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Abstract

This study aimed to compare safety, tolerability and treatment outcomes between HIV-infected
children who received fixed-dose combination of stavudine (d4T), lamivudine (3TC) and nevirapine (NVP)
named GPO-VIR S30 with the standard separated triple regimen of d4T/3TC/NVP. Fifty nasve HIV-
infected children aged under 15 years were randomized into 2 groups, 25 children in each group. The study
group received GPO-VIR S30 that cut into the fraction of W, I?J, W, and entire tablet. The dosage was
calculated based upon NVP dose of 120-200 mg/m®. The control group received d4T 1 mg/kg, 3TC 4
mg/kg and NVP 160-200 mg/m”.

The results showed that one (4% ) child in GPO-VIR S30 group and two (8%) in d4T/3TC/NVP
group needed to change NVP due to severe skin rash (P = 0.552). The percentage of skin rash grade 1-2 was
15.8% in GPO-VIR S30 group and 9.5% in d4T/3TC/NVP group (P = 0.550). Two and one children in
the study group and control group respectively (P = 0.552) died. Immune reconstitution syndrome (IRS) was
diagnosed in one case in study group and 4 cases in control group (P = 0.157). Nineteen (769%) children in
study group and 21 (849%) in the control group continued antiretroviral therapy through 12 months (P =
0.480). The children receiving d4T/3TC/NVP had significantly higher rate of nausea/vomiting than
GPO-VIR S30 group (P = 0.045). The immunologic outcomes (CD4) at 6 and 12 months were not
different between the two groups (P = 0.503, P = 0.851). By OT analysis at 12 months of treatment,
73.7% of study group and 38.1% of control group had HIV-1 RNA <50 copies/mL, P = 0.024. However
by ITT, there was no significant in this outcome, 56% versus 32%, P = 0.087. This study indicated that
divided GPO-VIR S30 tablet for HIV-infected children was safe, well tolerate and effective as standard

separated triple regimen of d4T/3TC/NVP.
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% CD4, median (IQR) 5(1.0-15.5) 6 (1.5-16.5) 0.838
plasma HIV-1 RNA, median (IQR) 369,000 605,000 0.210
(copies/mL) (168,000-624,000) (187,000-750,000)
ALT (U/L), mean X sD 37.16 25.16 34.16 20.45 0.646
Cr (mg/dl), mean + SD 0.39 0.08 0.37 0.12 0.411
Tasuenasiudanialama
cotrimoxazole 20 (80%) 17 (68%) 0.338
fluconazole 7 (28%) 5(20%) 0.512
clarithromycin 3(12%) 3 (12%) 1.000

> o aw o Jo v a <
* umun‘nauwuﬁ’ﬂumquasmwmammnﬂssmnsmnlwmaan‘ssmnmﬁﬁmqw W.A. 2543

IQR Interquartile range
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M99 2 uamamumm;jﬂmﬁlﬁ%’umﬁmh%’a‘luﬁn 6 LHaUUIN

anmzihe sahsa
GPO-VIR $30 (n = 25)| d4T/3TC/NVP (n = 25) P
farmstiuuianuazidudaanldauen 1(4%) 2 (8%) 0.552
dauAnIsy 2 (8%) 1(4%) 0.552
wagglusunssnmniiau 1(4%) 0 0.312
10NN 2 (8%) 1(4%) 0.552
asnsasusncala 19 (76%) 21 (84%) 0.480
Fane IRS WaLdIsUNIISNEIRD 1(4%) 4 (16%) 0.157

ﬁpjﬂ'sﬂwagmlﬂ%’umﬁnmﬁﬁu 1 98
MAMSAAAD 3 8 LWAINHAMNABIUATY 12
{@BUIUIU 40 N8 Lﬁupjﬂm”luﬂziu GPO-VIR $30
19 918, ﬂ's'j:N d4T/3TC/NVP 21 978 (P = 0.480)
HAaM3SNIT 6 Lﬁaﬂu@?ﬂm 40 518 Mwdala
waasllumsedi 3 ﬁpjﬂm 14 518 (73.7%) Iunéu
GPO-VIR $S30 waz 17 578(81%) ’lunza:u d4T/
3TC/NVP Sulssmuegnuue wazasead
Adherence >95% (P = 0.587) ﬂ'wﬁﬁﬂgmwm
Yminga 2 score @RI 2 ﬂEiN wazluuanans
AUNNEDG (P = 0.725) WaNDIFIUYBNIUIU
waaiadenun CD4 iaduliy 565 cells/aL
(17%) wae 590 cells/AL (15%) Tun@:u GPO-
VIR $30 waz d4T/3TC/NVP ua1au(P = 0.503)
dmsunadi3auesmssnmnlagiansanan plasma
HIV-1 RNA < 400 copies/mL wundiedenen
wuyu OT Tunziu GPO-VIR $30 #n d4T/3TC/
NVP (P = 0.049) ualiiadt@sznuuy ITT wumn
Tufivash@mead (P = 0.156)

nams3nend 12 @au lauaadlluased

"4 WU Adherence ST auR U nq'u GPO-VIR
S30 way d4T/3TC/NVP @@ 89.5% way 90.5%
MuaIau (P = 0.917) rgj@lua LLazl}j"lJ"JElﬂ:luLﬂEl
Fuenanndy iie3esnznuuy OT WunHamMs$nw
WuLieInuf 6 tiau f\i’wmu@?ﬂmﬁﬁﬂ%mm
Th3dlutdan < 50 copies/mL Tungu GPO-VIR $30
73.7% ﬂa:N d4T/3TC/NVP 38.1% (P =0.024)
wanaNaeNited A uatlladessiiuy ITT
Tufivfashdn (P = 0.087)

efm‘%"‘ummﬂsjﬁqﬂssmﬁmﬂm‘lu&gﬂm
Alasuenasy 12 Weu laugashiluasnd s
WU’S’]&;‘IJ’JEI 198 Tuﬂéu d4T/3TC/NVP {52AUALT
Tutiiaud 12 WinannnM 2 tMYaa baseline AN
55 U/L Wiu 153 U/L laUszdinuaydummsiie
ADRUTEAU 2 @Tﬂm’smﬁﬁﬁﬁmmsﬁué’nLa‘u
Lﬁuﬁﬁﬁunma’wgﬂm‘luﬂe{u d4T/3TC/NVP
ﬁmm'ﬁmﬁmumnﬂﬁluﬂéu GPO-VIR S$30 aenaii
HgaAynNadd (P = 0.045) dUIM A Ui
wiltszeu 1-2 wulalnatdaaiu (P = 0.550) Tums
Anwnii lunulusiulafmiiiaund
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M99 3 wEMIKANIISNET 6 LHau

gl
GPO-VIR S30 (n=19) | d4T/3TC/NVP (n=21) P
Adherence > 95% (31¢) 14 (73.7%) 17 (81%) 0.587
Weight-for-age z score, median [IQR] -2.7[(-4.4)-(-1.1)] -1.9[(-4.8)-(-0.2)] 0.725
CD4 cell count (cells/$IL), median (IQR) 565 (269-1073) 590 (250.5-1080) 0.503
% CD4, median (IQR) 17 (12-25) 15 (7.5-23.5) 0.838
Plasma HIV-1 RNA <400 copies/mL
OT (3181)’ 73.79% (14/19) 42.9% (9/21) 0.049
ITT (38" 569% (14/25) 36% (9/25) 0.156
*on-treatment analysis **intention-to-treat analysis
MY 4 LAAIHAMIINNT 12 hau
suhsa
GPO-VIR S30 (n=19) d4T/3TC/NVP (n =21) P
Adherence > 95% (318) 17 (89.5%) 19 (90.5%) 0.917
Weight-for-age z score, median [IQR] -1.6 [(-2.7)-(-0.8)] -1.73[(-4.6)-(-0.5)] 0.735
CD4 cell count (cells/$IL), median (IQR) 689(497-1268) 797 (381.5-1349.5) 0.851
9% CD4, median (IQR) 21 (16-28) 16 (11-27) 0.376
plasma HIV-1 RNA< 50 copies/mL
OT (3181)’ 73.79% (14/19) 38.1% (8/21) 0.024
ITT (918)” 569 (14/25) 329% (8/25) 0.087
*on-treatment analysis **intention-to-treat analysis
il 5 waasaimsliiisszasannnssnm lugiheiisuanasu 12 wau
2Imslufislszasa mndnhia
GPO-VIR S30 (n=19) D4T/3TC/NVP (n = 21) P
NufIviesEau 1- 2 * 3(15.8%) 2 (9.5%) 0.550
adula 7 endau 0 4 (19%) 0.045
ALT LWNZ > 2 LMYUBY baseline 0 1 (4.8%) 0.335

* 520U 1 Localized macular rash 526U 2 Diffuse macular, maculopapular, or morbilliform rash or target lesions
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a 4
AV
NNMSANEUNWUINE GPO-VIR S30
denulasafsudsnueninasgIu 3 sy
d4T/3TC/NVP lywuisaaau LNwWuaIns
aduld / anlsu Lml,ﬁuﬁmé‘ﬁmmmqu d4T/
3TC/NVP wuamsaaduld / andsuie 4 e
(19%) HuaneNoenitadngy (P = 0.045)
¥ d g - - d do
miamseduld / Rauaanenneaunsu
v v ! o lo o ¢
UseMUsSINELIN DS NEIAIIE TRS NHNNUS
v & o - W
Audiadulse, NTM v3aias envaniilawnen
isoniazid, rifampicin, clarithromycin, amphotericin
B, fluconazole, ciprofloxacin *ﬁqmu"lwm
=1 Q( v = o 4 ‘ﬁl' v = Q' dy v
dgndzradsamlvedulaanisuwuiule
' < d A 4 aa ¥ L.
paelsnauiip teszumeaddlaaly logistic
' o Yo ' v 7
regression wuntadeil luduwusaanins
dulaondsu uAMUUANEFNAT UM AN
21vazuasll Fedulszbunarsdnmasly
naa GPO-VIR S30 wumg IRS
Immﬂmqmﬂnqu d4T/3TC/NVP (P = 0.157)
v Y va <
NN UANITH IRS TuaIwsInanms
= 4 ' L ol < =y
dnwiimnu 12 % lunenueessueds gsuia
U Cs | WW
uazazwugUuamsn RS ludnilasugas d4T/
3TC/NVP 81 918 Ltasgm d4T/3TC/EFV 72
8 5udu19% NNLEe Mycobacterium, Varicella
-zoster virus, Herpes simplex virus, Cyptococcal
= % L3
neoformans WWELNALY 4 dUMVLsA wazd CD4
. S o @ P & (14)
baseline MLBULAEIAUNSANENT
= =
MsulSauieuaINaINIsa U
FudsemuengneaAsunIU (Adherence >95%)
NUNNYN GPO-VIR S30 # Adherence UDEIN
@nuay annguazidunnenugsennlums
WUALHAEN GPO-VIR S30 Nilanuaziiiag
Uaauy MNLNULNUNLNATDTUY LaTLFaa
At 1 vV 1 - v Id 1 - 1] a
TBNIULEn VpUa AN UM TULER
laganzsy auagiay 3INTIBNUBBY MSF
ludszmanuynnwundnmmwniagluanuguas

299A58UATT YermenanIatiauuiuazinissu
Uszmuenluaianamlvmssnsanvar®
wamssnmMehsaiiafiaIsanan plasma
HIV-1 RNA 557N 2 NQ) WUNLANANAUBENETE
o w o & ] o
Feey (P = 0.049 V1 6 LODY, P = 0.024 N 12 tADU)
- P . :
Tagmsienzvuuy OT araiiasnndnlungy d4T/
3TC/NVP #a1m35aaulaanisusinnin lawmany
v o ' o ' v
FNNUGTENIN plasma HIV-1 RNA Ausimsnauld
v Al A} @ @ 4
adsulagly logistic regression wun ludanugunus
@ ! ' { a s @
fu ueaslsfamndiodezvnanelSauuy ITT
wuneasIngy luuaneeiu (P = 0.156 71 6 Lo,
~ o
P = 0.087 ¥ 12 t@ay)
= dg/ an v = =~
msdnmilladamuyiaias 12 Wau
%ﬂmﬁnﬂ%mmb%’aﬂaum’a%’nmﬁ'ﬂgqmﬂ LATSEUU
piianfugaluddlaisunuy vy azdunisanas
29U5nahsadhningeaanesfamuuIun 12
= Y o w = T o v v
Wou uazzanfiazasmsAnmiifadnnuniheusyly
mlnanluamnsoaguanuuanaalodany

v
asqﬂuazwmaummx

v v <
msluengaswan GPO-VIR S30 lugihetdn

a ::3' o ' I~ | o <
foaanlaleamsuuaioianulaane Wanuen
o6 wazwamssnwluuanananegasnnsgu 3
< % =
217 (d4T/3TC/NVP) a9ANSLAFBNITNAITHAN
GPO-VIR $30 tiuiananaazuuslanann asien
qmwauﬁm%uLﬁnﬁ'z“iqLﬁumimﬂwaaumiﬁ%ﬁmum
PNAENNWNIZEN uamaNazaisalusmneasulnail
wazazAaneNegasHaNgUduueIIaly AdIsd
msAnwszausn NVP lutdninsulsemuensnuninlse
=1 ::49' ' [ ¥ [ .:4' < v o
vIawaNwnuenmubsa wiasnnnanuludngad

v ‘ﬂl - Y ]
uE]EIN’]ﬂLNBL‘V]EI‘Ul’QIJI“Wm

anenIsnlszne
ﬂmspjﬁﬁ’ﬂﬂawauqmmﬂLwaﬁqﬁ'ﬂﬁTﬁmusﬁué
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