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You ewre snvited o participaie {4 & resesrch study of & mpew
isvestigational anti-hepatizis 3 druy, flaluridine (LYI032356, PIamY.
This druy bas bees used o treat chrosic hepatitis B in 54 patianty, fow
up to 28 days and has Deen vell tolerated. However, it has had limiked
uae ix dumans, apd limited use for prolonged periods of time. Yout

in this study vill last 17 o 29 montha and will include 16 Lo 16 pisdhm
to the doctor. Approximately 35 other peeple Will alse de in this Tody
ar thiz site asd one other.

Your dazector bas explained Lo you that you Rave eironic hepanitis B e
purpose of this study is to deternine whatber zwe differsnt doss of
FIAU given at different intarvals for 39 davs are effective ix re SEAE ]
or elimisstisg the Bepatitis 3 vizus. You will be follovad Fop twe
Years alfter you stop taking the medication if you Denmefit from ihe oy
ATug or for i year after you Stop faxing tie medicaticn Lif Lests 0wt
show sufficient isprovenent. ’

TIAU i3 s oral (syrup) mediecaticn which is 2z antiviral sedic
3cting o inversupt the virus‘s akility to reproduce itsel?. i
tods study you will not be alloved %o taka any imsunclegic tlerapy
porticostersids or Isuras® lasgtliioprise) ), other investigstional
Eherspy or astiviral {e.g. Intzoa® A {iaterferon alfa-ab;, acyelovi
psed in the study. Only FIAY, a drug being investigated for tr
patiests wich hepatitis B virus vill bs given te vou in this stud

&v@ difZerant total daily doses of FIAU will be studied. {11 ¢.
body veight daily asd 2) .28 ny kg body walght daily. In anch of
E;a dose groups, there will be 3 subgroups - A) Patieats vho tak
tae daily dose ONCE A DAY; 8) Patients vwhe divide the total daily
faking ix TWICE X DAY, and C) Patients vho divide the total daily dosse,
taking i THREE TIMES A DAY. Thus there are § possible dose
chedules. You will be aaxigned randomly (that i3 by shamce te ¢

hZeds & traatmest groups. You will De imstructed i3 hov and vhek o
® your spesilic dese. It alould Be taker oz ab sEpty stomss .
ezt sne hour Defere estisg, or At least 2 hours aftar saking.
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CoPEaAn/HEPATITIS 2
’ i‘,;gnn ¥. Kaplan, HD

| pAOCLGURES 10 RE FOLLIIED

: wave previcusly been evaluated, and the resulis of your examijanies

" amd laporatory values indicate tdat you bave chronic hepatitis 3, yug
you &2 mest all the entry reguirsients required to earoll is txis “;:;Qg,“

: ;;;pxgx&:&xteiy ene weaX Defare hggim&g&g trestnent, you vill Bave & livew
 pispsy if yeu Bave :{m’?’hd & liver biosp¥y, that ve cad use, Witdln gke
D past year. XA liver biopsy means that the skin on your right side wiiy
pa sunbed a8d & teedle will be inserted to Temove 2 small piece of ligen
vissue. You will be instructed in breathing techniques T2 made th
procedurs sasier and safer. After the biopsy you will lie an your,zig
. side ror several bours. ¥ou will Rave to remain at the hospital ¢
 approxizataly oze day for tiis procsdure. Al your blood will bejdram
‘for analysis. One of the blood tests will verify that you ard net
 infectad with the puman lamunodefisisncy wirus (MIV), which ol jctmm
AIDS. A separste consent form will be signed permiziing us %o tegt e
[for HIV. Your doctor has sxplained ths riskxs asd densfits of the tewt
for RIDS. OCther Blood tests will verilfy that you ade nol (nfwcted wviwa
‘pepatitis € or D virus, Based oz the results of your liver kiepsy., yoe
“will be enroiled in the study at x visit approxizately seven days Lar .
you will mot est after dinner o3 the day before your admissios visit mmd
will not Bave breaskfast until after you are seen D& next porning. MM
ithe adsission visit, chest X-rays, a EXG, yvour medical histe
currest assessBent of Your symptoms vill be obtained. In additign, it
cyou are & faxals capable of davizg children, you Zust 2ave 3 ne Tiws
‘pregrassy test (urine testi defore you may De eursiled in the
‘Frior to recaiving your first dowe of study drug, your blood wil
;drawn for azalysiz sxd you will previde s urine specimesn. You
ireceive The first dose of ytudy 4dreg at the Jospital and bloed Wi
Idrawvs imnedistely bDefore the dogse and at ¢.5, I, 1.%, 2, 2.5, 3%,
asd 8 hours alftar the dose. s addisies, you may have additional
dravn 8T 127 wnd 24 Mours aftes the dose depanding on the Trsatzent
ta which you asre assigned. Follow-up gvaluations [laboratory
clindcall will ccour om Day 7, 14 and 11 of your irsailent perd
Bay 7 and Day 1&, your blosd will be drawn right befure your
‘done. Tie night before thesa wvisits, you will ot eat afver dfinsew
angil your visit the pext soraing.

At your Day 21 visit, you will take your morsing dose of study 4r
‘the nospital and your blood will be drawa immediately befors the
Mad arter the d084 &% the same intervals as your Zirst wisit. Afg
bave taxes ooe msonth of study dzug therapy, you vill begin mo \
Wrisits o the Respital. You will costinue the mosthly wisits, yhieh
Mill involve a physical exssination, current asssesszest of |yow
Wymptoms, Diced tests and & urise test, until you finmish taking| youwt
Qﬁ;twg medication., Yeu will then have & visit to the bospital ewpry R
DEthS . i3

bne year after you have cempleted study drug therapy, you vill Byve &
liver diopsy, if your 1sb tests show tiat you have benefitted frop the
drug and vou will contisue to see the physician every six mostis foy @
mors year. If your lad tests show thal you bave not benafitted frop .
5?’4&? areg, your physicism will {zstruct wou on vhes your next imit
will be. Blood draws for sach visit viil reguire approximately %
tablespoonsful (30-60 =1} of bleod. ALl evalustions apd ladorjesdy
teats for this study will be fres of clarge.
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TIAU/HEPALITIS B
darshall M. Kapian, MD

{ During yeur dosing pericd, the fivst 3 sontde in the study, you wiil
'bring your study msdication bettlels] willd any rexzaiming sYrup stiil im
them te the mespital and give it to the person desigaated DY the 4oohes
‘for recording and collesting or reissuing drug. You vill be gi¥ven &
!#lew sheet of your spacific appoistments, dates and imstrustions,

{Thare may De risks for you it you agres to be in this study. rxxé id »
imew izvestigsticcal drug takan for 14 te 28 days By 54 patients with
‘ehronic hepatitis B. A additvional 300 patients bave Desn treatqd flon
lup %o B veaks with a similar &ruy, FIAC that is tursed isve PIRU im
 Bumans. Botl 4rugs appear to Bave similar side sffects. Thes sidp
lwffects are primarily nausex and fatigue but may include stomach jpaim,
twomiting, beadache, and suscle sches. Changes in laboratory tes ik
imsasure Liver, Xidsey, andd suscle funstios, snd anemia have] allss
‘oesurred. These laberatory changas are sypected Lo ilaprove, o8 £
.study drug is stopped. I laberatory test animals given extremel iggg
‘doses (suchk higher than in this study), changes in beart musel

‘monreversible toxicity, skeletal nauscle, the formstion and producties of
[ apers, fetal desvelopment apd kidsey toxicity Bdave Daes sud;,
'additionally, chromedenal changes Rave been detected iz mice givey high
idoses of FIAU. The affect of this in dumass is unknewa. Becauss thim
(ArUg may penelrats the ARin and Deacoss incerperated ints your ¢ pet
‘materisl, you should use caution iz handling tie medication and vaeh
 throughbly with soap sad water should it come iz sontact wisth your skis.
‘The majer elfects of liver biopsy are pain, fainzing, bacteria i=
imlocd, puncture of an interzal orgas (viher than the livery)
.bleeding. Lecal pain asd discomfort ar the liver blopsy site ¢c Y
‘t sut of § patients, is wawally mild, and lasts 1 o 12 hours., Fajnt
‘and bacteria is the dlood scour im 2% or less of the patients bilegsi
fpuncture and dleeding are wary rare.
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{asked o have & thigh muscle biopsy. This will be done uader [logs
ignesthesis At fc expense to you. This precedure may sause t

E:g the event that vour blcoed teety suggest damage o muscle, ?O:‘I:
i
{discomfort at the biopsy site.

—

f!c&s minor discomfort iy caused wvhes hlood is drawvs from wY (¥
Bleeding, bruising or infection may Also cccur at the site whered
jaxsples are obtained.

f a1

‘Iz addition to these effecty, other unpredictabls dad effects due o
(atudy 4Tug or test procedures may ooour.

12 you should have an adverse effect any time during the atu
:should tell your dector lmmediataly. Asy sew significast inds
developed durisg the course of this ressarch which Bay changs yo
1to comtipue in thia study will De provided te you and to the doegor.
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?IAQ}X}: PATITIS »
Marahall H. Eaplan, MD

Fou MEN ASD WOMEN OF CEILUSEARING POTENTIAL:

*he sedication usad in this rasearch study may insvolve risks to yeu er
to an aabrye or fatus if you are pregihant at any time curing the stuse,
I¢ you sre preguast or aheuld you intend to Decome pregnebi, you sjoudd
got be sarolled in this study. Nales sdould alsc mot father & ¢hild
whiles Gn this atudy. If you chouse to participate, you nust use
adeguate birth contrel o prevest pregnasey during this study, yhii? you
Are on study Belication and for 3 months sfter the astudy anadastiwi s

ptopped {up %o a total of € momths). Meguats nethods of Contracegtisy
sciude birsk coatrol pills, diaphragss, or cervical caps, used iwiky
ontraceptive jelly, cosdoms with contraceptive foam, JUD*s
intrauterize devices), Norplast®, or abstisence. Should you beccus
reognast at aby tinse durisg this time frase, you must lmsedixtely nqtify
ur physicias, and your participsticos in the study will be termingtad,
3 preytancy test will be perfermed pricr o your earellment iy the
ytudy.
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It is not xsows whether vou will Bexnafit fros this study or net.
Pacause you bave chronic hepatitis 3, an isfection for which dq naw
druy i being considersd as therspy. you may sedically Bezmefit Ny the

rrial or compliete healisg of your isfectisn. The study say slso Be of
§¢ax£it te sther patients witd this type of infection in ths Futy

3

by
33 xn alternstive wo parsieipation is this siudy, you may e r
Yith interfercn. You pudarstand that you sould shoose this drug ¥
than participate in this resesrch study. Therapy Ior chraniec hega
§ ix limited. oOniy intsrferon~alpha-28 (Iatyom-Al is approved i
gnited States for the trextment of Zepaditis 3. You understand tiaf yes
suld ghossae this therapy rather than partisipste in shis res
wudy.
i

%aizc you srs esrslled in the study, durisg the medication plas
ays] and the fsllov up perdod {up to 2 years arter medication) s
urisg the one week prefrsatsant phase, all labaratory tasts, hosp tal.

dutpatiest clisive and prysicias charges vill be provided teo you

gost. Y3 addiziorn all study medication will be providesd o you
dost te you or Your inSUrance carrisr.

I you have any guestionax or problema durisng this study, you may K
. Marshall Faplan &t {6€17)~356-35877. Eitler Re or sz assgciate ;:z

available to answer your guestiocns. You say coatact the gI Offl
linfeml Trials at (617)-956~4512, eitzer study nurse may alsc '
ssistance. I5 the event of xa emergency, call (€17)-9S6-5114 and ask
Sor the M@ Fhysician on Call” snd sxplain to the physician that yo
& part of this study.

wed 1758743
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IAU/EEPATITIR B
Earshall M. Faplan, MR

¢ FARTICIPANT 'S ETATENENT

i Rave rasd this consent form and bave discussed with Dr. M. .
ar his reprasestative the procedures deseribed abovae. I dave bes
the opportusity te Ssk questicns, which Bave been ansversd to my sa
wion., I understand that any guestiona that I pight have will be afsvete:
werbally or, if X prefer, with s written slatement.

f understand thet T will bde informed of any zew findiags developed ie'azm
the courss of this ressarch atudy. '

2{ undarstand that =y participatios is velumtary. I understasd that| I me
refuse to participate in this svudy. I alse understand that L2, fer A
rhaason, I visk to discontisus my participation im this srudy as vimma,
Tiwill Be freae to do so, and this vwill Bave 59 effact on 87 TULUTW CACE o
tisataest by 2y physicians or this bospizal.

Yiunderstand that in the svent I become i1l or am indured as a resg
ax periicipation in nhis study, medical care vwill e provided to u4. If
I'follow the diresctions of the doctors in oharge of this study and I NHecum
i1l er am injured Dbecause of the study d4rug or besause of & prépesiy
parforsed study procedure, E1L Lilly and Couwpady. the sponsor, will pay twe
aidical expesnxes for tie treatsent 2f the intury ar Lllzess whichd
cgeered by =y sedisal insurasce. I understasd that no othar compes
fi‘g sucd ipsury or illsess otler thas for nmedical trestoent will e
¥

vided.

12 1 have any questions cobeerning sy righis as & research sublect id tiris
study, I may contzed the Busan Investigation Review Committaa 3% (1730958~
7832,

b4 %a*n beer fully izformed of the above-described study with ity risxle and
hegeti:s; and I hereby sonzanst o the provedures set fortd above. A capy
of imy sigued zofisent will be Teviewed by & representative of 214 Lilly msd
Cogpany asd  will receive 3 copy.

I understasd that 83 a participamt in this study ny identity and xy nedicw]
records and data relating %o this resesrch study will be Xept confidex biad, !
SXGApt a3 raguired by lav, and except for inspections by the U.S. food am.
o Adsinisuration whish regulates izvestigational drug studies, and tiel
‘%}, spessor,

approved|1/36:93
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