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Abstract

Objective: To determine the efficacy and safety of a second antiretroviral regimen in patients with failure from
the first regimen compared with those of the standard second regimen of antiretroviral regimens according to treatment
guidelines of the World Health Organization (lopinavir/ritonavir (LPV/r)+2 nucleoside reverse transcriptase inhibitors
(2NRTIs)). Method: This study used a systematic literature review and network meta-analysis. We searched randomized
controlled trials (RCT) in the Pubmed, Embase, Cochrane Central Register of controlled trials, Clinicaltrial.gov, and the
International Clinical trials Registry Platform databases from the inception through December 2020. Results: A total of
7 randomized controlled trials with 3,819 participants were included. All of these patients had failed the first non-
nucleoside reverse transcriptase inhibitors (NNRTIs) -based ART regimen. The duration of the study was 48 weeks for
efficacy and safety, Control group was patients with a second standard regimen (2NRTIs+boosted protease inhibitors
(bPIs)). The findings showed that the most effective second antiretroviral regimen was 2NRTIs+DTG with a significantly
better viral suppression than the standard second control regimen (RR 1.14, 95% CI 1.04 - 1.26 and RR 1.20, 95% ClI
1.10 - 1.31, respectively). In terms of gastrointestinal side effects, 2NRTIs+DTG was safer than a standard second-line
regimen (RR 0.25, 95% CIl 0.13 — 0.48). Conclusion: According to Thailand's Guidelines for HIV infection Diagnosis,
Treatment, and Prevention in 2020/ 2021, TDF+3TC/FTC+DTG formulations are currently recommended in patients
starting antiretroviral therapy for the first time. However, non-DTG antiretroviral regimens are still used as first-line
antiretroviral therapy in some patients. As a result, this study can provide useful information for selecting second-line
regimens that are both effective and safe.

Keywords: efficacy, safety, second-line antiretroviral therapy, HIV infection with treatment failure, systematic review,

network meta-analysis
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ﬁﬂ’a'ml,?{mlun'mﬁ@aﬂ@gaaaﬂmnmﬁmﬁ:ﬁ 1eun
NNTAANITANBINAT 1 wIUG18819%88nN31 25
percentiles MIdansAnmlunguizinansleazs uaz
NNIAANTANEINA28E19032AU CD4 Nikasnin 100
cells/mm?

a 6 A a € A A 1

NMIIIATIERIBIABNTAATIZH AN ULATDANE
A a & a a a A
FadunisianzvadvindSouinsuniiannain
818 (mixed treatment comparison: MTC) NEWIUNE
JUNANT (relative effect) VaIN19LAONGATS § HIBAINY
o o a ' aw 2
FUABTLEILAT0T180IWITHAN 9 DI9ziinTTW
WANFIUNIIATI (direct evidence) NUNANFIHNIEBY
(indirect evidence) INAIBNULNDATIVFOLFNNAFIU
AMNALARING (similarity or transitivity assumption)
PYBIRN BTN IANBNLUTI U UTERININIATANTA
9 1auRa1TaNINNANBILVDIUTETINT MTIANIANT

= =2 o Aa ° [y
FWDINUNINNTANEN wartadaniuarinlvua
= = ' o . ' =
NNIANMIAANUULANGENINY (effect modifier) 310013

A A o oA . ' =2 ' A
AznefvnfisununIa ldseninamsdneds g nag
lutn3atne (24)

N5UTELAUAMNANILUUINNNAVDILARS
miﬁﬂmgvloﬁ”mn forest plot LazAIN1IFHG law
wn3nsflansaiianfisaliuinigaluninaseuainu
@19UUL Aa Cochrane chi-square %3871138N71 Q test
MINARDUANNAIUULRTINUARNNAZINIT N13dANm
nﬂaﬁ'u@auﬁ'lmw"aﬁ'ﬁLﬁmﬁ'mmzi'@mm@ﬁﬂ%wa

a [ A o ' . & ' <&
WWuInw lag P N3iaandn 0.05 195737 AN UL L
JunaudnufAyn9gia ued Q test AT nasAny
fa n1siiiaan19adi@Nan (poor statistical power)

f

' A ° o Pz
Tasianizagnedalunensiwinnsdnsay alu
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v @
@ AA o =

NWITLATIRTSwIUNIAN IR e SainnuaLn I
ﬁfﬂéﬁﬁ%ymaaﬁﬁﬁ 0.10 (25) 320AUNIINIIHIAN I
fo srfienuligenndasvasnamIanEswiasunan
fauliduwenwuswionnuarsuuy (Jusdanls
vandIunmvasanuudstan Nounatduaisasas
flenaaud 0-100

Nwisuasidssiusaianu lisoansasues
nan13ansauitasunandanuliiduianiuinge
anuauwuy (12) laslslysunsy STRATA version 16.0
AR pairwise meta-analysis LAZIINNANTIATIZR
\Worszifiunisluiaans (fixed effects model) uazluiaa
UL (random effects model) wudniidn 12 denunnni
$ounz 25 lunasnwinannsludndszinsuanazainy
ﬂaa@ﬁ'ﬂmaumﬂ“ﬁmﬁ’]uﬂa%’maﬂa"ﬁgmﬁam Wawy
A1ANALLY dasRTIn ARG UaINIIAaAIN
AU LT mﬁmsw:ﬁmjm’aﬂ Faauispiily
svsarnldifiasannismanmseinun e

MILERONAN TR ANWIATTY (25)

A o =

@98 1) network map waasn1sidIsuNuN19LRen

sulaninua la ﬂl‘ﬁ;ﬁﬂ WUULAS BTN BRIMILAaNNT Yl

]

MNNANFIUNIATILTaNANY LihLanauazaTLeg)
lunsWi@eanu 2) league table LIUANTIINUFAIATHE
guinsvasnndIsuiioulundazduliouifioylu
NAAWSNILREN@1 § NFinwA 3) forest plot AN T4
MWLRAINATINVRIN TR AN wATaTY LNal
U J = = . 1
gldgarauunndu lasSonfisunugasenguaiugu
4) surface under the cumulative ranking curve (SUCRA)
WunmIneanuweanIsaasauauinzsdusasnaidn
& da a a a & o
madenfiduszininmwanniiga lasmanuiuiosas
& Adg o o o o . .
YasfunlansinnsIadauazan (cumulative ranking
curve)
a % A [ &

midszifiugmninnangiwdidszindlu
NIANBIRIIBITUNAAINLUINIIUJUAN9ARAND
Wasnldanuddyiug A TnTaInangIwNIg
Frnsluudazdadianun1safinauiwIng Grading
of Recommendations Assessment, Development, and
Evaluation (GRADE) ‘Lot m’m"l,&igﬂﬁad (imprecision)
aulisaanaadny (inconsistency) AN L3 TALIN

(indirectness) LazaARINNANIANUN (26)
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U218 qualitative synthesis (systematic review) ¢ @
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wiounuudszoziiarlunisfaarunandatiios
(EARNEST Trial) uaz 1 a1y ﬁiaﬂﬁmju@”’aaﬂ’mﬁ
au mmmﬂmqmmnﬁ{mm (27) WRadwInmIAnm
A msdssdneAnnweietnediwin 7 au 998
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NI NALITDINNTAUAUAILAIAY (n=T7,740)
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ek 9 ﬁﬁiﬂ leﬁﬁﬁlﬂmu economies by per capita GNI
in 2012 §9%l ﬁﬂumjuﬂszmﬂﬁﬁﬁrJvl,@Tﬁmnﬁmamga
Molege Urunanauszdn §81wan 2 a (28-29) 3w
duanalad 1,168 1o (Aaiduiasaz 30 vaing
faEnsnanua) uazdn 5 atu (30-34) unduilszina
Meladvrunars w1 2 2ty (30-31) I8 I1UIN
@10819 408 518 (Aaduiesaz 11 vaangudaladlg
ﬂgamm) LL@:ﬂEg:ll‘]Jizmﬂi’lElvlﬁ@‘%’lﬁ\‘iﬂ’l%ﬂmd AWIN 3
Ul (32-34) TININWIBA0E19 2,243 T8 (Aatdusas
8z 59 maamjmﬁaﬂ'nwg&m@) Fawudn mIanmdIn
1my"ﬁ"»hLiwuﬂ’iLﬂswzﬁifuﬁﬂuéﬁashomﬂmjuﬂ‘szmﬂ
seldenAstunans
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37.32 lawn3a 3.11 T uazdinsdsaidnludiuvas
anuswdalunIsudsemuen (adherence) fatdusas

82 100 2a9M3ANE

fneenidioanin duplication (n=1,715)

1. llifedesiuidoamdngs (n=4,659)
2. ladlg RCT (n=348)
3. wadmaTliALeq (n=978)

1. ngutheAlszenslifetes (n=19)
2. wadndnliiiendes (n=3)

= 3 liifinsuSeuidivungy intervention fiaula (n=1)

a. dhumsfinwiigaliiatadu (On-going/Active trial) (n=8)

1. m3fnwiljluuuimilousaiszzaIMITenuna (n=1)

win (n=1)

3U 1. wansAalianmsfnmNtdmTiienziafuuuuuiaiating (PRISMA Flow)
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A1519N 1. a@ﬂﬁnwm:ﬁ'ﬂﬂmmnsjué’aamwadLwia:miﬁﬂmﬁﬁwﬁmm:ﬁwa

%a;‘ifl,l,@ia/miﬁnm | qmmﬁm‘b%’a dwm ey @) iwewds TZUZINNT 550U CD4 1 32@U viral loadfl myIaay
gm‘ﬁ'aaa A28 (F0882) Vlﬁ%’umgmmn Suge Sugndulhse,  swfolumaniuen
() (Laau) vhi?ﬁ, Cells/uL  Log10 Copies/ml
Aboud M./DAWNING 2019 2NRTIs+DTG 312 37.5 (9.1) 37.2 21.6 (12.1-57.73) 125.89(3.16) 4.2 (0.9) Morisky Medication
2NRTIs+LPV/r 315 38.7 (9.4) 33 22.7 (11.25-49.88) 158.49(2.51) 4.2(0.9) Adherence Scale
Bunupuradah T/HIV STAR 2012 LPV/r mono 100 368 (6.8) 326 216 (13.2-48) 194 (123) 44 (06)  MINPNUGILN
TDF+3TC+LPV/r 100 382 (8.9) 515 27.6 (14.4-48) 211 (134) 41 (06)  Hthuy visual analogue
scale
Bin Su./TALENT 2020  ABT+LPVIr 106 40.1(11.3) 265 259 (11.2-50.4) 239.5 (184.6) 3.8 (1.0)  MINBNUMBA
2NRTIs+LPV/r 102 396(11.1) 272  31.1 (10.7-66.1) 233.7 (162.1) 38(1.0)  Hihwvisual analogue
scale
Ciaffi L./2LADY group 2015 ABC+ddI+LPV/r 145 38 (33-47) 72 52 (37-68) 195 (100-288) 4.6 (4.1-5.1) LUURAUDINLAZNIT
TDF+FTC+DRV/F 154 36 (32-45) 69 45 (32-69) 153 (81-261) 4.5 (4.0-5.1) sudiam
TDF+FTC+LPV/r 152  38(34-45) 74 50 (31-68) 199 (99-318) 4.4 (4.0-5.0)
EARNEST 2014 Pls +RAL 433 37 (30-43) 61 48 (34.8-66) 70 (27-142) 4.87 (4.4-5.3) WUURALUDINLAEZNIT
Pls_mono + RAL 418  38(32-44) 51  46.8 (31.2-64.8) 70 (33-149) 4.85 (4.33-5.32) wuLilazn
induction
ONRTIS+LPV/r 426 37 (31-43) 62 48 (33.6-64.8) 72 (29-143) 4.83 (4.3-5.25)
La Rosa./SELECT ACTG 2016 LPV/r+RAL 260 39 (34-44) 519 492 (26.4-75.6) 178 (170) 46(0.8)  MINBNUKAGILD
A5273 Study Group 2NRTIs+LPV/r 255 38 (33-43) 496 48 (26.4-72) 182 (160) 45(09)  #ihsies
SECOND-LINE Study 2013 LPV/r+RAL 270 38.4(31.9-444) 474 42(24-68.54) 190 (104 -307) 4.2 (3.6-4.8) MITLINTUHAAILA?
Group ONRTIs+LPV/r 271 385 (32.9-44.6) 424 396 (21.6-64.8) 189 (80-289) 4.3 (3.7-4.9) Hihwuies

1: dad (SD) wia iTug 1w (WFBBeInI0|Nd %38 interquartile range (IQR)) lag IQR azszidutig

719




TunwuioRansandady CD4 VOINGWY
fraanudn seau CD4 Asuendulsmerledvinny
171.97 cellimm® §m3nmn 1 aty (16) NALaaV89
560 CD4 m ansuduednlisaenled esnin
100 celll mm® lasddwinalatng 1,277 e (Faidu
Toauas 33 maamjm‘i’aam\mzmm) sz 1 avl (30) NF
ALafgvasszey CD4 o msududwhiaesles
¥INN31 200 cell mm3 lasdd1uiruarat19 208 318

v
' [ A

(Farduiasnz 5.44 V0InguAIEININNA) uasinde
5n 5 a1iy (28-29, 31-32, 33) NALaAVEIIZAU CD4
yozsuaugduhimesled waunin 200 celll mm?
Tapfidrwinaradng 2,344 e (Aardusasas 61.11
maumjuﬁ'sarjwﬁmm)

TumwsudaRansoneiade viral load o]
L%T'wmﬁwu'lﬁ'mmvla?gmﬁam wudwagﬁl log 4.32
(log10 copies/ml) #38 20,893 copies/ml WaRans
é’@mumaagﬂmﬁﬁimﬁ viral load ¥711731 100,000
copies/ml WU AM3Fn®1 1 iy (31) ﬁﬁﬁiﬂmumju
frag1atasninnIainnusasas 10, MIAN®I 4 A
(28-32) ﬁﬁﬁ‘hu'sumjmﬁ‘mmﬁaﬂa: 10 — 30 a2
MIAN® 2 Ay (16,33) A3 wInaratennninsasas
30

dulnaluniwsiuwudn ngusragrafiinan
Jia31z%d A1 virological failure (Ratdwiasaz 100)
n3fin® 5 Ay (16, 29, 31-33) 'l ldszydrelungy
NRTIs ﬁ;jﬂ'mvléﬁ'umﬁau F9dasdnmIRNIITINTIIAN
msﬁnmimn"’mzmnmﬁggﬂaUVL@T%‘Umﬁmmﬁau 1o
"uaamil,%'ulfml,wia:ﬁﬂuﬂﬁju NRTIs uazfufifinng
ﬂmﬂw”uﬁﬁrmmaﬁﬁwmmmnmqmmﬂ LWt
w’amim'j']mgmﬁaaﬂumjm NRTIs milﬂumﬂ@:ul@
Fazimanzaunughoudaze

neuwiseinunld nsldedunlsmes
Vl,a%'gmﬁaam%ﬁm 6 §ATIN I@mﬂ%mmﬁﬂuﬁumgm
fimasfiduanasgiu Aa 2NRTIs + bPIs szoziaaly
msﬁnmwaﬂg\mmayjﬁ 48 glon% wainsAnsves
EARNEST (16) Ndnmanuissasnsluslensin 96
wasfnwdszintnwaasmsinenludlanwn 48 uaz
iiandanguenlaslddnmadaunuauinmasi WHO
guideline (17) asugasluanaf 2
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msdszAnanadesuasnisinand
nsUszifunis@neranua 7atdae
Cochrane risk of bias 2.0 tool WU71 3 a1U (28, 31-32)
ﬁmwm?mlumﬂﬁﬂaﬂﬁqa WuAa AmuLEBIdemsiia
anfgsatnies 1 latwunan de Tawwnudl 1 (007
Lﬁ'wﬁumnmzmumiﬁiw) IUI% 2 2l (28, 32) LAz
Tawwnudi 2 (andititasannaaudoaunsosnislias
Naaed) 1% 1 2y (31) MU0 4 2TV (16, 29-30,
33) fuadsnifwduanudsslunisicsndlitaan
(some concern risk of bias) inde TauiFndants
\iaand litatanasnatas 1 lawunan aauuinwulu
Towund 2 (eadtiiasannarnaudssiuwsesnislwas
NANDY) Namiﬂi:Lﬁuqmmwmsﬁﬂmwg\mmagﬂag’
lugﬂﬁ 2
HANITAILATIZUAZNITILATIEHT D YA BS
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Na“ﬂadEl’](ﬂaﬂ’]’iﬂ(ﬂL“HE]VL’JSGLG%VLGQSL%GQIR

JeauNwasnin 400 copies/ml luglarhn 48 1u
@ 2 A o o
MIANE 5 ALl (16, 28, 30-31,33) ‘ITO&J;E@]SU’]@']%VL’JE&
gmﬁaa{lﬂ”\mm 5 §a3 Lﬂ%'umﬁﬂuﬁugmmﬁmvlﬁa
a7 ladgaifiaasniunnaigiu 2NRTIs+LPVI) uaad
o A o o A AaA A
aa3n 3 gmmmuvhiaqmﬂaaawwqﬂﬂa GERER
2NRTIs+DTG (RR= 1.14; 95%Cl 1.04 -1.25; P= 0.005)
lagwunanuanasadaduafayniaia gmmﬁm
v A A o A A

meqmﬂaaw@aﬁwq@ Ao §A781 bPIsmono+
RALinduction (RR= 0.87; 95%CI 0.79- 0.96; P= 0.004)
Fauanenanuadnydayneana

NANIINALT bITRLAT o L1a yjlus:d’uﬁﬁfaﬂ
n31 50 copies/ml luala19i 48 lun13dinusn 6 ady

Pz o o { &
(16, 28-32) TefigarndulrTagasnaaIninug 6 gas
Lﬂ'%zmLﬁﬂuﬁ'ugmmﬁwuvl's%'mamvlafigmﬁaaaﬁﬂu
U1A331% (NRTIS+LPV/r) UL§ada931U7 4 gasondin
isgaiNizasndngada gasen 2NRTIs+DTG (RR =
lé 1 Qo 1

1.20; 95%CI 1.10 -1.31; P <0.001) BILANG1INWAENIN
wniaynaid dugassnduhiiagaifisasnden

ﬁq@ﬁa ga3e1 bPIsmono L8z bPIsmono+RALinduction
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A15191N 2, swaztﬁé’umaanéumﬁ@ﬂaU"L@T%fulumiﬁﬂmﬁﬁmﬁmiﬁ:ﬁwa

%a@wia/msﬁnm i gjmmﬁﬂuvlﬁaqmﬁaaa IWIUA8E19 (AK) swUauﬁw"uaamﬁm‘h%’agmﬁaao iﬁamﬁm"h%'agmﬁaaa
Aboud M./DAWNING 2019 2NRTIs+DTG 312 TDF 300 mg Sz 1 A%3+ 3TC 300mg T4az 1 A%s+ DTG 50 mg Tuaz 1 A3 2NRTIs+DTG
2NRTIs+LPV/r 315 TDF 300 mg sz 1 A9+ 3TC 300mg Tuaz 1 A33+ LPV/r 400/100 sz 2 A%3 2NRTIs+bPls
Bunupuradah T./HIV 2012 LPV/r mono 100 LPV/r alone 400/100 1%a2 2 ﬂ‘?\‘i bPIs
STAR TDF+3TC+LPV/r 100 TDF 300 mg IR 1 ﬂﬁz\‘H 3TC 300mg IR 1 ﬂﬁz\‘H LPV/r 400/100 %az 2 ﬂ‘i‘?\‘i 2NRTIs+bPls
Bin Su./TALENT 2020 ABT+LPV/r 106 LPV/r 400/100 S8z 2 39 + ABT 320 mg Thaz 1 asaduiaan 3 Tuuazanuein ABT+bPIs
minzaiiwaeaiaadnnala
2NRTIs+LPV/r 102 TDF 300 mg w8z 1 A9+ 3TC 300mg Tuaz 1 A33+ LPV/r 400/100 sz 2 A3 2NRTIs+bPls
Ciaffi L./2LADY group 2015 ABC+ddI+LPV/r 145 ABC 600 mg S%a= 1 A39/ddl 250-400 mg based on BW Suaz 1 a3+ LPV/r nr_2NRTIs+
200/50 2 1ila Suaz 2 A3I(NRTIs lack data in RLS) bPls
TDF+FTC+DRV/r 154 TDF/FTC(truvada e 1 ﬂixd) + DRV/r 800mg or 400 mg 2 Lﬁ(ﬂ.(new gen. Pls 2NRTIs+bPls
once-daily dose)
TDF+FTC+LPV/r 152 TDF/FTC (truvada T4az 1 a33)+ LPV/r200/50 2 1iia T9as 2 A39 2NRTIs+bPls
EARNEST 2014 Pls +RAL 433 LPV/r 400/100 482 2 ﬂ%zd + RAL 400 mg Rz 2 ﬂ%zd RAL+bPIs
Pls_mono + RAL 418 LPV/r monotherapy 400/100 Taz 2 ﬂ%zd (RAL induction 12 wk.) ind_RAL+bPIs
induction
2NRTIs+LPV/r 426 TDF 300 mg Sz 1 A33+ 3TC 300mg Twaz 1 A%s+ LPV/r 400/100 S4az 2 A3 2NRTIs+bPls
La Rosa./SELECT 2016 LPV/r+RAL 260 LPV/r 400/100 1482 2 ﬂ%zd + RAL 400 mg Rz 2 ﬂ%zd RAL+bPIs
ACTG A5273 Study 2NRTIs+LPV/r 255 TDF 300 mg IRz 1 ﬂ{‘ﬁ 3TC 300mg IRz 1 ﬂ{‘ﬁ LPV/r400/100 144a¢ 2 ﬂ% 2NRTIs+bPIs
Group
SECOND-LINE Study 2013 LPV/r+RAL 270 LPV/r 800/200 or 400/100 1T4hag 2 ﬂ%\‘] + RAL 400 mg ez 2 ﬂifi RAL+bPIs
Group 2NRTIs+LPV/r 271 TDF 300 mg $#az 1 a3+ 3TC 300mg Tuaz 1 A3+ LPV/r 800/200 38 2NRTIs+bPls

400/100 T8z 2 A59
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Bunupuradah et al.
SECOND LINE study
EARNEST Trial

Ciaffi et al.

La Rosa et al.

Aboud et al.

0000000
0000000
0000000

Bin et al.

gﬂﬁ 2. NaT8INTIUILAN Risk of bias luusazn13dn=

P P a d'
ﬂ’)’]&ll,ﬁﬂ\ﬂ%ﬂ'li ﬂ’J’I&ILE‘TEIGFLuﬂ’IiLﬂ@] ‘ ﬂ’J’]&ILﬁﬂdluﬂ’li

ARG AR bUTALIN Lﬁ@aﬂagd

a ad A & ' . .
waema: lawu 1 = aa@fANIUIINNIZLINNMIF (randomization)
Tawui 2 = aadiiiasananuiisauuaasnsiwfinasas (intervention)
a a o o ed .
lawui 3 = aadndayanaawsfiznamielyl (missing outcome)
lawufl 4 = andiltasanitnyindaynaInaans (measurement of outcome)

Tawuud 5 = aadlunslienNaNUNANIANEN (reported result)

Risk ratio
(95% CI)
VL<400 wk.48
2NRTIs+DTG R EE—— 1.14 (1.04, 1.26)
RAL+bPIs -1 1.03 (0.98, 1.10)
ABT+bPIs r 1.01 (0.71, 1.46)
2NRTIs+bPls 1.00 (1.00, 1.00)
bPls L 0.88 (0.75, 1.03)
Fewer viral suppression < 400 copies/ml with active drug More viral suppression < 400 copies/ml with active drug
ind_RAL+bPls —_— 0.87 (0.80, 0.96)
T T
.6666667 1 1.5

317 3. Forest Plot va3uszfndnalunisnaizalismenleiasnii 400 copies/ml lugilanin 48
AUTNYLAG: VL= viral load, NRTIs= nucleoside reverse transcriptase inhibitors, DTG= dolutegravir, RAL= raltegravir,

bPIs= boosted protease inhibitor, ABT= albuvirtide, ind_RAL= induction raltegravir
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Fiskratio

(95% CI)

V0L=50 whk.48

2ZMRTIs+DTG — 1.20(1.10, 1.31)
ABET+bF|s L 1.08 (0,74, 1.68)
RAL+bPIs —r 1.02 (0.86, 1.08)
ZHMETIs +BFIs 1.00 (1,00, 1,00}
nr_ZMNRTls+bFls = 0.96 (0.83,1.11)
bPls L 0.75(0.82, 0.80)
ind_RAL+bPIs -_—— 0D.73(0.685 081)

T T

GEG565T 1.5

Fewer viral suppression < 50 copies/ml with active drug

More viral suppression = 50 copies/ml with active drug

517 4. Forest Plot 28913z&nSnalunisnaie liisazleTiaundn 50 copies/ml lugianwn 48

RUULNG: VL= viral load, NRTIs= nucleoside reverse transcriptase inhibitors, DTG= dolutegravir, RAL= raltegravir,

bPIs= boosted protease inhibitor, ABT= albuvirtide, ind_RAL= induction raltegravir, nr_2NRTIs= not recommended

nucleoside reverse transcriptase inhibitors

(RR = 0.75; 95%Cl 0.62 —0.90; P= 0.003 lLae RR =
0.73; 95%CI 0.65 — 0.81; P<0.001 a & 16U (98
ANNUANA NN WD ARDFI AT NIIRDE
HaMILRNALRRE893EayU CD4 Tudilandia
48 lumsdnwn 6 allu (16, 28-31, 33) sﬁqﬁgmmﬁm
Vl,'s%'agmﬁaamzmm 5 a7 WIsuLnsunugasondu
"lrs%’maﬂai'gmﬁaaaﬁ'l,flummg'm (2NRTIs+LPV/r)
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CDEG mean changs wk. 48
REAL+bHFI=
BFPIs
ind_RAL+bPIs
ZMNRTIE+D TS
ZMNRTIE+:PIs

ABT+bFIs -

fa gAT87 bPIS+RAL (LPV/RAL) (WMD= 22.14;
95%Cl 8.91 — 35.38; P = 0.001) F3T 110 uana191%
adlRpE AN IEDA agmmﬁ’mvh%'agmﬁamﬁu 9
ABT TR Ra lue I sua st ld wuaaa
LANAIINH NANITANBIEAIINITANIBIINAILA
\Aafulaadludlanwi 48 va9n3@nen 5 atl (16,
28-29, 31-32) adigasedmlisagasiiaasninue 4
GEN Lﬂ'%&mLﬁwﬁ’tugmm@Tm"b%’ma’ﬁ"l,a’daqmﬁaaoﬁ

weight mean difference

(85% CI)
—_—_ 22714 (8. 21, 356 .38)
- 23.00 (-8.47, 54.47)
- 11.41 (-5.80, 28.71)

2.00 (-12.45, 17.45)
0.00 (0.00, 0.00)
-29.80 (-70.32, 10.72)

T
-50
Fewer CD4 mean change with active drug

T
50
More CD4 mean change with active drug

3171 5. Forest Plot 289U3z@nTnadumaiinszay CD4 lugasin 48

RAUNYLAG: NRTIs= nucleoside reverse transcriptase inhibitors, DTG= dolutegravir, RAL= raltegravir, bPls= boosted

protease inhibitor, ABT= albuvirtide, ind_RAL= induction raltegravir, nr_2NRTIs= not recommended nucleoside reverse

transcriptase inhibitors
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Risk ratio
(95% CI)
Mortality wk 48
bPis L 0.33(0.01, 8.09)
2NRTIs+DTG L 067 (0.11, 4.00)
nr_2HRTIs+bFis = 0.70(0.03, 17.10)
RAL+bPis = 0.79(0.19, 3.29)
2NRTis+bPis 1.00 (1.00, 1.00)

I
015625
Fewer mortality due to AlDs defining illness with active drug

T
G4
More mortality due to AlDs defining illness with active drug

311 6. forest plot 289U3zANTHAMUEATINNIANY (BATINIABIINAIEMAEINLLIEAT) ludlawn 48

AUNYLAG: NRTIs= nucleoside reverse transcriptase inhibitors, DTG= dolutegravir, RAL= raltegravir, bPls= boosted

protease inhibitor, nr_2NRTIs= not recommended nucleoside reverse transcriptase inhibitors
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a ot &l 2 a
iz'ﬂ‘UYl'NL@%E]'ﬁﬁ’Tﬂuﬁﬂﬂ’]‘ﬁﬂ 48 WaIN1IANTN 4 AU
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LANGAIINUAN 2NRTIS+LPV/r
fnsuanudasanvluduiu 9 1w mafa
mnﬁuﬁumaamu%ﬁ alanine transferase @hmﬁiﬂﬂ’li
80A9U89N13R19uTa9le (eGFR) lugdanwi 48

WU agmmﬁﬁwmLﬂ%'ﬂuLﬁyuvl,&iwumﬁmmn@mﬁ'u

Riskratio
(95% CI)
serious adverse eventwh.48
bPls = 0.29 (0.06, 1.41)
RAL+bPls — 0.82(0.51,1.33)
ZNRTIs +bPls 1.00 (1.00, 1.00)
2NRTIs+DTG _I_ 1.01 (0.49, 2.07)
nr_2NRTIs+bPls ——— 1.45(0.76, 2.76)
ABT+bPIs = 192 (0.47,7.93)
| I
0625 16

Fewer serious adverse event with active drug

More serious adverse event with active drug

3111 7. forest plot°naammﬂaaﬂﬁﬂﬁmmﬂﬁ@m@;msm‘i&iﬁaﬂa:mﬁ%ﬁ@%mm lugtondn 48

AUNYLAG: NRTIs= nucleoside reverse transcriptase inhibitors, DTG= dolutegravir, RAL= raltegravir, bPls= boosted

protease inhibitor, ABT= albuvirtide, nr_2NRTIs= not recommended nucleoside reverse transcriptase inhibitors
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Riskraiio
{95% CI)
Gaslrointestinal side effect wk48
ZNRTIS+DTG i 0.25(0.13,0.48)
RAL+bFIs L 0.65(0.36,1.19)
2NRTIs +bPls n 1.00(1.00,1.00)
nr_2NRTIs+bPls ——— 1.33{(0.98,1.80)
] T
125 1 8

Fewer gastrointestinal side effect with active drug More gastrointestinal side effect with active drug

3171 8. forest plot 289A1NYREAABEUMIAADINITIABINIIZUUMAAUaIMIUFL NN 48
RUYLAQ: NRTIs= nucleoside reverse transcriptase inhibitors, DTG= dolutegravir, RAL= raltegravir, bPls= boosted

protease inhibitor, nr_2NRTIs= not recommended nucleoside reverse transcriptase inhibitors
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