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TunmsFudutaulend reverse transcriptase wardiudonsdatasd DNA vashiia Taavin
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nonnucleoside reverse transcriptase inhibitor asaananalaaluiufnauleni reverse
transcriptase Tasasouardudomsvinarunas RNA- uay DNA-dependent DNA
polymerase aagdfialida HIV-I Taavinana catalytic site nastaulent
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dauunihirasdmiumgasaan da astudulsmusuaadiadau munae Auunito
Budg

muiandsfiu 200 findndu Juas 1 dialu 14 Fuusa udeanfuinmnas 200
fiadn3u

1 dia luiuay 2 a¥s 80 14 Yu (nndihothaainmstiufiwiotusse: 14 Fuusavinunllu
u

mnam dassaunirfivannali@sdau) Tagdinlsznushudundiaarfipéu 150
fiadiniu

uarmuiaga1diu 30 via 40 fiadndu 1 viatuar 2 af doudfuusn udonnfu wali
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amswi Jdasuldmonfinissmungasaauiftacies
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md’uggumans'uaaq_’_l_ GPO-VIR

tHgonag usng . AFUIIUAIULFUITI AT
GPO-VIR® husnnguduhimaadutiadianudalsnavdiaem nevirapine,

en lamivudine uaz g1 stavudine Tagasdnmsundznssulanda m;ﬂla GPO-VIR® s30
uaz GPO-VIR® $40 snnihoud sonhndauaniann asAamsundunssuleavinidusiu
Ay

7A.03.029%a wuuiu al agse aasaddmaad I ansaluivendalunmsdamn
ulBauiay

fhdnnauauasen stavudine, lamivudine uas nevirapine Tusngasuan GPO-VIR® s30
fumstvisnduuinnden 3 ulasrusulugihsdadaianta’

sudiauisite

vinms@nsumufinshinnesauass GPO-VIR® S30 ugihsdaudiaia
2'1a%
mnu 20 aufifhiwiindatiasnia 60 kg uaz BMI agluzha 18-24 kg/m? “hitaaéduen
snul¥sarlahindau ibinaudabialunswusidaa (viral load) inania 10,000

copies/ml fi CD4 cell count aglutha 50-200 cells/mm? fié SGOT, SGPT, AP ‘LitAu
3 whuav upper limit of normal (ULN) ua¥ serum creatinine "itfiu 1.5 wihzas ULN
furaueeg uaiinmsdneidudihaldfunsamnaoatsiiauuafiithayanaduly
TE8]

muBugamindntulasemsidufi (informed consent form) Aauwdindmtasonsids
vihmsideuin open labelled, randomized, multiple dose, two way crossover design
1aaluahy lead-in period fihaouuadinlssvuen stavudine 30 mg capsule, m
lamivudine 150 mg tablet-Tuaz 2 afs uazen nevirapine 200 mg tablet Juaz 1 afa
iy

na 2 dla adsafiuanmshifiodssasdannnistien nevirapine gihailaifiaanns
uvien

nevirapine 1éfumsdatdaniininidedaly Taswisgihaaanilu 2 nguuuugy 5u
sz

il GPO-VIR® $30 Juaz 2 af afar 1 dia Wunannu 2 dewl udvinmsiiu

g:amotaaamnuaamaanﬁuﬁn awru Tuiud 13 Anaidaulddumn, fuan 1 uay 4
T

vaoléduen uariudl 14 iiudathadaafiuan 0, 0.25, 0.5, 0.75, 1, 1.5, 2, 4, 8 uat
12

dHTuomdlédum Tasfinlsenuenudia GPO-VIR® S30 uassduuinndmaduiu 1
ik

wha 14 Fu (wash out period) udvinmsiensiniBinaenyia 3 é Taald HPLC uda
nafu Anarmnnfitvaimondtaumassuanlsafiusalaaliada analysis of
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variance (ANOVA) lagnaeilumssanduanuwiniisudusasaiuia GPO- VIR® 530
uazenéduwniden &a 90% confidence interval rasdandiuuasdiadouacdn
vfiwas

mandauanaas laud AUC, ;, uas Cinax taveNusiazeagtuig 0.80-1.25 (log

transformed data)

Wan1sidy - L )
fghamAmeouamdoinnu 20 au sglade 32 1 (22-44 1) inwinads 51

kg -

(42-59 kg), ¢ CD4 cell count tadafiGusuvihdiu 160.74 cells/mm3, ¢ viral load
wlsfiGueuvniu 214,731.67 copies/ml uamslszdiuAmnniieasmondas
AAUATAAT

Linuaruuandvadnefhfaddeymoada (p>0.1) d’opjﬂ 1, 2 uar 3 dousaams
uRenneu

m‘mtﬁuﬁmaduﬂaom'lunmﬁmﬂnmmoq ssuineeosaseniuuacm nevirapine,
lamivudine uaz stavudine snuaéiu

15000

L
€ T
= 9000 495
5 i
k-
g 6000 -
% 3000

0 T T T * v =
0 2 4 6 8 10 12 14
. Time ¢hr)

7 1 msufoufsumuninfiuadouaso nevirapine Tuwanan
Aardien sswioe GPOVIR® wazenidenduuuy

2500

o 2 4 Uh ('“'33 10 12 14

i 2 msulsufsuanudindivadorasen lamivudine Tuwaisn
http:// 172.19.1.7{rdl,o‘inbanétfweb{htmlfphanna_GPO—VIR.hlml 20/5/2551
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Anadneq sevinae GPO-VIR® wassidonduuun

d4T concantration (ng/mi)

L =

]
Time (hr)

i 3 mauBsufouaiudidivadosacn stavudine Tunwanain
Aaidie sewinam GPO-VIR® uazeudienduuny

#1 90% confidence interval yasdasiadunasdnadauas AUCO-12 uay
(Clggzansfomed data) wasen nevirapine agsimig 0.89-1.15 uas 1.00-1.16 My
zil“lr:mivudine agsying 1.00-1.16 uar 0.93-1.30 enudeiu uaz en stavudine agj
;8:;1: 10 uaz 0.92-1.31 auaéu datfuen GPO-VIR® S30 fianuwvindtaududuen
fluuuuéin

_lanansaedy

1. sA.a5.020%q wuniu ol agsen. Funuramsuinnfisufhinnouauasm
gediu affuuarudnfulumngasuay GPO-VIR® S30 fumstiséduunnden 3

HuAulu fihodaiaanlad. 2547.
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Food and ‘Dmg ﬂdtmms!miwn

iinistry of Public Health, Thailand
GMP CERTIFICATE

Ref. No. 1-2-07-17-06-00039 ~ Issued on: 15 MARCH 2006

It is hereby certified that

THE GOVERNMENT PHAR MACEUT[CAL ORGANIZATIOI.

"“5/1 RAMA VI ROAD, RATCHATHEW:,
BANGKOK 10400, THAYLAND.

is Icga]ly licensed as the manufacturer of pharmace.mca{ Spcmaltlcs and that its productions ar
under the supervision: of authorised pharmacists.

It is also certified that this manufacturer conforms to all the requirements of the Thai Good
Manufacturing Practices (Code of Good Manufacturmg Practices of the Ministry of Public- Health)
‘laid down in accordarce with recommendation of the World He.alth Organizatiov, in the followix:;
scopes:- . s

STERILE PRODU'(:!‘S -~ SMALL  VOLUME Li{QUID DOSAGE FORMS
(ASEPTICALLY PREPARED AND TERMINALLY STERILISED)

STERILE PENICILLIN PRODUCTS - POWDERS

NON-STERILE PRODUCES (POWDERS, TABLETS, CAPSULES Lmnm NOSAGH,
FORMS, SEMI-SOI.ID DOSAGE FORMS)

NON-STERILE }'3:NICILLIN PRODUCT:; (POWDERS, TABLFTS CAPSU +8) °

- This site does not produce Cephalosporin’ p;oducts, Sex ‘hormones and Anti-cancer productsA

-veterinarians and other licensed pra\'ctiiioncrs, but not to be used for pnblic advcﬁispurposc)

Post-Markmng Inspection Dihshn L
Fuod and Drug .-;dmtmstrauon. Ministry of Public Health 88/24 Ti 1 Road, I“ thaburi 11000, Thail ]
: 121.%“25907315.?“-&6525913439 AR : Talp
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76 weeks study of safety and efficacy of a simplified fixed-dose
combination of stavudine, lamivudine and nevirapine (GPO-
VIR®) for the treatment of advanced HIV-infected patients.

Anekthananon T.', Ratanasuwan W.!, Techasathit W.", Suwanagool S.!, Auwanit
W.E

"Faculty of Medicine Siriraj Hospital, Bangkok, Thailand
’Department of Medical Sciences, Ministry of Public Health, Bangkok, Thailand

Objective: To determine safety and efficacy of a fixed-dose combination (FDC)
of stavudine (d4T), lamivudine (3TC) and nevirapine (NVP) in treatment of
.advanced HIV+ patients (pts). : 3

" Methods: Opeﬁ-label..prospective study on antiretroviral naive HIV+ pts who
received FDC of d4T, 3TC and NVP (GPO-VI R®) (with 2-week, lead-in NVP
. treatment). Pts were followed up through week 76. . 5

Results: 101 pts were enrolled (Table 1). Changes of niean viral load (VL) from .
baseline (BL) were: 2.6(0.6), 3.6(0.7), 3.6(0.6), 3.7(0.5) logye at wk 12, 24, 52 and
. 76 respectively. Overall virological responses at wk 12, 24, 52 and 76 are shown’
~infigure 1 and 2. At wk 76, 68/101 pts (67.3%) [intent-to-treat analysis (ITT): Sk
‘missing = failure] and 68/72 (94.4%) [on treatment analysis (OT)] had VL'<50 -
copies (c.)/mL ; 70.3% (ITT) and 98.6% (OT) had VL <400 c./mL. ‘When BL VL
" was considered, there was no significant difference of treatment response (i.e.,
. VL <50 c./mL) between pts with high (>1 00,000) or low (<100,000) BLVL -°
(P=0.357). Median (IQR) CD4 at 12, 24 ,52 and 72 wks were 114 (59.25-187.75),
146 (84-197), 219.5 (149.75-281.25) and 246 ( 177.75-351.5) cells/mm®
respectively (Figure 3). Adverse events (AEs) are shown in table 2. Twenty pts
(20%) discontinued therapy due to AEs possibly or probably related to GPO-
VIR®. Eight pts (8%) were lost to follow-up. ' ; -

Conclusions: Fixed-dose combination of d4T+3TC+NVP (GPO-VIR®) was well
tolerated and effective through week 76 for the treatment of advanced HiV-
infected patients. : :

o O GPO VIR T8 weaks shudy for 3™ IAS 2008.docn 1507
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Table 1. Baseline dernographics

Characteristic n Mean (S.D.) Range Median
Age (years) 101 33.8 (6.8) 21-53 32
Male 54 (53.5%) ”
CD4 (cells/mm3) 101 58.7 (57.7) 0-191 39.5
HIV RNA (copies/mL) 98 334,671 (247,131) <400 - >750,000* 265,933
< 100,000 19 (19.4%)
>100,000 79 (80.6%) :
log HIV RNA (copies/mL) 98 5.3(0.5) <2.6 - >5.9 5.4

* One patient had baseline HIV RNA <400 coples/mL

Fig.1 Overall virological responses (VL<400 c./mL)

-
-
o

HIV RNA <400 c./mL

Proportion of patients with e

of GPO VIRt T6 weeks siucly for 37 IAS 2005 docft USOT
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Fig.2 Overall virological Responses (VL<50 c./mL)

100

Proportion of patients with
HIV RNA <50 c./mL

VIR T8 weeks study lor I IAS 2005.docn 1807



Table 2: Adverse events through week 76

Total (N = 20) 20%
Rash 12%
MP* rash 6%
MP rash + fever 3%
Toxic epidermal necrolysis 1%
MP rash + hepatotoxicity 2%-
Grade 3 or 4 hepatotoxicity %
Fever ; 7%
Neuropathy 1%
Opportunistic infections** 4%
Severe hyponatremia+seizure 1%
Symptomatic lactic acidemia 5%
Lipoatrophy : 13%
* MP = maculopapular

**2 Tubercilosis, 2 nontuberculous .
myeohgcteﬂcsis d '

écalpiasghpaGROVR '0 VIR 76 woeks study lor 3" WS 2005 doc 1507
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