-'~~:. -, ~~-~ •• ;"'.:_:." : ••" ~~-'._. ~~';:: •• :'.'. ;~~~w.:r::i:~,:j,l::~~~~.:~.0\·~:·;~~~~~;~~;~~'6:~?~~~~.~~:~:~~t~_·~1" 
..... t:1tt::, of =:rc~r=~tatrlc ta:b C!" cOiclsterd to ;::fe:;ts ~ronc~ tft ":-__:'-j.,~J , t~! t,.~:J ,r:-c.~t."'1. t:..:t It 8 a::::t la~"i~S t~:r~fto".·.ne usts C"";ihted~~;;;~~;;. 
"of tt=~r of a1t·esti)l h~d C=~S!,l"S of ItrecU... &r.d ca.,;atth:t fu.:ttcat",.~:~~:fr, .. 

't ~1:~ tu"n t:::!'1 w:::~ •..1.;':=.11'21, t••."lG4UCi ~ DC::rca:s~!&t.tr1c .f~ts of -:.' .... 
O...._"'r JIIl_• •".""'1:. .' -' ,. 	 ......... ".,., .. 	 " '.-,.' ' . -...::. ~ 

'~~ ••;••,~., " -,0. _",- ~~• 

. It is r.ll nt;)ll$~ It Cts tfca tt.a·t c."ctI'\11 .e~s S1St::' 'ts~J" ts' .... 
c:=;!ll, i~:~t.t'!.4 .it:t MIl tc(ee,:~cn • .nt~ ~r.alc~t~l s,.s:~t=s tc.;lc~tAI .' 
( ..-=~:fl. r:::::::::r-, 'j~ft.O:-.c.:1C:f. &~ c;r.:r.:.tr~tlC:l ~f"G:;lGS IS ..n IS otter : 
c::"1tth! c~~e~'!l. ~br Clt$tvrt;c:~ I::~ ~:r;!lt~:r~c s; _,t:-:-.s s;:!l IS '" ~.c.:~.>."': 
(:;T'::l!::t. c,...~"tc "HI:t!\"2 s;r-4~. a::;,d"t,. ad .~t"lII'" 11$0 act ", 
C~:;'!w;..;'3 'CI!;,-e,. C::::-:~-s.rctQlc91c21 t:~ti~9 r.::ld .:r~.r to b t~"'..:!2t t •. /. 
t"::%tl f1!4:~ .~~H«~ll ~~ c!.;r 1;;..C~:at t. kIZ 1M I:..C ~Ut=ts tQt..-· 
Q1 ~t ta f"'....lo::::4 ta r.:otl:-..t =:n:.al sta~scnl':.1t1cft. IU U fol1C11 ttab 
1~1.:tt of cl ta1u1 ~l1.t~t~i Ira res;=::u b clr;g tre.-.:-c;t. 

~~ c:;!~t1ya -~f_ ~1s I$~t cf t~ p"'t~;)l. spaifted "tr=s~th.'7: _,.~:~::~:{.~: 
• -.. • ,,' -. >' .' • .. •• • • ~ - • - .- - - .- ":'" •• 

1. 	 To c~~r;ct~"f:~ t=:., c¥tfUn c.t.:c;:s &Utct.Jtfl .tua In hfacttoftS t. '. 
pt'~:'~$ lift~ A::':': bhte~ t=r,le: (I..."::) cr kr:-..fr:~ t-·c:bftcteacl-··-· 
Sj'-:";f·;.:;;.l (Ai;S). ' • . 

.-. 
Z.. 	 To rz1;tl O~f.e""c:~ c.~S'='iUYfI C~ft5·tS to aasllres of ~,....; "s;::lse .nd 

'bstc1t,. 
" 

ret'te~ ~ dr~i "l;cr.se I~A/or3. 	 To c~~r::te,,':! ~rser.:l1tl 
~~_",_" 	 ;;.4 ~~-:~-~;~~.,;t;~%1'ftl. 
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+:.. ' '_- ~. I. r.'.:":.~ . ~ ··o_,;J ,',
• 

Cr. Sc!'::Jttt SU~I t:-..,t ~ ~...ulu ft·po.....::-d., tfats i~:a -,re c:::s1~~ :to" '.. .. 
t, pr.al !::~r:.:,.,. tn ... :;~, ., t::.a eta ~.~ IIOt ~ c=;>1,::,f, ct....---cled And : ', .. ~, 
w~!"1ft~~, cor b..a ~Uc:)t1tt7 .5t~::at...--S of ea waric;s SCQrtcg Fxe--..;tft ... , .. :... :.:,,> 
t:-:~ c=~t~'!:-, .t. t~ ~~;;t t1:2. ft,;f"':t.:!r. ,hn tb ,.~• ......'lr of . ' ..' 
9ar':.~1ts Qrtr.:j fra c:::a of t!".2 .ff~Uq cc4 c:~tUI' ::::.asurts. ~tl I 
·I.~:!t of w*rl.~lts In rc-rt.~ t. tbts sectfca.- . ,-. ;' ..>; :C:':"':''':<;;~< ..: . 

. ..... ,:...'''~:.-. ,... ,.', "':.., .. - . , . "" ;'. ... ..-,:,;;'.: .'.", ,~:'.~~'~~-":'" '.". . .'.' 

:'''''''~t'' ,~ e.:::2H~ S::rQS t~fc..:t.1 t::at -btr. A&."'T &::d pl":..." ~t!~ts ,.. - .~': 
, . QtI C=~.Jr~~h cs t.::a 1';r1~s C:lS::rtS of bterest,· Aid t::.:at J2rlcnunc:a .. 

fen an .tt~!111 t-... e::-..:.al :.r.;a for e-=b of .~ c.=asures IS~~sa~. 

For Iff::"!tva =l::r:S, t~ra gs"1tttle dtffertft:. ~=ft tf".:! An &r..:l 
pl::~~ ~n;.;rs Gyzr tt", c:;:rst of t:tot Stor11. 'aUESt.. receh~£l 41 st'~ I 
re'at1n n::uctt:a fa S~'l?r1tl of dh:ress .ten c~~rt4 til t!".::! p1.;r.:~ £rc::p, 
at t~tb 8 l:"i~ tG ~ts, whtc.!l cas enU,re17 &:::.;::tz" for '1 CUft'fU":r.aS c::r.~ .. ' 
A:~ I:--.j 1~ T4 ct ~tr, "t1lftts. It:nr flt!t""'1 S."":;~S I~! tr.:!"C:$H .' 
91;;::- If!'" ~':r!~':S III I.:.T rt:i;llnts c.C:::;;':rt:zj t~ phce~ It 1R';d. 8 'a 111 .•..... 
~t!e=ts, AI:S .. :4 t!:::~ .ft~ !. c:~~!s< lCO/c:::::tJ It e.tr1. t-=t =t It ~k '. '::" . 
11. ~.. : :.. '~'. ;~_~ '.: '. 

t~!Yt"" of t....a t:~tttn C'!.:s~res rtY~lll =re "~its!eiit'&C4 =1'2 ~~" :.. .. 
s:.:!1:t1Cll.1 si~1f1c;~t ~n,;~ .ffc::ts tf'':A are uta for t~ .ff;:the '., . 

c.:~i::"S. -Iii ,<r~r;l, ~a c;~h.h: c:::-:.t~,.... reflect ltttl. ct.;;...~ fn:::a
..... "'-<'.<:'j.' 
tr~al1nl 07 5"";2 (:cltca far ~tfEot$ nc.hing ,lICHo. Ca t.t2 cthzr bolftd.· . 
~':.1en~5 re~l1 'In; I.IT ,~~urd to shew t=;rcTr::nts GTer :"'~27 tC"~ for 
~~!~~!i:~. £~::r1, Yi~:"~lr:E~~)l, "~;lt sc:nr.1ng. ,~~ r:~t:~ l~~ ~~r 
s:-;::!. ~~ ,,-::!:~i'~ Eff-:;;s a-f :..:,r £.... s:::st c:r.sisunt fer tl'.::~ ~:iE~ts 
.rt!~ t~ ~::; '{'~iis Icd t~t~ ~tients w1t~ la. T, ctll c:~:t~ C~ e~~~ 
tp.~ t~t t~2ra;~ut1c tri.l.~ 

~. Sc~itt car~lu~e$ "s re;ort w1th the fol1evin;: 

·~ia4~iy. ,~~tt1cr~l 1r.~l11es of the n~urcpSlthotogicll ,~~ Ire Clrranted 
~he.:1 tt,a "l.~:.he I7oOs1the effeets seEn tn c~s~1tt,e functioning IS I result 
of 'r-.,;g t.~z~nt. It Is cr..tu FQssible that U.e tffects seen 01 bot" . ..' 
If!ectiYe Ind ro;nttht ~nil"'ts Irt c:1K2ht.ed SOCIvt\lt by tJ-.. seneral leYe' of 
fwr.:~icnir.~o' ~t1tn!s It ent.r,. As. result. c:.r,.'atton.' Iftllyses ~tween 
&.l1"':'l;)fst, perfcr::.::r:Cf le1'els It ent.ry Ind liter chinse frc;:a bf.~e1ine ta bot." ," 
IffeetiY! ,nd (Oiftft1,e f¥nct1c"in, -., "" c!.r1f,tht Pltt.em of 
d1ffertnc~s se~n 1n t~~ c~rrent Inl1,ses. Further, InalYSis of ctu'ound1ng 
f;c~r~ s~:h IS lh~ exi~~~cl of an c~;~"~ntstt( infection It t~~ ti~ of 
I!s~!s=:nt. IS ~ll as otter F=SS1bl, c:nfG~r.~s. will be Itte:~tQd. Gverall. 
t~a ~ttt~ of 4;tl f~ t~~ neurcpsycholog1cal C23sures 15 c=n$t$t~nt wtth 
tt~ ';t~ ra~rte~ for tt~ ~rnofst~ scores. "nerally. si;~1ftclftt 
1~r~vc~~nt in Flrfo~r.'! frc~ blselir.e tin be seen It week 8 Ind ts, . 
• inUined or tncrea~es .t weet. 16 for AlT patients til ccap.r1$o" to 

controls. Tt.!se dtfferences Ip~elr to be due to rellttw, taprgvtceftt oyer 

basaltne in the dr~9 group IS .ell IS sc=e det.eriorltion tn t.he functtont", of 

,bcebo patients.- . 
 '!" 

Cr. Sch3itt's Issessoent IPpelrs t.o Iccurlt.ely reflect the ~tl Inllyses 

,roYI~ed in this submission. 
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1~~::':t.::"7 Q:~!s. I.::~r.l~~ b t!".. 14t!"~r of \!tts ~. Cr. an.d,:er. ',le"f:ft '.;: ; 

_	~i:~~~~~~:~~_~i~~:S t:~ ~~~~l!~.}SC::;:!;~;~·'·!~ o.!~!~ "~;:~'~'-'W" t 
!~~~ 8 c==~2!::~::1 c:,!~ of ~ sH~:s st:c=a '1 Cr. 'tag at t!tll M,'s:cI"J. '.' t 
t:~·H;;..!! caUr.2 (,::, =t ~tra a ~.,te;,. ,...... >- ..." . :.;;<.:.~;.:'-'. 	 i 

.!~~,~~ 9's~talt~t'·~ ~tt~c;'~l I.rc~t'ca O~';Pl~~-~1e~~lS 'of':k~ j,.,:: '.~:;::~~ i 
iJOr~"':..h ... rl, IS to"';!, r.:l\lt2 b tc~1 ca1~~t ad tt"... C=~rft:Jt .s•.,o,.,~~~;,=":,: .. t 
&c:tU3'=~;l. r-,. a'l1n.a)l •• - ~. .'~ < . , .. ,- .. ""'<'::;':f.£?;.~~<.'" 

.v 

I 
!'.?-~!C:' l~C3Sj~U-~f '~.. a~ U~1ati"ns cM~b ~re ase~~;t~'tI~~tvSS ·do~~·,·.·.;·-·~: 1 
~::''TI.c:.:anC1 t. ral~"-S2 b t;::l'::>lc~1e t::1c:1t, 1a t~02 cr1gh'!11 CIA. . '. f 
r:::~~:'l ~f"3 c1;~:iir:i:! Ic:Crdtr.; t~ t:-.a re~rted intUal dose c.:dificltion .. ' 
(j.~. C::l ~!~=~!QD cr '1s;;nttr.~~t!Q3). T~~ s~ns;r St3tts. ·~c~use· 1 
r::.:~J"!'"":!::'!'! c1 t::~ ;:~~=::: ~-:l C::':~-Er.';nt r:~Jl t!"001 j"~~2nt of ,t-.. pric;ar1" . ' ... i 
':~.i-: ~c:t"2 ..u.S t2"t.:;;a~t c,..1!.Jrt.;a 'c;,. t::a "'1.iC!icns Ina dlsc:cnUft.a'ttcn of =:~.: ·iL;:."r"·;~'" t 
t.'4T.1?.1 HrT::S call IS ~fQl·"Se~" (=~h:~ d"~n~~ tft res~ftn' to tede1t1 were i 

t.::' c:;;a 1s::J!. C;)l, 'I~17 t~nzf"'al stA~=ts &:.:a1 be g~1 re5lr~1ni t!'le .... "':"'. l 
r.!h:~T~ ;::rltl of ~:#2 dfs;;nth:;,uatic3 e~red to dose red:!ctto ••• ". :,,"'.~. ,.... ..., 	 '. •. .,. r 

t 

k::r;!Jr.:'l t;) t~2 t:~1::~c::s. 73 ~t!c..t.s 1n t:-02 m 17"C:J~ It.:2d dose . - ... ! 
~~!f~:::!~'l '."1c~ t~ pl':f~)-e:ntrcl1c~ trill (t~ of Se~t£:~~r 22. lS26). 
,; of t..:~::t. h7~ b c::.:r.:~-2 hi;;;blcgic tGzic1ty. It:;nt,.fotar (24) of thasa . t 
,,-:!i~1:!~ 1:'21'2 ~r::i:;.;;,nt11 dtsc:ntir.ued Ind not restarted; 5 for a·cinhtr.the 
r~ls:n5. 11 fJr o~;~rt~ni~t!c Infections. ~ for .1nor ~diC:ll reasons. and 
sSa f~r ~~:;t)io;ic toxicit1 ,C lr.e:11. 1 neutro"nf•• Ir4 one cc=bfftlticn). 
F:;;f't::!'t ~t1";1lts ~l"e 1n1tll1l, dfsc=r.ttn.:~-: and tt-t02n resurted. It5M f 
t:~~~:~ cf ~~;t~lej1c tc:fc1~1. seven of w~~ ~ere rest:rted It I lower dose i 
(~ 0 h). fh2 of t~~e ei t!'ft 'C2re C:-~e to &nsil. fc:.rr of wl\c:a re~ui red . 

tr;~5f~s1cn$. 1iAi ....ea~ patients were c~ns2d to a lcw2r dose (q 8 h schedule) 
 t 
,~ tt~fr f!~t (os, c:dtf'cat1cn and then saintlined .t thit dose. Itne 0' ,. 
t~!':! n!"'l '~l t, ,r.t;:6ia. all t:.It one of whe_ "e~lred tr.nsfuslons and 5 of .: f 
~~~ 11so t;dr.e~trcp~nll. Ind fcur for neutro;en'l 11ene••11 of whoa 
e=~~~~er.::~ 1~:~~!~~ srinulOCI'tt counts on tba ra(uc:ed dose. Twenty-two t 
~;!~e~ts wer3 c~~r.~ed to q 8 h dos1~g initially. and then the dose was furt~~r 

t 

E::=!1 fiei. .~ nateen of tt-.eSI! ~~t1ent! had dose ehan;u In res;cnse to 
t:-:::-:::1c:1c t::fe1~1. 1% srit:-' lr;c:h onl1 and 7 .ith ether be::.Jtolog1c 
t~.1c1tJ ~r 1n c:~b1n~tic~ .1t~ ,r.~~I. Slventeen of ~'e nfneteen patients 
ly:~t~ll11 ~~~ ~rJ2 disccntinued (15 o! whc2 liter were res:lrted at q 8 hand ., 
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%w~ .a· ... pe~nc:mtl1 dfscentf·~uQci; •. ne other 2 of thl 19....·d·neutropen1•. "~.' 
.lenl "Mch 1"C:~olved on tho re~uceddose Ind dosfng theSI patients was :"':. ' 
Ir.crel!~ bJc~ to 1 q • " sched..ll•.. :: . .. ". .(h.':, ... ,c· .... .., ,...,.........._. 


. b ·r.~tcd bl the s~'n$or. ti is fc:~S$1bl0 to 'draw Iftlf1". 'co"c'-u$1o",:"':'" .:',;,".'.:., 
.~" ",;.,,-;•.~-'~_ I"QC-l~tni the "lathe grits of dosl IiOd1f1cation alte",atives frca this ·c!lU.-·' 

Hc~ver. th~ follc':ffng obscrvct1ons c~n b2l".3de: . <".·;~,.:, ... ~•...'c::' " 
.~ ~ . ~> *' 

1. 	 ~lrl, III tht ~lt1ents who hcd dose ~dif1cat1ons'for In~~1a'w2re' , 
Iho transfu.iC!d. reg~rdless of whether AlT was disc!)nt1nued or·· ." 
redt:ccd. (~one ~tfent fn this catesory who did not recehe Iny . , . 
transfusions was In ARC patient with T4~10Q/~3 It Intrywha w.s 
Init1111y taten off drug becausl of the IneQ1I). '. 

:-.; _ . " 

., 
. 

2. 	 -All patients litho were dose re~ucad for ine1311 ti:erf eventually taken 
off the dr-lAg for scmt period of tiC"ta InywGy_ If Rat tox1cit" ts . '" 
severe en:~~h to re~u1r. transfusions, dose reduction instead of .. 
fnitial c!cse 1nterruptton does not Ippell" to be of ~Inef1t tn " .:' 
~na1 tting carrow recovery. '.'" '. ; ,.' "': " '. :.. ';'.-:;> 

,.~~~ 	Iddit1!)n~l patients with Int~il were mln:)ed with transfusion ,lone, 'f.i. 
wit~~wt dose £edification. Tti:o of these patients developed 01 within 6 weets . 
of ~;inn1ng AlT, Ind ncne developed OIls thereafter. This fs ce:;ared to 
11/17 trlnsfusad ~~tients who deve'op~d OIls (two of .hich occurred w1thin t~A 
firs! 6 we!~s of t~~r~py) w~~ were also dese modified. Eight of these . 
rc=:ining nine OI's .p~arint'y occurred following extended periods of dese .' 
r.od1 fication Ind interrruption of therapy. '.. : . 

These data sU9;eS! t~at perhaps repeated transfusions while r~intaining full 
doses of AIT is the prefera~je alternative for .anagin; RBe toxiCity. This 
i~;rc::h runs tbc risk of iceelerated toxicity. however. If dose c:dificatfon 
1~;2:rs necessary. the I~ove dati suggest that AZT should be discontinued ': .. , 
t~w~:rlrl1y. 1$ dose reduction does net per::ait Idequate IIII"I":)W recevery to .. 
occur. These SU5;estfons EUSt be tlken only IS bypotheses in need of 
confir.:ation, IS fi~ conclusions can not be ~rawn fr~ this ty~ of data 
(e.g. it .ay be that there was a b1ls towards managing IneQ1a in the . 
-t.ealth1er- patients with transfusions 110ne, whi'e the ·sicter- patients
Ilso re'I1ved dose ~d1f1cat1ons.) . 

A cl1nfcal stu~y in which p~t1ents who develop anemia Ire randcm1ted to 
.lterr.~t1ye r.2tho~s for ~nl;ing the Inemia is needed. Perhaps some patients 
c~n ~: ~r.~~ed with transfusion Ilone While others will require dose 
1ntarrJption. J~ent1fy1ng predictors of response would be vIry useful, IS 
would sun1tor1~g ·,1rll luad- IS I surrogate for efftcacy in plt1ents 
un~er;oing dose l'.od1f1clt1on in response to toxicity. , ',,'" ,:' 

Kautropen1a without anemil tended to be aanaged with dose reduction or I short 
(cr.~ .eek) interruption of therlpy followed by dose reduction. It is not 
cleJr fram the s~ll number of patients (s1~) .anased in this way whether I 
lons~r dose tnterruptio~ followed by restoration of full doses would be 
po:sibl£ or preferable cr whether patients would becc=e granulocytopenic again 
Ifter full dosing was restarted. Again. a study to address this issue while 
monitoring ·viral load- IS a surrogate for efficaey is .~eeded. 
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. !~e~1e:'l " of this sut:l~ss1cn conb1ns \f".. ·fot=ll sa'et, update-.. to' tfut IDA' 
, ii~i;E"Ttn our lQtt~r of F1Qbruar1 25. 1ta7 to Burrot:ghs Vollccca. 'It ."', "C'_ , 

~~ ..: _c:>ns1~ts, .of onl ~ra~r:l~h ro;farr1ng to tha1r , ..l\:Itss1cn ofdanuar.., 12 •.lsa7 .''''.' 
.~ - ''''' • Stc1t30.~,t e~.ig1ng that. saf'ot1 dita Icqu1red sinelthlt date ba"e been "> 

rav1c.~~· .ami no S4TGty. c~r.t.&rns W!!'". found _"feb 'r.:t r..ot clearly dcaf1ned in .-.:.. ; :.,., 
their prepo:z~d h~al1ng ofea·ee1:~I" 2. lS~6. tt.: ,\~!!'!~!' IUd Igreed that such-: "',, ':' '. 
I s~ort st~t=:lt t:Ouid sufffc3, but that lUst oftha trials Jrei:; .hid, .:.;. :;. ·! ..·::~t"'·L, 

'. . s4f'et1 dab t:3re rcvi~ should N tncluc!C!d. ,This l1st was provided fn thetr";~:-:\~'~~:~:~
I:lre!l ". 1~37 subfs::f,," cMeb ccnUfns tbafr rasp;lnse to our approYlbl. '''~;--.:~' -;:-. 

.. . 1ettaro' l'!lrch I. 1S37.'::, "'. ~ .. " .... >.:... '~.... : ':.... '; -;. '''.. ··.:.·~·:·:,jt<~.>. '.~ 
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:;,\f~_' ". "":'::_':':~~';:' ,.~~~ ..~::~:.~, -.
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1:1 oi:J A':!:.:s=a to f:1 c:l of dab Col ~tcd r.:rdl 9.1S;'7. dae I'caulta of rt:.\ ..... 
i.:.i7r:::i.;:.:a of t:::a t"...alva stu::1 .e=t:rs W:'ic!:a rzticip.ltcut i. tb. sill,l.· . 
r.:.:t.cctu trial ~i~ we. ~:inecl iA "~.,;";'t of chis C.l will ••.. . :..~ ';, ,~,.' 

'c=!:;!re=::c~. 	 111 cC::it!C":J, tbo iuue of iuc!hiC::=l pAtical e:clv.ic-..... wiH •• '. 
tri:!!1 cboac:.:.... _, . . . .: .._ .. ,o;,~ . .:.y.>. , 

• • .1' 	 . . ~ 

i~r ~t of t!l. mdical ccctcr. ':'ich fUtieiP:SCCd iA cA. IIIlci.cncertrial, ..
c:!,. cir&~ ~tati:ml cc::a .t==d F0tocol FocKuru VG'. ao'" u. c. rcAr, 
f.::=~:::C'rl· r:~""Tt~. '1'::c:"cfcc, fl..!2 1.tter~ (~tli1:a!:: t:l. ite:a of CCQ.c:na 

c,;! t..')rr").i:!: c. iC'fe=t:.c~tcr Ie., bic/t:cr cc~rel'ati_ duriDa di. lll.pectia)'·'::;· 

"''"2:'2 h~~c;i 1»1 t!:. J)i"~i.ci:a of t;i~tific !C"tlCa'iCAtioas Co ab of eta. 

C:.:::-:. c:! c;;:..:r:::lt11 d::il:::r bttel will ,. act to foaz s:::::'e cc:atcr:ra 

~;-::!7 (I..=:;eJ Cl .. t21E~';'C;:;:I c~'iuG:i= to'=1 vitb Kr • .utica. 11 b;e!:rca 
t::: C!;:'::o c;! C':::j>H..t:=:::). L: C:;~ ecce:. C::: of J:::::;=ret FisQl a: c:::. . 

'C::':7~:::':' 0: t!!.~:i. ~ F':::~!c:::;, en C=:;:::'C.a w::::ct idc1:Itified •.cel 61 1::1 <u' . 

t;=,;~=i,;l ce:!..-:a} let:::: v.:.a c:=.t. t=-"¢'VC%, F~lc:::::;;a vera o~'crf.d at c=. 

c~:l::r. ~.::t of tl'. ~C't $.:!:~1C7 at f'~nlic!u.:~etu '.::1...:.1 SG4Jpic.al i:a .,' . 

t.~teD. 5bcrtlJ afta- ~. r:u vu .~it:ed. 'lb. F"...l iupectOl' fouzel s:ultiple 

~y~ti,::.. frco:l ctlOnC:.rdFotoeol,roc:ec!:.;r. t cd abe r~D'Qdt&at uta . 

f:'c t!:d.~c~ter""•••:;:lu~4 frc;;J ~a c.;l,..boftbe ...d~icUc.u trial. 
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••••....... 
Office of C~1iQce .. cd ,.,. t:r•• 'ar::':a .. IlOeI' ~ libtad at o. Cc:::a:u 

..r Office le'l'e1 h.e c:icu:e. of ail cedcl1 Fe.,.rH '" J. bi~C). ~icfl,.. 'c':" ).:"'\.
t,""'rl v:.a a::ee::l C:.:t 1) Uu] ac:c:cu:at:":'ilie, 'ill c=t .par to 'e a Iuioa:s CCIDCCl'a.· ~;~(.::.z;

\;:1 . .ned ~ atditic:aal Gab ciS 4Oc\,"=U'.'1.02 .uRUed bJ &b. c~, i:a • :,~·(:·~.::...;.~~-:.::s·::. 
-lS:;'-:- a\:i!)::b. ic::a to ee C.l (~ted J=a::r1 %a.. 1$:7. 2) cer. vu co ."i4D:a of . 

i&bific.ctiCr.l of au Cl' iDt:ut co 'iTas ce reu1e. cd ) 81C5au:;) dI... .:.:. ~ ...;~.:'. 
et:.I 1rW1::;c-..... c=a .tc oceC:ur. fc:z ~. FDpa" C==CC 01 ; 

clioic.. rw••• c.:» =. 0 ~ue avi.ltiOAs appeared e;re:lOUa COlI'" ..,. .... : ., 
, .. itself to va:Tat .::1.:.= of aU t:ae uta &0lIl dli. CCDU.r frc::a th. "'t~u.·~:=·; .... 

for the otir. erial. . ." ..... . . .' .;.:...... .'··c ':•••. 

," ......'.•..•: -~. . .... 

nae c=uc:z~u at ~e ~II of tile aetial v:. Cluu~ ae decilia at to ".th... ~,:":~<::;':~;:•. 
DOt L... Sc!1oo)ez ".!!.)5hculcl b. iAcl,,~ed or .:clude. frc::a e.. ut.Q~;. W" a.. " 
·c!ou can-. but th .... t ••U t:1i:CI c=ai~ucct. tt;. feccn:::::a:u~.... ciOD to lb•.... ::,.~:,.~;.::;., 
Cc:. . .:iuit;t:.et ~G\lld tle to icc1"" t!ae ceter. 'lb. CC=:lIi=er vaa 'rufn c.,·:..····· 
f:l1=-..... :.::: vvr:'Q1 Qr:.i::.t, &!>GUt c.be inue. 4I:'sceauc:t at t!a. Redal ad C." .", ". 
c=oc1u.sic~. reacl:ld. Ila fe!t .eron;l,. ch.n befewe the A;ac,. ..de 8 1.1 ;:~'-~!;;:;. 
Qciai= CID ~~i~_1.! ~:"ible. ~te=~i:al}l_}~H~::==a:c:~.i!!!*•• me~i~ ... ' <f:...· 
betveC:t I.:e:ac, re~e:u::;uYiiR';'~cl~·f.De CC:=1I11c:rct~ c:1 ce FJ.:A:1P81 .', :.. 
il;"'(,;Jti~.2:':;u Irooa Ce ccater i.D ."~ti= ,':14:=0110 ,. an=c::o •••_ .. ' .. ~ .. :-: . 
pc~:ai!;):~ c~ C1 c:.::;t=H~i=: CC::CCIa .':!:eued G:l • p:t'"g co per,= b..u. ~~ 
... i.a ~.:i.c.: v.:. 11C:~ld c:a r~~rU:Q 11. lSa7. ccl I'c;r&Scutiwa Iraa tlirrc:u"'s .' ~ 
"~!lec::~ vere .1", FC:C:: hc:~ ci=tc:a of c..':ia c:~u=.; "!~ Groa.a 0& ell. 2~:. 
Cc ; S=~i~:=·. ataff). ~e &';1'1.:1' r~c:c;: 'l'U!:Ucn:a to lAd e uta ... '. - .. '. 
Cc:::l f ~:-=~. p;:din: re.olutio;a oi sc;;z &;'::;'1' C!!,c:rcc=ciu ill ~e Cr1l; • .' . ..' 

ac:cC\;r:t:;) U it, .....-or(•• ad .~c;i.. ita of b=i'iul UCD:'41 CD -.c:=a .f ~. .• . 
Patients enrolled .t c.e enter. ne 4n:, ace=-.:Mpih~1 c=cena ••• relolY.cI 
s~tllf_c::ori11 ia ••~11 C2eti~, ~tveeo bT. lilst.4. the r-.A lO'pectDr. "-. 
~%'1el~ tii~_!l.. cd re;a;.c~u:iyca {:c=a knoua;h. v.iiCCiii-.lC!r tock ,lace . .~>. 
u:::::cdiate1,. a.fter ~e lart~ aeclci. 1lI'. Scb.co1., ,.Qerell _, .ubaUCAHI _ -"' ~,;·:.:::~:,,'!:r 


Karch 6. lSS7 ce cluchar;e s'-''I'iCI frc=a p.atiau b."iuliaH tlWJ.D, ell. 

tr :":1. ",.iev of t!.ue re-e;)r¢a revc.::b so c:::tjor diacre;:.:Icie. fra ~. --":... 00.' 

iDf~ti.=. l'ecCl'cSeci OD ~e tata CoUectiaa Fora .•~ittecl .iQ. ~. 1:&.-. :::,).,~.. :.::.> 


......... . 
.. 

£t tbe JCU:&f7 30. 1937 b-b=.e ..etba. ue ,"sibille, of .::cludia, uta ... ':. 

fr= l.:uSiwt4u1 patie:lCl aD IA. protocol wiol.ncu "ere cotd " •• 'Iw ...U,. . ~- ". 

dilcl,;uccf. -!x'f&:'ct17 c,:,uu • co=:::= F&C'tiet•. Ut tile rrrinr of c::a7 r:.:.:..a. 

b~t.:.l ~ t!;c »:'.1$ ic:a of £:ati-Ulfecti•• Cr.:; 'roc::acu co U& OQft .i.'f'ilic::aa. 

T~:'" 1'" eocl CAt if e:a:lusio:a ° 0 ecoc01 "1DI.c~ 


st:ietl, afi'li.ed. 'Ul • 1M patau would 
• • woa a s. • 1 

FQ&~l, be C..UN 
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3030 Col"n':31"s Rc.d ._._ .' . ':,' ,>.•. '~"~ :. ,!".-.' . 

R2se~rc:' Trtlngl. Plrt. ·I.t.~_ _ .. " :-'~;'-i_';:~'-::--.:::~~,,,_.:'~ 

Drug: . R~troyi'r (Z1~Oyurii~e) 1C~ ~'g~ C~:Psule~' ... ' ::'-:~~'.:~..';:. "~. ~, "~:">:-' :., ~':" .::>~ ,'::, .: 
. ~ .'. .. .' .~. '.' , ..... , ...... . 	 ~:!:-'. 

1ft tta1s l~dandU2, t wnl brieny reytew the data sul::lftted by the sponsor to :,: ';" ", 
tha J:DA on r.af"Ch 13, lSa7. This aterial was sut:aftted h response to ,", . ''': ,:' .. " ' 
re~~!Sts c:nt.l1ned tn I letter frail Dr. Tabor dated February 25, 1987, and 
4z.115 1ar\j~ly w1th dau fro:l tha opan label extension protocol of ztdovudine .. '." 
.':it~ ~s c.Hered to 111 participants 1ft th~ placebo-controlled trial .fte'" ,......__ .. 
tt.~ phteb~ Ira was discontinued on September 18, U86. So=e of this mater1al .:,,", , 
w.ss sent to this rutenr IS desk cop1es pr10r to cc:r.pletion of the origtnal, "~,. 
1::~1C31 rcvie-lf =f this f;O,\ (dated RIf"Ch 9.1£07), and I prelil:llnlry I$sessment ,:, ; ;, 
of tt: d~ltlls Ilid O,po,.t.mistit infect10ns (Ol's) 15 contained under Item 15 :; ':"',', '.:. 
Of tl':2 S~:""i' cr:1 C::'!:1 :::1:::-:. secUon of the review. • ~ .• _:'" .':~:'" ,~. <":;y:,'. ...' 

Slet10n 1 of this 2 YO'L"::! suf::lfssloft contli Ins t:b:.:14r l1st~nps of pattents '~;-'~':;'., 
t;;:-;:J die~ or cl:!yel\:~~ OI's In Protocol 02 (the placebo-controlled stud.)') or.:, :'''.'" 
~tc:ol C3 (thl G~2n h~2l extension stud;'). In Idditlon, a l1stlng of .. 
~t1e~ts who develo~d lS or oth~r AIDS-as.o,i;t~d ~411gnlnc1es WIS provIded. 
It\?, 2 contain. b1cd: C!l3rtS dtsl)liying duths ,rid OIls by net on study for 
plYc!~ ,.ec1p1ents Ind Zi'cyu~ine recipients 1n beth PrQtccol C: and oa, as 
r~;:':3st;d. ' 

S~:~fon l contains t~bles in which the n~~ber of weeks of conc:~1tant drug 

t~~ra~y 1n ~oth the p'lte~o Ind z14ovud1ne groups dur~ng~Protocol 02 are 

t~piC:2d for five d~~;s - Icyclovfr,.ketacana:ole. Ispirtn, Icetaminophen. Ind 

tr1clt".o~!"i:l/sul f.;;.ethou:ole, as ,reyflted.; .~:, '",-. _, '!:' .~.:_:.~: 
S2ction C l1sts pttients who bad recehed' conco:a1tant ICytlovtr during 
Pf"':)U:.:ol 02 who 1150 develo~d In 01, .nd the "aet. of onset. . ,'. 

$-4(t10ft 5 contains bird copy of the dltl f~ Protocol 08 (t~o;raph1cs'at 
.~.entry, T4 co~nts, t1ca to 01's. t1~~ to delth. h~oglo~fftS. etc.) which WIS " 


re~e$ted in the Febnollr1 25 letter•. This data was a1so s"ta1tted on floppy 

d'~c to ~ Inaly%ed by FCA statisticlns. Charts were 11so sub~itted 

'is~1~~in; f2r"tenta;! of F~~ient£ 4eveicpfng Ir.aai. Ind granulocytopenia by 

'-W~G~;1 int~rYils dwrin; toth Protcca's 02 Ind 08, the percentage of patients

r-eceh1ng blead transfusions by C-weekly intervlls • and plo:s displaying , 

m~ln~ of T4 cell counts. 


Sctctfcn 6 contatns 1nfort:.ltlcn related to the cO:lpany's treat:aent IND for AZT 

w~tc~ ~s a~~royed tn lata Sept~~er 1986, under which more than COOOAIDS . 

~tffnts wtth • history of PC, hlye been receh1ng AlT.' .....'~ , 


. '... ~ 

S::ction 7 contlins .dditiona' Y1rology dati frell the placebo controlled trhl. 

t~;~ ·results of net,"opsych1&tric testing presented oy Or. Schm1tt It the 

~Yfsory Co~1ttee Maeting on January 16, lS37, and I list of pat1ents in .hom 

tha ~~~;nos1s of aft OI .as not confirmed by culture or bistology. 
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<~:>~~~. 
S~n.or: tr;=cg~~m!:i::r· '. ". , .. ~ ::~~: .,Co·tt;;-:~}i;rJ:!}f,I/', '0 : -:'- 

I::SC!irch Tr1;ngle P.rt. I.C.Z7iOi '" ~ ",".: . ' ,...:-.~.:t;;". '~;."""''''''.•: ':,-' :" .-.-."'~ ' ...... , 
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. '13:!" of t:-.:q: itET"'nOY 1st .(zt ~:J'lUd1ne) 1CO =i t::apsules ~:~~:~~<·~;r,::"'c-::::";.~~-:'~::·"!"'~~·?:":!~t,~::'~'+~:;~~~'.;~ .. 
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I~ tMs ".,10. t .111 edcSrass turrCu~:'s ¥:211cQ::!'s' "s;case to the AgtM,I.·'::'
Jtlrch 't 19S7~ i~p'l"On~1e 1.:!tt~r re:3rd1ng tMs ~A.:ne sponso.,. .ut::lfttQd ..:-:'::-:;..... : 

. I"Gspons2s on ftlrch 16 and ~rch 18. ~t37. .,., ';" . .. ~ ..' " " >.~.' ",' 
" 'lb2 f::3rch 16~"ett:!;:res~o~cSs -to III 't~~cond1tlcns ~~;~~~t'Cd" tn' t~. ~p~~~abl~'- -:: 

letter.·.· ... ; .,"', . .. . " , .' '., .' .. ,': :·.·:.;,:':7;;. 

1. 	 l:,gb:!1i'!l. Tt::!he cop'es of f1nil1 printed leh:!11r.9 "era sub:lttted.':1ba' ,,' ;',:"-,' . 
COi1't,;;.r.;.s Ir! Iccept:.bh. as ~rQv1ocsl1 &Cr"3~d. Tf.a .n"~I"St.:r.dfr.g st~t~ ·:,k.~~: ..: 'i 
by tl".2 CC;;,ll'l1 tt.;;t ·cart.ain .C:ult r:i3t~tnts· in t~ Ind1c~tlGns sec't1oA.·:.~=:,~_.: 

.. 	 c!~:!$ n~t ex;lu~2 '~=le~e2nt ~t1ents Gver tha IS! of t~ly. ~ra t • • 1so}~:;.::~.~' 
lIe::?t~b13. Tha 5f:3 of th: print ts tC;Q s::all, I1o~Y~r. ,r.d sheul. b. ,',:'.: '. '.. 
resat tn '.r;ar typa. 
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3. 	 Pcst.".~rt~t1r.n St~dfe$ (:nf~l). Tho r;~p=nt: t~ t~~,~ "~UJ'ts was 
S~~it~aa on ~~~n I~t 1507. Ind hiS bc~n reyic~d b1 Dr. Cherr~¥ Iftd 
f;un~ ic;epU121.. .... .."0' 

'" , ~.. . . , ., 

1 	
'. .--, '~-~,:':\~

(~n). 1 

I 	 . t .. ~ •. 't. :'•. 

. ' . 

Tlia~ dr;ft pl"Obeoh s:aro scbittod C::c~crfbfn~ It:.l~tQS Igreed t. >"0.' 

1ft c:nc:;,t at I F;lrc!l 13. 1£37 1:~3t1r.~ bat:..."C;t I';r..rtSGftbthll 
of t~3 Fc.l ,r.d Et,;rrc~~t;: l:allc::::.t. T:~~.iI ~rot:;!) s ~ra 
~vi~~~ by t~i5 c:~iell offic~r ,nj Cr. ~~1 ~ritst1 of t~~ 
Civ1S1c~ of trug 'r~ Giologic Pr;~~ct £:Y3r'cr~al OffiCI of . 
Epi~~~olo~ Ir.d D1c;atry. and Ir~ 1~~rov;blQ 1n c:n:apt IS 
st:ted In Dr. ~rft:ty·s.~~ ~ D~. T~~!)r ~4tad ~r:~ 18, ' • 
lsa7. the c=~:n1 shoufU"'\ubtt c;ual"tarl, reports fPOCl !lot" 
st~d'e$ to t~~ ~~ IS wall IS to the D1v1s108 of Drug and 
Biologic Product Experiencl. . . ," ... 
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S~~::~~Qty C~:b. Ibyfe:ed IS prt of .:arch 13. 1£37 su~f~S1~~'~~ :i~ftd :. 
,_. ,c;:~S;)i~ -"', ';" 

: ,,",'::. ' ... • * .. -:.. ~ - ••-' .. • ' .~. '\. ~ . ~ • 
'.. 

nt. tn1t1:.1 pr::::lt1c::Jl c~..4£;l St:bitt..""CI wit.' tb I:l~:' 15. 1s:J7. 
"s~:t:n b t:'.a o~~i'"Ov:blG lattar 11 ur.u::pt:blG to this =c!1Ql ofn,:r . 
end tn c:~d of su~~tJnt1al rav1$1on. 

. " ..." " 

, . 

- .~ if' r.·~. *.!'" -. 

'. .: 

"'. ..' " 

.' " 

'"--.. !' " .. 

http:cr:.=2ri'1.l1




t'f' " 	 (i 

• ' S-A 

,......... 


:.: .: " 

. ".- .. . - . 
• :< .... ' 

I 

:; ;:;. : 

-. .. ~ "- . 

.' ' 
'" ~ .. - .~-'.:,. 

. 'I 

.--;.' -

, ... :~., .-".:".~. ::. 

~ : ~ az i'"o -3 =;e~I:l.th.pi.11''''~·~~:~,~~'i~~.,,':;;~ .: ... 
. . ~~ ,-' ~ - ... ~ ~~..- -" .-.....~-' "': . ~:.. ., ,.'.. .:... : ,~~ :, ...,:- .;. -':-

f 

"I. 1. 	 Initial Su!:~1ssiof'l: 10/17/3':. 

•j 

1
• 	 '",

I 	 • 

j 

c. 	 P.e!':!:r~s: 
Tnis 1s .~ unu:ual .~~liciltitn f., t~~t rapi~ cl1r.1~.f.;e~;~",;,~,:, it". 
rc~utred t~c sponsor to 00 fr~. pilot 'l"thet1c lots to f~lt )cs!. 
pr;)cSuct1Q'\. The rvllthe~.r bro:.1! s~eciftcat ;on~ fc,r the nC\I C:riol:i substance In~ dosail formi .r. pro~a~ly rt1u1rt~ to .s~urf th¥:

I - . pr~uct'v~ re~trer-ents Cln be Qet. ~11s riviewer seli no rca1i~tic 
1 dansers in the prop~sedspccH'cat1ons••'thou,'" r.fincunt as :, . experience Is ~aine~ vl1 1 ~c .t.ttcpttcS. ,.,: .:, 	 . 
f 

The l10ited .,.l1a:'1, stabl1itl data b;:ave been ".lanced by the 
sponser's e;:nit=ants to subctt data quartlrll and to watv, the" 

.. ,.tSht to exten~ datin; ,ending' first annuai assessment. BiSi!~ ."••1 prece:Je:'\t with ·;~r,,,ri-: UrU'ji" • .,~ <i!Atst1n; ~ata. Ir. ~t 1'\,;. t ..... ,: ... ~ .. 
accepta:'1e on a tentativ~ bas;s. ' 
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'. ~ '.. , n~J ,~'It~;-:1c:l fs I~~='l:bll fr= e. ~~f.ct'Jr. and c:nb';ls ,feW~fnt.' 
.;.,. . .' .s~~.~~ .t, t.'ll fonc~ir.g c:n~tUcns~}~. ~:,·<;.t.· . .::,,:.'?<'~~:~~~~>"'~:;"" .., ... '/~."~~ 

'. . _.; ~;,_. -~: '_JIO ..-:~-:-.' ", v •• " • '~, ~ ••:_r•. .~.. ~, .....~_ '3"'· •.,,~.: ~~"~"":";.~~':_~~~~'.~~~'~:;;"':'~;:" :~-:-' ..'~'~ 

, .... .... 1. DUst:" ~e.~ lc~!lng is ~1SK to fnc:r~Q"'t•• -Protect fr=~-:' 
:'. ~::. ~ f~t· t:::-ntr.g. C:tit~ina t&baUng $bculd tnclu\!t ·whpersa in' .,.:'. 

'. ._:'" ~!vit 1t~lb!:.'t C~U1nc"s par &!S? : ,'~ ~:.~~jcc.~,";':··':'~~«" ; ' ..:'....i.e 
-' ": ',~::-~ ,J. - .•: .• ,.' ~. ,'.:'~' .... .-" .....* •.•,,~.;. : •• ..:'••• : .... -'~- - .;.... ~,~ ..::.':":~~;~- =:~·:r;..:~~/.·~Jt:~~i!J:~·~~~~· ~.:; ~~~~~."";~..~:" ~ ,. 

" ' . ~2 1~~r=7tat~ Us.,~iI n. should b. ~loyed In 'c~njunctiCft wlt!l t:t' 
.e, .. """ .tr;':!3 It:.::.!•. ,:~e...... '~' _;'.;;': ,~':. '. ,:;: ...., >":>"~~' ! •. :.~,' :::~, ",: . . ~ 

:-:~".-' },', :2. '·It;l..T ft, Foftles ';or" ihi'ftrst "tift"no] full ~C:l'" ~ro'!t.:ct 1~n~' ;~t~: ,::.: 
-..' ..~ ,. ' .. of th:t lI.d.s. frc:a el:c:' focl1 fty &"1 s~~1tted IS "anul. (wltlt· ;"':';' 

- ,':<, -:~ :i "_',~utrtE1"11 re~:rts1 to PirU;t &djustclnt of ,~eciftcat ions i.f -; . ..!.~ .. 
,. . re~':.li$ita. (prc:e~ent exists witll ·senerfc· drvgs.) ... ' " ::.. ~,' .~. . ,,' 

. . 3'~·r" C~:rt; ... l~~t::.~;1tt;,/re~:,.ts fer th~' d;t'~~~ fCr:~" ··ar~"~~y:tc!~~. ", .:' . 
..... ":: ~,' .. ' . :' ".' .'- ~ , . ~ - ' 

4. • Th~ "c::;~re:' stuc!1es en the fate. of tho CTUya~2 ~";.!lJcts of .. ' 
". 	 ui~ot.";r.Jidin~ ,rt ~rOY;.!~d"ith the (lcute) &niral studies as scon .. " 

1$ ~:~5;~tl. It l£:Jst with the f1rst annual report.·~ ..·.,····· <',"'" '. 
C":!Jr tt2' z.~C'i~ c::'Ittit f:ns Inc! b3S0d 'o~ 'S'u~i:Si'tte~ d~U" 'tha: reYl~~~ ~":'.,:: . 
'c;~e'~d:s t~~t a "e~$cr.a~'a c~£~ical ·~cneftt to r1st· ratio is Ic~1eye~• .' 

'. 
.. .'t· ,.. • _ .,_,.".. ", . , ;, .!. . . ": ..... ~ -.'" ' ,... ~.. ". ~ - - .• ' .!' 

.i, 4,·' '\ .. , 1\.,' I.~",.' ...,: -\;. 
'., .: ''', : ._. ' J;tl:"l W. Ta;',,;'. Ph.f:•. 

.. _a. _':" ~ '.:'" #-. .'" .. 
c:: trig••::,\ 
..::::..:15 Y.t1:-315/CSO H!=':;-SlS!TI;;~~": ~ 1/2t;/S1 .' . I '..,. 
hr:~-~'!5/~O ~D initialed b)': ' A7.:UOtl l/.~/S7 ...' ~L·C:-;'.'/::' 'I. ..'.. " 
0551c ..:' .! .....~... :,....":. :;,,:,.• ,"":' .. " •. ..;.-•.:.~.) ...••. ':~," ._-•.: .....,~' ...... ,-.".-':• 

., : . '. 	 . . .. ' 

.... A~~5n'! ...":1 t~ rovfeu: lIZS/67 acute an1~1 stu,ics \lara ~r=vt.,jc'; .n~ 
~t~d '~'1v~rcd to ~~e rQY1ewing ~~;r=ic=lc;ist. C'CAya~~ pr'~w;ts 
are as 1!t not t~entiffed. but at propose, re;ulltor), tiLliu s:,,,ul,, < 

fiot r.e~r~1 .;~~ach thosa lavels utilized for .n;~t stu~i.s • 
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'1I.:a (F~C.") ~an4 . ,..,' "': "'" ... ,:'~ "".; ,._ 
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tnbl~e:t1nk·$e.a1btnda.;'bCY. '.. ":", '- ", ': ...! ..• ~, ','.::' 

. . . . "-'.. "':.>~,". "~;"". -' ':" ... ,.. ~..,,:¢;,.
F:::U1tte,. 'O"SC.'~31:··· .' .' .. ' ',. . ,. ;"> 
fi-;;=tt."t"7s. t~-' ~~-;~ ecSlZ~ '0;";; =1 ,~ FC~uccd It .1thlr th. . " '. ',' 
s;-¢nscr', Greensvtll•• rtt or C.r~ford. lint. England factHt1. ," 

5. 	 !rnt~~~ f~: .. , 
A:';'iC;'•• ~ In su:::::-.ar,y fora with '!'tnot-at';ns r. tn·P'"~'ess c=n\1"ol ••.. , ... 
Th. s~:n:cr h~s &r.:n~!d tt.a prQ:I~S to fnclu~e at least r ••san'~l. 
deye'o~-~nt stl~';rjs.blsed en tnt.rC3dt~tG bSstori.,. 
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d;ta indicating ~rklbn it,. Ho'JEver. it fs not IDDlrent \tilt ..rJGn. ~~:-:'.' 
of' loh cont;ltnjni tho ,', -: . . ..... .' .' .....~~.'..... '., .....- ,', 
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course lC'Jer 1teld5 Of the 4rV9 Fa::uct. Accord1n; to ttl, 1/%3/87,:' , 
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~i$ n~t ~tCn r.~~;~J. 

Ce:telus'cJl: , . 
l~v1~.~r SU~~lStS th~t the spensor S~c1t tc;~rttl pr~'t:~~ .~~ I 
c:n~f$t'nt (~'jftitton of canuf.:turiR? plra=aters 'e.,. In1 re~r~.: 
cr diff.rtnces in reacttGn condittons, for flr,t tan lots aI. It .6~.. 
fa;tlft, vtth I c:~tt=a"t to revls. spectftcattons IS Iddlt,on.' 
.x;~f#.n:3 ~3:~~S &v.11~~!.. It ~lS su:s!ste~ to t.~e spon~~r'S 
rc~r2sentatIY. Oft lZ/1211~. :~~. l,1r",~: t~~t WI (~Ai vculd 
FIf If:'" -. ' . •...I ·t• 
a, 1 r'Json~l~ point to be reached. 
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eJ1n~ to the Shcrt SU~:'1 of th, 4rug. t.ht ~.~tewlr ....c~"'S 
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. " "", .. , .. 
• ~~ •• _ .M •• ,:_ .' ': ". -.~.>lot 612742 HCPE wfth CRe cap ... : 
,. .. 

'-... - Ina14t lCZ.lS a.iSl)' . , IV. dissolution 9SS 45 .f~3 co SOOC 10!.S HPLC IV. 91145 ain .. _.
degradltes: in.'t fll 0.111 -! 

, ' ". . .",.''3 1i1O. sooe 0.9S· 

lot £S:iQ4 b 1 tStir -.... . 
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, ",t - ASsay lniti41 lOO.7S '.":; ",!"" .,:
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• 14 ~3Y L~ 93.5 1'300349 , • 14 4., fluor 54.S , ~"'''' ',,; '~', • Ugh t protection 
( reQt!tri~!

14 da:l W O.S':, does not match Issay.
t jSO cg fill in HOPE 

eaten Shd:l r~. 
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SJZ7~8 12-0-17
SL21Cl 12-0-92
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pilucnyor Gatl does not' Peralit", 'useful stati5ticil inal.ts15~·'·-1o 
With the addition 0' the ',-,' ' ' , 

) 7.e dissolution Should eas11y .eet the Q75~ difJ&:1dtc;. 
,indiclte no problem wit" degrldltei 'ntic:iplte~. ", 

The '11":1 has waive~ the ri;ht to exten':: expir" an": agret.d to iUU..,t, "It!:,,--.. quarterly tntervals.' ,'.,.' '".-,' .. 
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... ... -1:.J.~~'~~{~~~t:'::·;~:{~~A;:jJ~J~~~t;~-:;--·~;~-tt{:'~::~·.: .:.,.:}.:....... 
. , .. ' ..... MtllOGS WGre yatfcfated wit.'Iout unusuat difficutty at DCA. St. Louts. Th3! 

.~: .... '\.?:':.only cjcr question raised vas .whether a heUx weicht Should be utiltzed 
. - .' ..,:: .•int the capsules. lefore capsul. rupture no d1ssol~tion occurs. 1'.1 did 
....~,.' . use II.lieRs thus dissolution yalues Irt htsher tban with ta'\e weights. $i 

.... : .. :....... ,'~.. : .... , '. all data V2re c~t~inGdwithout weishts or heHces, this r~Y1ewer bel1~1~ 
".: . "c. " .~\:~.·:7,': .."'.. :' ,data .... adequate for control purposes. '~e 'other-ccc:ent re catalosue t 

:4'7':'''~~':'',~'.)~~:'~'':': .;" of nc pla~n1 b',relayed to the sponsor for future correction: 'n:! }1 
... : .•.•..;.:-::~, ..:::-..~._<: for the '({'~:::':':~'" J ceets c",rrent 1fatts•. 1-Vw111 provide .:.,~ . 

. . .... . ".-~.~<.,- our labs a~ request (se. 117/87 co:=tt=cnt).'. ,,:,~:c' ~;~_:~.:' .• ' .<' 

. . .'.:' ., 15. : :'I~sp;et19~~t' :---?"~':r;:~;:'<-'>';'~;,~:; . 

,' .. -' .' :.,-,'. -.' .' Per attached the , \.:....... :.'~<~' ._ : > .' ~~ /~ ;";"':""'-~~;«!T-'i";"-"""'~";':".".< lbe 0;. ,(, .. 

". . inspection is pending a ftnal repor'ii" no .problems were noted.- :....... . 
.. j. '." ":' ....'~,~-~~_... •• ... :.', -.- ' .., '- • -" ••••• , • • " ;", ~•• ~ ~"' 0, .":. :.; •• :~. :'•• :~.', '_~~;;.' __~ .. ~--. 


. " '. .' .1S. :~.~~:..~~ Evironmenta' Il:1paet: None anticipated at to'l. lureau lev.l • .' 


• W • • 	 ',~ 

17. ~~'" labeling: ... ;" ,.. :':'.:.• ', .- ':-: .. ,;::<~>:<.:~.~;.: ;.-.::'. .'- ..:--.: 
;. 	- The 14oeli"9 should 11st the new USAH n&lile in conJ'Jnct1ol1 with the tri~e 

.: '': . :'. name. ·Protect frOllltght- and -Dispense in \.ight-Restst.sntCofltainer ~f 
'.':.; ::':,- 'USP- should be add~d to the blister I ~ottlas. re$pectiY.al",·.P:.;.:~~ .. ,', 

- • - ;,. ,t , .. • ~ ~!.. :~. ' .. ' ."~. • '. 	 - - .. •f(-

. 18. CLP: Conformace eited.·. , ", '.-.. ' . . -' 
~;.-	 .. 'It",,":. ~~-.. ::.'~ _.- .'~.. • ~.-:~--- .... !"':. •• ~':"-"_.'-~.: 

19. liova11ab11ity: Re~u1red. 
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WARrat«:: .' TtGfJ'Y ifITH RriRimR (Z!COVl.DN:> ISDFmi- ASSOciATED WIn.~~7:ffi:~:r ~~~:':: 
t£....ATa..CG::C TOXICITY IrUUDING &1A:u..OC'tlCFEl4IA Nfl S£VDE At£MIA R£IlIIRlNG .... ,.., te. 

1RAI~-USlcr-iS -,SEt WH\lUNGS)_~. '.' -~ -, ..'_.;,:.~~.':..~::.·.~:.r·~.: ..•.._~..•::.·~"·.::~~.·.~:/.:.:..:;.~_t:::;.::~.!E?~.:.:.:',~t~..·~.':~~..... : ~ -: ..:.:. ~..._ .• .• .. .. ~_;- :~~·~f:~.·-·::-··;··~" ",' ....-.: ... ~-;~~,~:-~~-:.:"',': -:-~.:~";:--':.-:."';.--- .... ~.-- -., .. :.;-::-,"~-:.--: ' 
IN ACOITI0t4, PATI£UTS 'TREATED WITH ZIOOVUOII£ MAY DE:VEL.CP(FPtRruuSTICc~~". " 

nnCTIONS (01'5) At~ ana ~"'!CAnOt:S OF 1)£ ACOUIR£I) lK'U.QEFICIEHCY ".,' 

Syt£'~='£ {AItS) AND AlCS RELATED Il':!PLEX (A.qC) c:.us£I) BY TI£ HLHAII·:"·:·:· :.: . 

~-u:-=ctFIC:m..:cY y!itUS CHI'.,). Tl£"-..:.-CRE, PATIENrS Qt, ZIOO'.ruozs£ SKJLL.D BE .........:.
0 .• 

Ut~::i\ Ct.OS:: c..lt4ICAL C3saVATIor~ BY If~IVIOUAL.S E>::PERID4:m IN Tt£ mEA1'M£HT . 

OF PATWlTS tI:T1i O~S ASSOClATtD WITH HIV. n£ SAF£'TY AI,;) £FFI~CY OF '. 

Z!OOVt..'!>Ir':::: H:S NOfSfri(£STtaL.ISI~ FOR PATIEllTS ena nw. llG£ F~ .HCM IT . 

HAS BE!N AFFROVEO (sc:E If..D!CATIOtS AUO USAGE). '.. "'" ..•. -~:~'~'" ~ 

......---------------------------.-~ ~...
• . .. . "-';',",- •• -;.~ ....-4"""'- ". 

·t~:R!.O!!Cf.,: ILr:-mOVIR is the t:ar-.d nG.-"".3 ror z!doV\.d1ne [romer!, ca11Id·;~~-.~:.~·: lC~' ~;,: :'-'~.:. 

a~c::.!"lyr.u.oina (AlT) J, In anti:et:ovlral drug Ictlva lGainsttu:an .. :;~~::';':yf·t;_;:~~ ' ..;. .:::.> 

ir.ro.J'1Oc!aticiency vir..:! (HIV). REi'ROVIR C:psules a:e for oral aCft1n.1straUon.'··..:: '.: . -.,. 

£aeh ctpsule CQntains leo r:; or z!~oV\.dlne end tha wct1ve 1ng:ec1!.entl C01'nC:·c.:'. "'-;:' ." 

S:~:Ch, l:Ia;ra2lit.r.l ste:;:.te. aa.1c:e::ystalllna c311ulcstl, ancr scdJ.ua .tarch~', .,:",:~, '.; ',-: . 

glycol;t:!. The lCO IO.Q er.~!)' h:1:d calCit.1n c:psul" printed witl\ ed.1ble black-- :.,.:." 

1:-':<:, cor.zlsts of ,!latin, t.1.t.,"\,hs: d.1cxic:a, Ind otta: l"!iredients. 1he blue ',' .' 

t=l"d .:e:Jn~ the capsule consists of Gelatin, FO&C Bh..-e Ie. 2 and other ...~." . . 

1nc;red.1ents. . " " ,--' .' ,<... ,.... . • 

Th2 cnar.u.cal naJTl2 or z.idovud!na 1s 't ..Z!dO-'f...c~hyr.t!dine; it I\as the 

,al~~~~,a~~a: .. .,~;:6'0: .. ',.... 
~ . 

",. ~:"c~~~:~~;~~~,,;i ;~~,~;~~, 
. " ~J '··~Eitt.::::, "~, ...,.: 

.... ~ :~;.. • .... +. • 

.~ .". ~:i:·~.:· . .... - . 

. NJ 

I~:::VU::!.,...e Is a wt'..ite to te!,2, odo:less, c:ystalli~ solid with a aolect.ua.t . 

we!.r;nt of 267.24 daltons ar..c the I!IOlecular fo:MUla Cld'llY's0•• 


i 

- .... 

C!...INl~ Pt'.AF~CGY: ~0'Vl..ld!ne 1. an 1nh1b!tor or thl 1n vltra npl1catlon
Of SCt'...;! ret:ovlr\J5eS .1.nelLl11ng HIV (also known IS HTL.V IIr,LM. or MY). ~ 
1h1. C::Ug Is a tnymid1ne analcv-"ze In which the Jt -hyc=xy (-of) paup ls'~ . 
J'2placad by an az1co (-N:J) grcup. Cellular thym1d1ne k1'II5e convert. ~''''';; :."> .~' 
%!.:!;:,v..dine Into z.1dovudina l'.oncphCsphate. 1he IDOnCphosphate Is further .. 
e=n\<erted Int~ the d1phC!phate and triphCst:t".ate de:! vaU ves by ceUular c: ... ' " 

thym1dylate kinase and J:lOssJbly by other cellula: enzymes. ZidoVl.lUne . ~~, ...  '  ..... 

I 

http:calCit.1n
http:ste:;:.te
http:Z!COVl.DN
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triphosphate Interferes wIth t,..,. HIV dral RNA dependent DNA PQlyme1'lse, ,,';-:::;':;.~~~.L·~; 
:. ':(reverse transc!'lptasa) and thus. InhIbits vi:al rep1.1caUon;·<~:Z1~ovudlne :. ',',~ ~~:::~'.#" 

. triphQsphate also 1Mib!ts cslluar C(. ~NA polymerase, but to • lesser' "",:,.: 
~ ,. degree. In v!tro, z!t:ovc.:dina triphospnate haS been Shown to be' 1nc:)rpcrated ~,:;>';j:0"!
': . ,'into growIng c.....aJ.ns of CflA by viral :evene transcrlptase and to • IIJCh ,,''::;;.~t.';:; :-.t"'~:'
l' "".: -.ller extent by cellular ~-DUA polymerase.' When Incorporation,Qce-.n:s,· the" /: " 
~ , .: ~ chain 15 ter.'A1nated. " " ~:.:.- ",,', . , ~ ~~<~ ~" 

. ':;&i~::CbiOlogy:'lhe relltion~ between tne.!!! v1trO'lUsCept1b1lJ.t~:~f HIV to;
ll~~ f12 zidoYUdlne and the cllnical response to therapy has not been establlshed I ncr 

.{ has the 1n viYO antI:retrovlral ct(. f nJ1Uft1ns jo!~ted wltn,'" . . en -	 e leAL lRIALS Section) • .::.' .... ,~~ " . ," , .: --:-;;. "'~ , 
~------~'-~-:-'~--~---~-.;---:-.~.- ~'::~ .. ' :..--_,~·-:.:~,·*:~~·i{~"./,:,:·-:~~.....~b~":~'7~':~·:·;·~·:··'~ .~ 

Zido'lUd1ne blocked 901 of detectable HIV repllcation 1n vItro 'at .:. ..":: 

concentrations of ~ 0.1) ug/ml (10,0> when added shOrtly after laboratory' : :, -<~ c.-' 

infection of susceptible cells. 1h1s level of antiviral .ffect .as observed , 

In experiments I':'.eawr!ng reverse t:anscr!;2tase ;:Uvity 1n Hi cells. FHA ",' :~_ ".-'~ ,'.. 

stimulated periphe:al bleod lymphocytes, and unst1mulated per1phera1 blOOCl,~~':.:-,~.. :.!-,' 

lytr.PhOcytes. 1he amount of drug ret;U1:ed to proCSuce I .sa: dec:ease in. ,~_,', --" : ,.

st.:pernatant reverse t!'ansc:!ptase was 0.013 ug/Jal (ID)O' In both "' cells' ':'. :-'"': , 

and perip!".eral bloed lyr.~.ccytes. Fartial 1nhibition of Yiral activ1ty in . ' .'. ~;'" ." 

caUs with chr"J\1c HIV 1nfection (praslJ"..ed to carry Integrated HIV DNA), ';-;•.. "" 

required concentrations of z!dovudine (8.8 ug/ml in one laboratory to 13.' - ':_ ':,. 

ug/ml 1n another) wl\tch ara ;ppro:d.mately 100 times as high as these necessary 

to block HIV replication in ac:.."tely infected cells. Because a l.1mited r'Uneer 

of virus isolates have been tested for sensItivity to zidoYUd1ne, these 

results lillY net ac=~ately reflect the st.:seept!billty 0' HIV strains causIng . 

disease 1n tl'\e ;eneral population. " "," '.. _, ,", .. " '-, ,,,'.'-' .:--;: ." 


:.~... .' ~ _ .. --.""~' "':':": ......:, .~M: -. :-"'_-'''::''. 

In addition, sensitiv!ty results v;.-y g:eatly depend1ng upcn the elapSed t~~ , 
between virus 1n'e::,!,cn .,...d zit:oYUd1ne treat=ent, the part1cu1ar assay used, :' .. 
tne cell type employed, an! the laborato:y pe:fom!ng the test., .. 

The ajor ft'.2tabollte of z!ccvudIne, ""'1ZidO-)'-c:eoxy-,~'~ l?>-~l~ra- : 
I"IU':'Onsylthym1dine (GA..). does not inh1bit HIV ~llcat1on !!l vitro. GAlT •. ,-., 
does not anta£on1~ t!"'e ant!~ral effect of z!do~1ne 1n vit:o nor dces G,UT, 
~pete with z.!doYUdJ.ne tri$lhCsphate as an !.nI'\1bitor ofHI9 reve..""Se, • 
t:.n'Scriptase. 

Oevelo;::nent of resistance to zido'VUd1ne has not been stlJ:11ed. 1he fre<;uenc:y
of zldcy\.!dine resistant isolates ex!stlng 1n the general population WIod the 
zate of a~pea:ance of z1ccYU:Sine resistant viral particles during t:eat::ent 
are rinown. ' .... " , ",,' , ~ ,-' ", ' .' ... 
1he~totox1c1ty of z1dovudine 'or various cell 11nes was d~ us1ng a' 
calrgrogh assay. lOcO values for several tuD;:- .:.ell lines IhoMd llttle .11	 grcwth 1nhibition by zlccvud!ne except at concent.:ations 50 ug/lll. 
ft)wever, one hunan T-lyr..phccyte cell Une .as sensitive to the cytotoxiC " ' 
effect 0' zidovud1ne with an 1D50 0' .5 ugllll. Moreover, 1n a colony·formng 
un!t assay designed to assess the toxic1ty of zidOvudine for human bone 
tna:::w, an ID.50 value ot 1.2.5 ug/ml was est1r.&ated. Two of .Ix cell 
ct.:ltures testeIJ were found to be sensitive to zidovudine at , ug/ml or less. 

http:z.!doYUdJ.ne


- - ----- .~ ---  -~--.-.-...----------....... ~ - 
b, At: 

. ,' . ... Z1c:ovudlne has InCv1ral 1Ct.v:1ty asa1nst sa:e c=aUan zetroV1zUies In._";:>:;"':;;"'i,,;:;:'.i~,~;;'::. 
. ...!~: ~ -, ac:dItIcn to HIV; fib si;n.1t'I=nt 1nh1b.1tory IcUv:1ty VIS 'exh1bltcd 'a;a1nst .~._<,~~ ;:.~t 

. - ~._ varIety ot' othe: I'I.t:3n 6nd aN.::al viruses, except an lOco of -,.. ,.+. - ' !JCl1la1 - ", - :,- ....... 


.., ."" . a;a1nst the ~stein Barr v1:'us, the cl1n1cal sign1t'icanCe ot ;:aa; Is not :::. :,·t:'::?~:l':;i-~::;:' 
.:~_:,.~ 't-:.~~~~~ _;~t:.~~:~~~1~;~;; .·..:~:;~~~~?-{=;~~:~f·~:~f~~.7;~·~ .. ..i:~,~2:~~;$!~y.;~:?·~~~t;:"~~~?2~~~~:~t~: '. 
: ...... ~. ~ ~ ..the follewing II1c:cbiolcg1ca1 actIvities ot' Z1C:Ovud1ne have been'ohsened "-. ;:i;:',/~;);:;..; 

...•.."; .:-. 1n vlt:o Dut the cllnic31 sJ.Qn1ticance 1s ~wn. Many Ehterobacterlacaae,·,.:~."~-'";;~:'··~~ 
:~',~~, IR:ludJ.r.; st=aJ.ns ot !hit;311a, Sal.':".onella, Kle~!el1a,Ente1'Cb:lcter, .';1"":,,:,,,:" .. :::--:-_

. ".; ,,~ . :'. C1t!':!:).!ct'lr, and ~eh:!:ic!'\ia coll are !MJ.bJ.ted in vitro by It:.concentrat1cna·~:-<.;'~·:>: 
:. t·: if Zl.G:JV'~Ine (O.ms to 0.5 u97iD. Syne:;vy ot iI'dOWCiIne wIth tr1methoprill ''':~'''::<'

!- ': .has ~en cesa=ved £9ainst ~a ot t...se ~cter!1 !!l vit:o. L.!Jaited data. '. . ).~:.~:~. ' 

'; .. "', SL:;Jest that bac:s=!al resistonc3 to zJ.dovudJ.n3 develops l''Pidly. ZidoYUdlne ~:;,~:=:~::1;,';~;~ 

. ~ has no Ktivlty aga1nst g:;m pos1tlve ol"g:on1gS, Inte1'Obas, aycotacterla.· or,,:::.~,:.:~:.-,1:~ ~.~: 


_ fLr.;..l patncgsns Incll.d1ng C::rd1da albic:ns &nd C:Y~tcceccus neo'oD'.ans~: .: .{.;~~.~;"yy:.;" 

t AlthC:..-;h Giardia lc!:llla 1s Ii'iI-ub1ted by I., ugl1llof z.1cso\Ui1iii, no actlvlty' \;~rtd.·~~:~'t 


was O....e-v'Vt .,.........e-t C·"""'''' ...- ..... _ .... " .. t""""'...·ns .. .... ,,~.'... -..... . <.. - .. , .......~ ...,,:..... 

- ;1':.-:.. "'.., • ~- .--..... -'.... lilt·.., .....,...•• P'- • ....,.. ~ .. : ..:. :r-.".;. 1 ~.:~~.. ~,;. ::... '"!..'::•..: ~•..:- •..-,~, >~" ~~~.. ' .~ :-::.~:•.r'i'..,.:~ ... 

r··::. .......:. -' '/..~':~:,-.::-;.~.:.:., '-'-.: -. '.' :-.-. -'~'. / ". ~-.-.::lL::;~:.~~.'·:·S::~::f;~;:::-=:.:.:t·';"~~:~·.;-::,t ..·~?~~~~: 
.:-:--. ~.. fto.a~aC'!2!d.netIcs: 1l"o! J)ha::nacok!net!cs ot z!dowd1na has t2an evaluated 1n 22 ..~::' 

. . ic-",lt hlV-1nrec:ed patient. in a Ph:se I doS3..escalat1on stt.dy. Coharts ot" .~",~:.'" ." .. 
: to 7 p;;t!ents race!ved 1 t-.eur int=avenc-.:s intusions ot an investig:stional ,," "':' . 
.~ to:rr.:.Uat!.cn ot z!Q)\r\:dir.a rar.;;:1n; t'~ 1-2.5 a:glkg every. hours to 2.5-7.' :.c~';: '-?-. 
~ ~I'r:; ev::::y 4 ho".:rs (:5 U) 4S a:.;lkg/cay) tor 14 to 28 days tollcwecl by oral:, '.'. ,.C.' Ccsir.a r~no!~j t'rc.-:1 2..~ c~IkQ ew:y 8 hours to 5-10 &Q/kg every .- hours (, to . ____ .. 

'0 ~Ik~/C;~y) t'o: En ~:it!cl".al 32 ~ays. Attar oral CScs!ng. ziQVUCine .IS._ .... :~~."':~..,;,. 
r;pid1y atsc%ted trem the gastroIntestinal tract wIth peak lerul. ". '. ,." . -:-. ;.:. 
ccn:ant:at!cns oe:"..zr=!.ng within 0.5 to 1.5 hcurs. ~le..1rI2penCent Idnet1cs"- .. :' . 
w.s ct:servt-:1 ove: the ran;a ot 2 mglkg eve:y 8 hcu=s to 10 agile; every A-···:.: . 
hours. 1he z1doV\.C!ne half.-llte .as between 0.78 to 1.'3 t1cun. . _-:.,. ':- .... 

=~s:;:~~e~Jgr:~!=~~z11~~.~~l;~~ '~~'1;t:~~~' i;:·:~:>Af~~+~~-:::.1 

20 patients (tIcx:y we!~t rarJ;ad t'ram 52.7 to 83.' kg) 1n I Phase II tri.l. ':" >v··t 
ft:c::n st.et::y state ,,~::::se and 1.5 hours pcstG:se z.iaoVUd!ne concantrations .'~> 
were 0.1' mc;/ml (r~e 0 to 0.8A rac;lr:ll) Ind 0.'2 CC;/al (ran;e 0.05 to 1.AS "'~>~:' 
reg/Ill). l"!t..~tiw1y • :. " . _ . ", ' .... ".:-:- .,~ ·c.... 

, '''" .;, • ' • ".t • - ... ~ 

Z!~;V'..::i!r.e Is r:p!cUy ~ta::ol!zed to 3'..%1C!o-3' -dec~-" -0- f>-D-gl\JC~Y=I
r.-.,.··:...'\sYlt.hyd.d!I">: (wi) ~., has an ;;:;:w:ent halt-lit. at 1 haul' (range D.Q. 
t~ 1.7' toC~). Follc':ling o::al ac:o:1n1stnticn. ur1na.--y re=Vft!es ot ' 
z!c;:\--..:::!r,:z ;."'Id SZT &c~"'Zed tor 14 cr.d 7&.: ot tJ'\e c:csa. res;:acU vely. and .' ,-,.~i. 

tJw tct01l ur.s.n.rl rec:lve..-y .ve=~ed 'el (~e C to ,!:) 1rC!catJ.ng ,I hJ.;n .. : ." . 
~ 
• .- ~ae ot atsorpt1cn. As I ftSUlt ot t1nt..pass cetatlOU•• t... Iwra,e 01'11 '. ~: ".. 

- , c;p$Ule bioay;llliih1llty ot zidc'A.ldine 1s '51 (ranc;e '2 to 7")•. " . .:._. :. 
• • ':- :.. -::~'"&.+ ~.~. '~": L',._. 

, .,' .. 
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. .- - . 
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," 

.... -------~ 
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'" ··lc:d1t.!.ona1 phar:tacck1netiedau to11cw1ng intravenous dosing W1cated· .. :.:);..~~~.~.: 
dcse-indapendent k1neUcs 0\U the r;nga of 1 to 5 IDglkg with. mean"" ,.',., .' '<."~~:.~. -,- " 

". zidovud!.:.e half-Ufe of 1.1I'lcul's(r.nga 0.41 to 2.86 hcurs).~;·Tota1"bcdy -,"-::~_;:~'::" 
. ',,".'~clearancs a~Qd aoo IIlI&l1nl7D kg Ind the appatentVo1u:. of .Ct1str1but!on ~~:::"D"~~ 

: '~: .. was 1.' Ukg. R=nal clear-.n;a 1s est.1r.ated to be 400 1Il/m.1n170'cg,1nd1cat1ng·"~{:.~·'~'· 
... " glcmerulu fllt:ratlon and .ct'..1. tutlular 'secretion bY .the Iddneys•.. Z1dc'AlC11ne"~'~~~;;:· 

. p1a!tDa protein b1nd1ng is ,.. to)lS. ......, '. ;':'::';.:;.""; ......:.<. ":=- J':~, ;,,;,,; ..... ,:-;-.;.;... . ...~,,' '.'-'-:: > 
" •.:. ',,:.: '.::' "~ ..::;.;.... "'~-J~~:.:: .......i;;~;'~.f:::' (:.~~.~}:;..::; ~i~~::j:'.; : ..:li{.. .'~2·';~'·:'~;~;;::~4~~,{: :;r:;~'~'~f.:'';j'..;{#~y~~:',. ~.' ".~:'~:~~"!~;~~f5";" 

': '-The ZidoYUdine ce~brosp1nal t1u1d (CSF)/plasoa concentration ratl0 lIeasured . -~:?:' -::: 
. ~'. 1.8 hours following oral Closing at 2 I!Iglkg was O.lS (n • 1)•. 1he ratlos :: ,:~.:'<~:: 

, .' measu:-ed at 2 t04 hours followinQ lnt:avenous doslna of 2.5 .nglkg and 5.0 -:.>;·~&1:· 
mglkg were 0.20 (n_ .1) and.. 0.6A ~. :5). l'especUYe1y.;, :(';'c~.~;' '~iL{~,)';;;~ }'~q:;:;)?,l:'~ 

! .. -w.~·:. ~..~~ -~ ..~'.--"~".: -":"'.. ~"'... ~.OF" -",': .- • >- <~ ...__ ;;·.. ·'" .. ".~··.~~..~~;.:.:·:.·-:~~."~~~'7:::·r-.::./~-. __'~~~t'~~~•.•:;.:,w. __ 

It.DICATIOrS AND USAGE: RE'TRDVIR capsules are Indicated 'for the lIana;~nt of j:.~:S;.~:': . 
ca::a.1n pat1en~s witn symptomatic HIV intection (AIDS ~ advanced ARC) who .:":::~:~~~~, ~ 
have a his~ory of histologlcally contl:rmed Fnetr.".ocystis carln.U ·pneu=n1a2S~it::'~:.~ 
(P""...P) or an absolute T-h!lper cell (T.) count of liss than 2OO/m'J.n the -. ' :' .:/~,,;.>~ '. ' 
~:i~.r~l;;~;,~.:~:'~~~~:·f.':LL.;, . ." ~ ..~ . .' ." ... '. . .' '.~~;~~2;..~.r.:;·'-:·',i;:;;~~~:~L~~;.' . 
This Ind1catlon Is based pr1r.tarlly on the'resu1ts of .•-..'~z8ct/:' . .:""'~7..?'.:.'': t,~~~' 
double-blind, p1acat;)<ant1'Olled trial C0l"4ucted It 12 D3dical canters in the .... 
UU\;2d States In wh1ch 281 aau1t patients with AIDS or Idv-JIC2d AAC were ' " "'i;, •( 
st:..died to: an aver;ga or rour lind a half. months. A:Jdit1ona1 dati hive been-'"i:~";'- ,
collecte:f on approx1r.lately sa or these patients ~ have ree!!lYed Z1do't'Ud1ne ;"
In an open-laCel extenslon ot this trial to: an average ot five mo:e acnths .::. 
(See c..INI~ TRIALS section). --~ '.. ' ... ,..:: ...•. '0 " ...... ;'•. ?.;.;.'. 

In the~;l~~;~~~~~'fi~-~~~:, ·;lfp~~i~;~'~~ ~re ~.~~.'~ do~-~;7';~'~g '._.:~~, 
c:ally every four hours. It:!ii:latolog.1c toxicity resulted In dose reductions or .:,,:·;'::F. 

c!!sc~t!r-.;at1ons in ., or the ori~l 144 zidowcUne rec!.r;.ients by the t1me"-:~k~7~~~ 
the plac~o-cont:olle:f trial ned (see ACVE?S£ REACTIONS Ir.d OOSACE AN) .' i.',~~?f:.
ADoCIJa51RATION sections).,.· ... . . c '. 

.. ' ...- , "' • .• i!-'" 
..., ... ~- :_...--:.::'"li: '.' ,... -~'. '#~" 

•. , :" ,-.. '.,;,.;;'~'. .' .. ' .-':" .. ;.. : ;.....~.~. :..... 
.... 

~-.- .": ---.:c("- -.. ' ~ 

C:NiRA!'QI~TIOI.tS: ,<,' .. ~. "~"'''' .:-:'-\" - ~.:.:.:, ....:' -~. :;~:~:~.> ,':'~.!,..:!~ '..~- .:~:::, ..' if.i:~.J.. 
• . .... ,..•.•• ~ ..," . :-~", ~ , ". #. ~~ .. ~ . .~-*!.~ 

1he~ 1:8 no known absolute contra1naUc.tlons to..the 'use or RE'rnOVIR cai:Suie~',.· .... 
tut ext:erae cautlon should be exe:c!sed In the ICUnist:ation or z1&:ovu:U.ne to.-; 
patients who are allergic or intolerant to the ~ts ot the formulatlon. . ' . 

• ,.e.t~.. ' : ,,~: ;, ..:..~.~':::~'~" .: ....:..! ••. ','.' :'" - .. :.: ..... ;•. ~:: '.. '\';." ...' .•••..~:•. <,_~.,... '"...'.'...• '.-:-~~ 
fIV"\t ~ ,"' ".t.... , .... : ......or ! .••• .~ •• • ,.~;,:: '.':' ,.... ;.. . • '.__ ,... __ 

... ,.' .~ ... - - :.... ~."".:..~", "'..' .', '.',<.'. '.' ...• .', ' .• -,.'. '.' , ' ... ,";" _~:... ~"'_~'. , ..{,,::~... ::: .d' _ 

:"Z!.aJVUC!1ne has t.encarafully'cU:tted In tewr than '200 seriaUsIY~,.w.··, .... ,.~ . 
HIV-inrected J:atients for less than , .anths duration. .1he1'lto:a~ the full 
satety and erflcacy proflle ot zidoY\l:U.na has not been ccqllete1ycleflned.
particularly In regard to prolorOtd use, and esr::ec1ally In HIV-lntected 
.tnd1vidual! who have less advancec:l disease (patients .1th T4 COU'lts greater

( \ than 2OO/cm'>. '. ~.... ~. . . ~- '.. ' , ... . ' 
)..----~'--., . , ". '. , • . '·1 .: 

tf .", .~: ' 

.. 
. " "." ~ ~ ~ . . .. . .. 

. '. \" ..... ". . ......'; 

http:zidoY\l:U.na
http:z1&:ovu:U.ne
http:C:NiRA!'QI~TIOI.tS
http:It:!ii:latolog.1c
http:ca::a.1n
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In th3 placebo-controlled stLdy. anemia anCs·',,;~h:·.~' 
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Z!.Q'Atitn! t:."'.:uld t.! ui...~ "ith ext:"O'!".:I e.;;Uon 1n patients whO"'.-", .bOne -~~;~:;;:~.~,:,:., .-' 
.........._-~w -"'-' ...__........ ..... ev',J-~................-.w "y ..............1't~.1 ...~Q_,... ......... .........",.....~...~ ..... w 
h=::;lc~ < '.5 SPl/dl. 

tr'J.ulc:i'tc;JCn!:r n:l:'O t:"\a r.cst slgniticent toxicities obser\'lld (See~verse

R!eet1Cf\3).· :," ~""" 
:..... _. ';... ~ .,:'~·7 .·~; ..:"'-:.~·.t. :...:; ..,~ 

Slgn!t1c:nt, £na'Ua l'oC3t e=n1y occurred .tter '. '~Q , daleS ot theraPY Ind'in: 
. 1t:."'2Y C:S3S ~c;u1:ed 4cse adjust.~nt. discont!R.IaUon 0' z1C:OVl..od1na. and/or·~·:.:,·j., 
bl::d t=c~1'c.:slc..". Frec;~t (at least every 2 weeks) bl.ocd counts are 
It:-:r~ly ~co::r..endad in p;.tients t.king z.1dcl'vucU.ne. %, anEZ'lia or neut::=pen1a '..;'.-: ' 
C:::~lcps, dcsa~ &dJust.-:tan:s cay ba necessary (see Dosag! and ~:ustrat1en)•. · '; 

. -........ ': ~- . --:': ,,,.,,,~,~".: ,:-' :,~,;:",: -~=:.:':'~..,.:~~~,.;':.:!'~-'~~~~~:;~. '·-~·~.. ·"i~::':.;··-~" 
Cl~::=dn1~t=::&tlon ot z!~ovu:!.!n::! wIth ott'.erdrugs '=t;bollzeCf by glueurcn1datlon ;" 
:t-'::Jl~ t~ avoi::::~ b2:aus3 th3 to~city or elthar d:ug Day ~ poterr1;ted (see', ~::.t:\.. lnt~=wc:!cn3 Ui.t:e: Fii.Z:c:.uTIC:G). Z1dovu:s1na recipients who used '~'~:''-' 
:::::!:..-..!:-::;:.....;:n Qn.-!n; tJ-.a controlled trial had an increased 1nc1c:ence 0', ~ <_:,: , 
nao..:t:o;::r..1a whic~ ~::;ared to be C)r:elated with the dunUcn or acetar:a!nophen . <, "..:" 

lm3. . ' " '>".':' ." :' '... '.\., ::.~.:. ':< ,:~.:~,.t\.:..;~:r-.~":~\":.!.~ .': ~. ':,.:.: ' 
'1" ,..., •. 

... . ... 
. . ;.. /. -. 

ZioYU:fIn! i:; ellr.'.1n;td t::e::l th:! t=:1y primarily t:y' ~ exc=etlon 'tciicw1~ ~.; 

c".l!~~llt."l 11'1 ttl::! II\'!r (glu:ul:'Cnicwt!on). Ti-4re are ~:entl)" no data " ' 

av:l!lab!e conce!'n1~ the U:! ot z!coYUd11".a in r:;tlents .ith lJ:paind renal or 

hepatic func!icn, and suel'l Qat!ents lIlay be It • greater risk at toxicity trcr.a" . . 

%!~"'\.C!n! • 


.. -.~~....~. -:. 

Prolo",3d t:eat::ant with z!eovud1ne may J:oss!bly result in select1an o'~",,.;,,;~,~·;·' 
 ' 
Z':!s1stant v1l'uses that may not reS;:Cnd to cantinJed z1.Ol\U11ne trte:aQy• 


• #. • • ~ 

I.nto~at!~..n for Patients: .:. .. - ' .: '> .... , '.~. 

E:i\r"l..Gl.fle Is not a cure ror HIV intections, ancJ patients .ay aet:;u1re ',:.:..." ':..::'. /',. 

!!!n:s!as in:ldng o~~rt~$U.c intections associated wit" AIDS and Me, " >;" ' 

s:ar-..!.cult:!y .tter A monthS of therapy. Therefore, patients shculd be advised' < 

to $a~k ~::!=al ca.-a tc!' any uC;n.1t1cant chon;a in thea talth status.' /. 


F~t!.~t$ s..~ ta infot'C!d ~t tna DaJor tOld.c.1Ues ot z1t!ovu::t1ne are I ' 
t=:.:"i.:J!c:yt:~~02 ..7!.Ior ~"'.:rJ.02. 'They should be told that they lI:Iy 'zequ1re . !. i 

t~n~fusions or dcsa CQd1rlcat.!cns Inclu:11ng possible dis=nt1nuaUcn 1t, '. :' 
to;:uclty Qv.W::;::s. by st".ould be told ot the extreme J::.pcrtance of ftav1ng' ',' '. 
thair bleed ca6\ts follOftd clcsely while on therapy. Ihey Ihaula be .. " , ' . ", '.' . 
c=ut..!.:r.ed ab:lut the usa of ot....r ..dicatiens that cay exacacat. the tox1c1ty '," 
ot z1c:oVUC!1r.e. .: " . . . .' . .,.' '. '. • ..' ;.""; ';'~"''''. :f;..':; " ,'.' 

...... ".--.: .....,;... ...... ;.,'" .. 

• ... ~ 'I" ,...;' ,.\.-:"';....... . 
 -.. ;.~.. 

http:E:i\r"l..Gl
http:z.1dcl'vucU.ne


,:.: : .: .::·z :' ::.. '. : ::.: .:'.::-:.,':.:.;:.( ,:·;i~;.:i;:·:~·~~·;~~':7::,~2L~~~~;t1:~~:~~~·~~& 
...... c 

i '
'I r\E:lnCVIR C:p=ules are r.or oral 1n!:ilSt!.cn only. Patients :lI'Iould be tOlcs'o' the':~,~-:~~':
I ~.. 1rnportanc, of takir.g ziQ)V\.din3 eX..Qtly .S P:ese:lbect~ and that aCUnistratlcn >,;, . 
t ~.. )'.,. every.\ I".our:s. 1N:lucfes C:OS.ing around th3 clock, even tJ'Q"gh.It aaj 1nter:upt,"-".:=.'.:~~~~.,:'.:.__
I ~.': >7" ~~~ OQ~l sl!$.~ 1he!f"shOW.d b3 told not to lNre U!!ttcaUcn m:"'.~t ,to '~'~~.'.::~~7.I . I. ecc..~ t, .... reccl:::s ....~ c:;::~. they sh:uld b3 told that prolcn;ed -J'. ~ .. , ., :.,~." :' 
I " cen!n1strat!cn cay b:! .p~es:c:ibed ~~ ~nou;h. t.~ ,long, tem. e!fects ~~,unk~. ~. 

i '"'' .t.~,tt\1S t~.~~, ' -'::~;:';.:. :.-~~"" :~~/, ~;.: ,:·f.:::'~~~}1'~~~/ '~.~'f-;:~;~:j~i:~~"';:=~:·~~~~::,~:: ~_::~~.> '~:":':'.;, 
; 	 Pat!ents should bz zdvised that zidovuc:fine therapy does not reduCe' the rlsk' ot~:/·;~';( , 

t::ms."ftiss!cn of HlV to others through sexual contact or ,bloacI. contar.a1nat1.cr.. '. :,~' .. , 
•••!t:;..JI&.;'"". ~....~'. r "'! 	 '.: : ... "_... .~'_• 

Dn..'!2 Into -aCtlons .-.~. . ..... :: ,',.: .:':--~:, ;' ::' ::'::~',';.'~:;:. 'r.. 


'the int.a;;c:J.on of oth!r d:ugs with Z!doVu:flne -has not teen studied in. . ': :."', :.~:~. 

• 

systemic manner. Coc~:lIin1str;t1cn of zidovud1ne with drugs tnat are .'.'.' '.' .' ~!.,:,::~, 
neph."'Otox:1c, are gluc-..a."":)nid:.ted. Interfere wlth RBCIWC ...n:.t ot t4.l"lCtlon, 'or ~r.:;::. 
affect DNA repllcat1cn. ID:lY 1nc:ease the risk of tox1clt!~ SM:h drlJgs -:-:..-:.~/~~~;f~~:~.~.
includa, tIut are not lilUted to, trimethCIpru...sultlDltt'llxazo.le (114'-sMX) , ..• ".:.,..,:;":.;:-;,,-.... 
pyr!metht:n.1nl!. c=::pscru. pent::-.1dina, It!1;lhOter1c:!n, tlucytos1ne, v1ncrlst!.ne, < .t.{?::·~ 
vinblastine, ad:ic:yc!n, interl'e::on, ganeyclovir (DK=C), Icyclav1r,' '~_"... ';.: :,;;;;'..;;:' 
.catar.Uncphen (Sa! Wam::.ngs). in:::o::'.:!t"'c1n, and aspi:!.n. 'Um1ted data ~st ... , . 
tt".at prt)!::a.'1ac!d r;ay re::U:3 renal excretlon of z1doVUd1ne. ; ....:-., _.-., . '.:'.'~: ..... 

~,~ ~w.. :~~~. ~."~:.... :·~_ ::"'.·h'...... ~ ... r: ... '"• :" ..... :' :: •• .. 

C:=e!r::":':~:1s, t~r.:",zl"i:slst k..,:!1rm...<Df1t of Fertility: ; ~,'.h.. • ..,.·;:r ." _:';.; . <,'c',;':: . ..;.; •••• ;;;_.r~ 

L:l"iJ-ti:i:"il c~:-....;.r.:;;:!U.citi' str.r.1!es or Z!coY\d1ne in atU.mals have nat be3n:·.c.~~,,,, . 
f!:r.a. tfo"i!va:. in an in vlt:"'C 1l •• Tcalian cell t:ansfo:oation assay, udovudine'~ " :, 
was pcsit!ve at c::nc:-nE'auons of 0.' ug/l'lll. and h1gtwl'. ""~i::':' ," .": '.... " . 

....:•. ~ . ~.~ '--,-'. -':.#~:-"':" . ...... • 

totl evlC:en=e of lDutag:'!nlc:!ty (with or wlthcut ...~:bollc ICtivat!.cn) was ~.,7· 
c:":served In tn. k".es Sal-=nalla mutageniclty ASsay. In. ~~an1clty.~_say.'::::;:.~~~:::· i. 
conduct.ed In LS1ToY/T,,·,- IIOUSe l~ ceUs, 'z1CSOvuc:f!ne .IS ..;kl.y '-: "'. ::' . 'r .... ,_:: " 

IlUt.senic in tne abscn:e of mat.bollc actlvation only at the h1g,est ,~ ,; .. ,,:.' . 
c:lnc:entratlons tested (4ceo and 5000 UOlml). In the p:esenca of _tabellc' . "._ 
Ic:ivation. the d.~ was we::xly IlUtaeerUc at concent.....uans of lClXl U;/lIl.and:, ;"._ 
h!;N!r. In an !!l v!t:"O cytc;anetic study parfa1"llM!d in cvltured hu:wt ..:.' . J :':-:",~'.,: 
lyc-.;.:-o:ytes, Z!ccvu:.:.ne induced c:ase-i'elated.st:uctural ChrI:JDaSCllal :;;'.:;':~ ":.::' e,' .~?:""",,,. 


tt:".::rmallties at cenc~ntraticns of , UO/sDl. and h1~r. rl:) such effects we:e 

I".ot.c.d at tN! two lc-=est ~...n::~t:;t.1cns testc-d. 0.3 c.nd I ug/Ql. In an !!!. ~ 

cytc;:!n!tic stu:1y in rats. C1ven • s1n;le int.-a~ inject!.on of Zi=vudine .• : -: ~ 

at C:Ot~$ of )7.' t: 'CO cglkg. the.~ were no treat::!nt-related st:uctLCal or . 

rar...e:1cal ch.-:::'iC!r::--.l, alteraticns in spite of plaSlll levels thlt we:e as hlgn ' " .;..,",.5 .SJ uglml flve cJr.wtes arte: dosing., ..:. '.,'; .. ',,; .,':;.'.:. ':,' T .. ~ •.; ...::.~_:~. ." '.-. 

":~, ...... •• " ,_ .... - ;..-.~;';:.~.+.;-"--: - .. -'. .' ~'.:~~'~--- -.:........ ~ ~ • .:... 

.Etfects of z1dovud.f.r2 on 'ertll1tyhavw ...,t been.tud1ed.:··.i~:.::~:;":~~~\;.:..,': ...~.... ',' 

.' . . '.'_. " ~. : ".~~":;·1:;~·i... -,- . .' ~ ~ 

P:!!f.jn-;ti*-v: ~y Cat~1"1 C. Itt oral teratology study In p:ega;nt rats 

'Us'L-~ c.ESes up to 20 t10es tte hUnan dose has revealed no ev1dence or ham to 

th2 ftitus due to z1Go~1ne. Terltogen1e1tytesUng and othel'- -:.:;......~. , ... 

ftP1'CduCtlcn/fertllity tests in animals have not been cCI&TIC)leted. It is not 

kncifn .netr.e: z1C:cY\Jdine can cause fetal harm when IdnI.!rUstered to I p:e9'lnt 

WCa'U:in or can affect repr-.....cuctive capacity. Zido'A.ld1ne shculd be given to a' 

s:reQn3nt tra!1en only 1 r clearly needed. " . • . . . 


http:z1dovud.f.r2
http:inject!.on
http:Z!ccvu:.:.ne
http:conduct.ed
http:ICtivat!.cn
http:v1ncrlst!.ne
http:int.a;;c:J.on
http:contar.a1nat1.cr
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lu:uu sa::e pat!ents yen anemic end/or l~c be'on starting t~t;py" -~. c' :::.:.:.i';":~ 
.,1th z1~~V\.td.!.ne, an altern:at!ve =ethCd of assessing c:ee:e3~ I:U!"Q. fa.n:t!on 
r.:;y ta C'.o:a Il=p:op=iata, sue!'\ IS eXQQ!n1ngthe de;!'9 0' C."1U;3 .t-.en c:::t.+a.-ed 

http:z1~~V\.td.!.ne
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\ The fellow1ng table su::r.ar!zes thc~ re~:ted adverse events wf'IJ.ch oeeur:ed In 

at le!!st llll 0' patients in either the z.1dQ~ or plac:abo QfCU;)s. ' ......... 7 :.•~,'"::., •• :;.. 
•• :'" • ..• ,. ~':. ~"",:/ "". -'''If. 

. . "- ~ 

uss frst;t..oent adverse event.s whiCh oc::.s::ed 1n <'le: of p~tients tre;ted with 
z:it::.\d.ni! include: astheniD, C&l::!~:::, U!:;:,."1ora:1s. C!'Iast p;J.n. cn1Us. flu . 
sYf"~r,".;:.e, c:ere:al!.zed p:1n, cou;h, fbtulen.:3. c::yspc;:ts1.a. ·u:!r.::y f=::;u;n:y.· .:._~~ ..",~;,.C. d,:.::!ro::;, loss 0' cer.:al cuLty, b.;d taste in QCUth, c::'Ii:!, a=::"l.-:lctD. bec5c .'.. • 
p:!n, b!C!~in: ;-:'5, blu::ed viSion, ~--y cQr, con'usIcn, cOl"Uit.l~t1cn.. , . " 
ctft~~.c:;!.;, dysu:.1a, ec::ma of the Up, ec:e:aa of the tcngua. e.=:t.!cn:al lability,' 
e~ist.ax1s, eruc:tat!Qn, hearing loss, hcuseness, hype:al;esil, 
l~h;~nopathy, mouth ulcar. aa.:sele spaSii1, ~.uyngIt!s, photc;;."Ic:t1a.
p:1),1.::1a, prur!.tus, rectal her..or:n;;3, rh!.n.1tis, s1n-..:siti$, sy~. t:ecr, _. ~ 
twit::..", urinary hesitancy, vascd11aticn, and w:t1go•... ____ . ___ ,. ..' :~~~-; r:.~~ ~.;,::.;~-.,::;~~;, 

-.. .":.,."~:.:...<;:..:-,:-, ;',;~~_. ~-::::':~~~"".' i·:-..:-:~~ :"'t, ';.:,:~' ,,,,' .' # •••~~. ~''':::'''.' ... ...--.....~ ,- - :. ..... 

ov::-~~: ttl cases or ac:Jte ove:dc!*;e have t:en re~rted. If ove:.~sa;e :.> 
CC";'..I!'S, .J.ntensive obs:!rr.;t1cn '0: INir:ow su:;;:I!'ess1on with tr..nsrus!ons anct ..: .:
p:otectIw ~a$u:es fo: ;r:n.t1cx:ytcpen!a =y t=e r~:.d until aar:cw '..n::t1Gn ,~ 
ntu..""M. Al~h otner ru:lecs1de analo;ues have been part1ally J:II!I)ved by " 
p!ritone3l or ~a!ys!s, It 1s not kncwn whetl'.r ZiC:O\'U!1ne can ta r&":JOYed 

.. 
..:' 
. 

in ~..is l!\3.-ner. • - ' . 

1ha cur:ently z8c:atC3i::!ad sta.-t1ng c:cse of z.1c:ovudlne In patients fer wt=I the 
drug is 1a"d.~ted Is 2CO ag eYe:' • hours ~t~ cIcek. Alth:lUl;h all 
~tIont.z 1n the =nt:olled .rficacy trial we:. ~ on 2!50 I:Q ewry • hCurs,·' 
t.~s-st~ or capsule Is net CJl':'ently a:1cettd ($Ie curUCAL. 1R.tALS 
~t1.cn). ....., .... _;:::;,.... 

... ~ ...... <it 
:tt,,1 ._-. 

Ca:-erul Ccn1toring or hematologIc indices every two weeks Is l'ec:::rcended In 
o::::~= to ~atect the C::evo!lc~..ant of sericlJs r.-na':l.ia and nautrc;:en1a. In 
p~t1cnt$ with ~~~tDlcg1c toxicity, reduCtic" 1n hemoglobin cay oc:ur as early 
as 2 to • weeks, and neutropenia usually oc::urs arter , to 8 weeks. 
H:.:'03tolcglc toxicities appear to be rel.ted to dOse and duratitln or therapy. 
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:, ::-: .: : : .. : :: ,. ::::::: ::. ...:/ L::::'.: ;c:,,::::.2;~ .':~ r:~ 

o 
~ ,'" " Q:)~ Adju:;;znt: Slcn1'1ctnt ~a' (h';'~l.C~ <7~5 gl1:or·ridur::ticn .. " .'....' 
, '. . or '> 2!.:: t:c:J ~l1.n:!) &r.d/o: sisnlrIc::nt n:ut:c:x:n1a (neo...'t:cph.U CC\l\t. . '.. " 

'. or .c... 7!O c' c: r....::..::!!cn or ).!Cl ':C t:t~llna) eayre~.J!.r.) a dose , ';:~- ..>i;~'~'~';'.: , 
: .... '!,- lnt3l':t.?ticn unW c.::""..a ev1dance 0' c:Jr:cw recovery 15 ob:C!1'VeCI (tlUs IDa;' be ;:.~ ..... 
: '. ':fe: • ~::!d 0' \Q tQ 2 c:~=). AltQ:n:.t1vo1y, for s1wn1tic;nt '&nSl!a w1tl"lCut. ' 
, .... , ~::;::ni~, tt~ blc=~ =11 t~"l~'.r.J.cna £:1)' b3 ~sterecl w1thCut a,..··:':·'.· . 

.... re~-=t.1cn 1n tI\3 0):4.;:' 0' ~vu::!1na. In this c=~, he,-..atolc;1c 1nd1cas '. ~<; . --.-. 
. . " .s."t:-.zld t2 c:nitored GScly end Qs.:;a ~..:eect 1f t:-...nztus1on m;ui:ecents "', '. • 

:.1 ; 1r.::~3:a. For n.......'t:c;:.;n1a wIth:ut slcn1'1c:nt cnea1a. thit dc~ or z.1daY\ld!ne :,... 
. . 1::)1 be ~!!\,-::~ or CS1s..-:n-~ U'\tU ~ye...-y or £:&nulc:yte count c...-=-.Jr'S. 


Ute: 2 to , waeks at a re~l.!Ca~ ~::~ I ~=t..~:l In::ensas cay ba ~:-::-rlat.. 

d;z~~....!.r.~ en t-~blo;!c indIces and ~~t!ent toleranca. .' .-". :~:.' . '.':~' - . .-.". 


- ". " 
'. 

• 

!. 
~.. ..' . x ~ 

'!....",.,~-.:--" ~: : ....: "-'.: ;.:-:.;,:~'. ' •. :-',,:.•,:,~:.,;<~;~,:~ ,.. :.- .:"':~ ;'~.~-!:.:. #~ ~.-:--:~ • .... ".;.:~;.... - ... . . , 

T2'::l J::: ~!.z...,t ~,?:-:lot!c:\ ef t~ c:n~rcl.l£:: t:!::l c::.~std or lCO AICS pat!ents '. 
(~S ~~:-:;vi= &."'d 7' pl:.:,;;--!:::) ""'.0 h;;d re=we:e~ r:= t....11' r1.-st r,)1so.:::a cr Fe;» . 
e=.:-.:=:.~ vi:!'"..!..., t.."\3 &::J\iC:':3 reu: r;'\:t'G. c."'Id 121 Me patIents (.59 Ret::v1l' 
co: G: ;:!=::~) wtth c-';:t!.;la lis."\S &nd S}~t=-:s or HIV Wecticn. 1ni:!u:!!r.g' ." .' 
I:.::::-.Jt:..--.:--...t:z c:or.d!d!zcis ant:./c: ~;q,l&!ni::S t:2ig."\t less (>lCZ or) l5 1ts) or ;..
s::!c:: tc:y P..!~t. All s:;t!ents had evit:enca or ,1::;;:)a1:ed cellular 1:::::u'U.ty . . ...'. 
w!:"" to'" ,::ta:-.:a of c:!.!layed c:ut;na:us t1y~-:en:!t!vityend • dee:a3= ~ta: 
of T-r.:!~= (T.' ly::;:.....:;:ytes 1n t....., P2r!;."'\eral c!.::u!;t1on. T.e tu.:::!d 
t~=:"\ty C"·~3 (iC:;) or all J:;t!ent~ h:.:J rnar t."\i.n z::o T4 cellsl=' at ent:y .,....esc: cf AI.:'S c=t!ents ~ 5a or t.;;J; p;;t1ents). 1he trIal dS stc;:;:ed in·;·-., 

. 
. . 

!e:,!!=-~= lS~ t3::::.::a cr a s!9"..if1::nt rec-..=1:.., In r.:ortallty 1:t the 
z:..;.;.;......'~ ,"--c...:;J c::r-.;a..~:S to tne pl.::!= g~ CCf'c:e all pat1ents h;d .' " . 
c=.:;:lete:: ...thZ plarr'led 2" 11$ At t:e.tant. T:~t=nt du:aUcn r~ f%'CII' ~ '. 
1% ,,~~: to :~s. with a _tan iI'Id ~a.., Ql:'at1cn of 17 8'1Id 18 .eks. :~:',.' ,.:~.' 
HS;:!1:t!~J. - ' .. , ,~,,:.. ~ '.~'. ~:. '.: '. "::,>.'~.'.~ < .;,. 

, , : .~ .- ~ . ~- ..- ~~ .~.." . -....~ ," '. \: ~.- ~ ,: 

. 
. 

t.:!.;-.W$t::t!cn or z1e:~ rc!Ulttld 1n • rc::::d =~;Hty r;t2 in WS . ,. 
t:~ ",-!.tn U uathS in tha c:::n::c1 vr--=, cnc2 ~2 In t.ha ~tri:R g:=up (all . 
C;;:':';.1\z.!:/ Q:3 b c;;C.:t.;..Ji\!st!c In'ect.1cns 01' other C:::=WPU=tIcns 0', .... ." ~. 
HIY 1r.~~~U;..,) at tt'.t t~-..a tt".a trial enQd (p (.001) ~ . AU Cut one or the ", .... 

. . " c:eat."ts cc::u::13d .In pat.1ents .It:. tNt: tNin ZCD T. calla at entzy. . 
. .- . ...• . ~. • .. ;.r 

A::::!.n!~!'"..i fen at ~m~:"'ad t2".a 1'1e!c of 8CQ.d.1'1n; lin ·AJts...carWng 01 
in r:;tlcr.t, with T4 c:::.:nts Ie" tt".:m %'.:,,/c.:.' at cn:.:y. C=!.-;g tha r.tnt 
slx wt:...a or t:eat::oant. the nr:'!l2: or OIs CS!:;r.Q~ in t .... Z1t:Q'Nd1r.e ~ 
~!.::.;~ G=~3 a:e I1cd.lar (twelve in each gr.a::p). Atter au t:eeks,D ,,.." 
~t!.~ pl;cab l"IC.!p!ents ex;:er1enc2cf at least one Cf.ij:C:'t~J.~t1: 1nfe<:Ucn 
~;::-,;.cr t:) 12 ~tIc:I'C1 patIents t:ozated with Zieo\U11r.:a. pt;;:I~, ty rar 
tf'~ !:Cst c:cn;::n 01 d1_,""sai in toth t:eabGant ~. . . 

. . . 

T.~l '~wlc;-.."'nt 0' ~s1' s sarca:a dur!.~ tt-.e ctII\trollec:f trial W;$ not 

t~~.!rI=::.ntly d1"L~t in tt:e z1~r\! C:"eC!' ec.:=r::a!'1W'9 ........- 
,- # - , .. , _ .. - .......,.,""-- -" • 
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.': .. ··>·:··~tf~:~· ;,:,,~;~·',,~.;,:~,·'·S;~~'1~~~~iJ,j::~l-\t!,~i~~~k~'~~"
P~t!:nt!S tiho r.:e:dVQd '~~ "",...n:I!:':Jllyd1d Datter th::In ri ill':' iiawP 7_-.::::.'(i 
'1n t~to Of ~vu-..l lass ~fWtlve cea~ or efr1C:ey. _.~ o'.the . __ ...~~:,.~.:':~'
pat!ent' er.ter:d th3 stu:!y w1th tU~JtunofS:Cy p:!rtiJ:c:...:a scc..-es,-. _ ,;;;~t~;': . 

..:0' tunc~1cn:ll atlllt,. ora .va~, zl:!::a'l\d1.na :ec1p1ents .reta!.necI tJd.s' -::-.-. :Ir:::r.:tf""f.~-:: 
, ttr.::!c:."'l:ll dUty cnu3 in t.."-:! pla:e= g.~ 1t t£nc:ad to C:CUna. ': '.- - " .: - -'. 
Z!.QY!~!t".3 ~!;1ar.:~ ten=r= to aa1nt.a.!.n thct1r bOdy we.1~t. whareas p!ac:etxt " ~ ._- ~ , 
1'eC!p~~~: ~C:~~~;,~~: ~~~. :~7-' ; ",_' -:,:,~,;-, '~: .~ '~:::'::"l" ~.~ )3:.:;"1~":i:·'-S., ',-:' ,:..;', ',~:,~" 

, Patient, ~v1ng Zia.vu:::U.na el:Per1en::ed a ccd--st'M stl2t!st.tcallY'>-:',,· .-:" ~:...:~::~/:; 
s1;nit'lc:rnt 1nc.-e;!:a' 1n roa::n T...f"ia!.per cell CC\nts c:r:.pa.~ to tnt p.!.&c3t:o' -'-, - " - '.',:' 
t=""'~ w1t."tj.n .. r.~ or ent:y; the! s1gn1t'ic;n::a of th.1s f1nc11ng 1s unclear ~. ", 
s!r.ca T.\ c=unts CSE:.1..1nad c;Un over th:: c:ur-...a or t... stu=:y. ~:cx.t::;;te1y '. 
• c;-..:lrtel' ot' the z!(s:)\-~ recip1ents da'\-elc~ed at lenst a tr:.ns1ent pcsitJ... .--: _0, 
zes;:cnsa to cSel;yed hypersensitivity Ik1n tests. ~:.. __ ",'<,<.:, ',', {; ..- ~ 'c. , __ , ':-,-__ :;~'~': 

Alth:t.-;h ~Q~~i~ '&r;~ 'to' ~=ert 1ts baner1c!a{~~tec:~ ~'-~~\~:ij~7i5~::
HIV repl.1.c;t!an !!! vivo, en ant!ret1"cv1ral .trect or the C!J:I.:g WitS not =. '..·,~":~;~:':lt~~-~:· 
c.::.:::n:t::t2:d 1n tN.s trial daspite tre<;J3l'lt cultu=ing or the per1;:henl b1=xt t ':.~, :.: 
lyt'~.c:ytes tor HIV. It'c:3ver. tha C2t~S usad =ay have been relat1valr .. - '..- i.', 

1ns~ltlY8 1ft detlC"'.!ng d1rre~s 1n t.... QuanUty or ac:Uwtly ftPUcat!ng
vi..""\.:S.' . . , .

". :. ~ --. ~ , 

~. " _. ~ . -"." 

. .. .:- ~,. .. 
Q."".:! ~~ and twanty-seven (127) patients or!;1nally ass1Q'aS to Z1do~ne ..: ~,~.': 
arod 100 patients or!~y ass1;ned to placaba elected to parUdpau in t..... _',' ... :. 
e~"-!:r::u p:ct==l atter th3 pl&;2tlo am was d1scantJ.ru1d. Chu U. "''
rc!lew1ng r1 VI! 11CI'tthS. U ..s1tJ.-:nal deat... have occur:ed ... 6D .... patients 
c=.~ tha or!;!n3l Ret!'OY1% ~ents have C:SeYe~ aut AIfl5..<etJn1ng 01 as 
ct' Fe:rJ"'_-Y 1.), lS87, ~t~!ve ~tients wl'Io hiI~.. QY8lG;aG two or DC:e 
Clts .r-~ en ziOvt::1!.na. 1h:.."S, J.n the c::hc~ or 144 plt!ents o1'1g.1naUy . 
r-.r=::...~z:~ to z!O)~, • total or 12 =ths and 76 GIs .in '" patients hiXf ... 
t:~ rt.portGd as or FeCNary 13, 1J;87. 1he g:oup was trated with z1dD¥\d1ne 
rt:.: an .\'er;;,z or 38 1IIIKks. with 8~ of the or1g1nal group ~ at least :--' . .

. :J2 .et*~ ot t:oe:at:aent. patients ( ~I) rema.tn on tI'Ie.nPY' as ot· , 
F"~-y lJ, l$a7. or dii &::at.1ents"1niiie 01'ig1nal zlcSovud1ne gm.:p . ~ .'.,; ".: 
I'h:J ent~!'Od tr'02 pl~to-c::nt."Qlled trial, S cont.1.tIJe on thellPJ w1tJ'DJt '. ' 

, ~ &::cd.1ficaticns tor tcx1c1ty. lhe r!skGrac:;u!:-!rag an OI ~:s.ad arter 
19 ft~k.s 0' the:-:.py c:=z,ared to the lower r1sJc period t.t.aen six and eighteen , weaks. n-.. risk or death also 1nc:eased arter 18 weks. T.· CQ.I'at. have . 
c:.nt!~ to c:fecllna with a aear: value ot' at entry, at 16 weeks, 
and at n weeks. 
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