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MEBZAFESERY ©
__J Center For Drug Evaluation

FOEL AR kY o 28 96 RCTs » 2 Lofrredp th A 4 ¥ 48 TP+
£ 77 -]t 50 copies/mL st F o

® 48 Fpryma LAy ] >t 50 copies/mL it I > Egor & ECHO 3#% rilpivirine
et F 47t efavirenz 2o & B G 82.9%1r 82.8% 0 & & £ 0.1% (95% CI:
-5.5~5.7) ; & THRIVE 5 rilpivirine %1% % % efavirenz = » & & é 85.6%1r
81.7% > & 2 % 3.9% (95% CI: -1.6~95); @ BRFHEH I ITT & PP &4 47
oo rENE R E e v EE (12%) - )"&?i WAL EE L T
o+ o rilpivirine fEen=t 2% F L efavirenz 23 3 m)ﬁai M F &S > ECHO 4r
THRIVE % %35 F B3 ==t 2 90%* 83% ~ 91%!- 84% -

° :;g,—i i % peg > & ECHO 3% @ rilpivirine %+t f% efavirenz =5 $g +v 5 -
B 5 11.0% 4.4%; & THRIVE :#3% ¥ » & B 5 7.1% 5.3% - o2 {4 & ip)
%% A~ 47 ECHO 3% ¢ rilpivirine f+t efavirenz e 5 $% b 5 fish 4 pepF
BT 3 E M A 5 11.6% 3.8%; & THRIVE:#% ® » i B 5 6.5%" 4.4%-

® Rilpivirine v efavirenz e cnp € % 2 F {42 2 F 23 4 F4piTo S IF
B sk gt F 5 98 13%3 17% - rilpivirine 23 diena 1@ d § F:
A iof A pe o @ efavirenz w3 diehd £38d 57 A F o

T~ R ANE L EAY AR EFFYERY BT -

T~ REEPATEEEF DR B3 orilpivirine o~ W ERE R €85 - £ 1,000 F ~ >
FEIFTEHLM B E-H Y RASEPEH B NNRTI i 1 [ S
EREE A2 EM I AZEE 2100 5 ~ cCDERG st A BIREETE > B 5 &
Y SR E

ho RARFFREDVRES CFES (BT E) 2 RFR

ARV HEY %45 1 55 5 2
Bt Edurant Stocrit Immupnyn F.C. Tablets
600mg (¥ ¢ %)
BRENVAY a4 Rilpivirine 25 mg Efavirenz 600 mg Efavirenz 600 mg
A e K Wk 43 /30 g L IE% Wk
ATC 7 JO5AG05 JO5AG03
W2 EFT (@ nEHd v | P AR LB ¥ - AHIV-DE %2
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hC LR FRAMTR RS EAER

i

BT H iE 2k

CADTH (4 £ %)

2011 # 27 15 p ke e 13 PP il g 2 T A B s i
&@%%%bﬁ%?’?%fﬁ%“ﬁ@ﬁﬁﬁ&%iQ&ﬁ
AR R B L @»” AR F2+4 50

PBAC (i)

AP v Ror T8 E G B A B S E R o ¥ b
AR EIRS R F SR A AR L RS Y - AR 3
2o 4 v g s AR By 4 £ ) T & 23 100,000
copies/mL ;- PBAC »* 2011 & 11 * & 5‘([{? R RIS 2R
100 @£ # (section 100) T g A & £ i # 2.2+ 4] (Highly
Specialized Drugs Program, HSDP ) » & =& @ Higrs Tade
FLF Whigom A Ep L E Y > v nnk CDA lme i3t 500
cells/mm?® e HIV g % 4 & = % 3 HIV ik s 4 o e %
Bl s TR H BIF gdpd ER LB Y o PN nR L
e ERX PBS A B HIV R %L}?r,‘ A

NICE (&R )

F2R101 #£10 » 30pthEFAH

7 ¢ CADTH & Canadian Agency for Drugs and Technologies in Health 5%

PBAC & Pharmaceutical Benefits Advisory Committee 5%

NICE % National Institute for Health and Clinical Excellence m‘ﬁ?’% °
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MR PUENFE R TR A S o e A RN B ARAL o F R TR 2
R AR R R S HATT R PR PR AR -
B BEBP 2 REPEREOFRPR TN MR A FERERY
o (FEPFEFRE) LFRRRFLFLAF B RF Y A REFEH (1T
WAL RR ) “THR I 2 %%ﬁ}%ﬁiﬁm‘jv‘ e o pleIlEEh k3l o B 42
BPpAIR X F B EATRRL (MTHEARL ) RE2AEERGETE
TEFREFEGFL 57 > IR R OB rER L BRI A R AL S
Bt AY GrER2 B APk e

AELRER LR FRARTIR ERH A FER LTRSS
A F R R E L R RS A TR R A TR Y AN
Bod AR R BT REARD R T AER 2 TRA RO 1 gAY
HEGE  E AT T RS PR AR B A RS TR F R £ 4 o
R

- BRISRRR

@ﬁ@%ﬂ%%?’g1%4ﬂ¢2m2ﬁ2”ﬁﬂ@1¢@% B % human
immunodeficiency virus (HIV) * o Bl 23106 4 - H P e %,}ﬁaiﬂ“ﬁ 7,705
[1] HIV g 4 8- f i ~ L5 &g Fr4] (immunosuppressive ) gt 4 > B

KR ﬁ%ﬁwwﬂV@*,@?zM¢wFuvmnéﬁﬁiwﬁ(WWmem
therapy, ART) #-¢ AR Ehmie A& A g B 2L ¢ B 2
BFR o e enfs X L4 £ ¥ (Acquired Immune Deficiency Syndrome,

AIDS) » i 4% joops ©
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1984 2 201242 A (4K Bf B 5 #7)
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&L

L ARE R KR S B TRk ¥ AR E 4k € R R F 4 HIVIAIDS st g 4 e
pan e ART 432 & 5 0T = 55[2] -

Nucleoside and nucleotide reverse transcriptase inhibitors ( NRTIs, NtRTIs )
Non- nucleoside reverse transcriptase inhibitors ( NNRTIs)

Protease inhibitors (Pls)

Fusion inhibitors (Fls)

CCRS5 co-receptor antagonist

HIV-integrase strand transfer inhibitors (INSTIs )

Multi-class Combination Products

No o ks~ wbdE

ART chi & gk HIV AR S RF ek L STl R s ik
FREF G R FAL SR Jf: HIV 54 £ (viralload) ~ 517 HIV 54 @&
3] - * 12 1"‘11 FeF fapE e A (NRTIS) # % - fa 209 3 e £ & 4 ]
(NNRTI) > &4 & * — 48 3o fafrd|® (Pls) & H & 5 »c ART e s <
2 5 B T #m@ 7o & o % (highly active anti-retroviral therapy, HAART) st
AL R e SR G RATS ART B e 8 8 xR % B R4
VN -1 R fﬁ{f:/];*ai ¥ 2 3% CD4 # = zk#c[4] -

% WiEd foo BgRFEE% (U.S. Department of Health and Human Services) &
R T A% (AIDSinfo) #2012 & 3 ' 4 # aaresinfdpsl e o é*}%%%i{»%
i ART j5 % (R 4—-5 (naive patient ) & & & ¥ f‘_#mﬁh].jﬁ.* AF B % s F s
HEF VX - IREEF - BFTHLIIT T JEPRPIES > U2
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i A TG AR A G ] S R o T R B SRR R e R R
h7 e % iyt 2 3k[3]

. Recommendations
Regimens .
/Evidences

Preferred Regimens (Regimens with optimal and durable efficacy, favorable tolerability and toxicity
profile, and ease of use).

Efavirenz/tenofovir/emtricitabine (EFV/TDF/FTC") All
Ritonavir-boosted atazanavir + tenofovir/emtricitabine (ATV/r + TDF/FTC") A/l
Ritonavir-boosted darunavir + tenofovir/emtricitabine (DRV/r + TDF/FTC") Al
Raltegravir + tenofovir/emtricitabine (RAL + TDF/FTC") Al
Ritonavir-boosted lopinavir + zidovudine/lamivudine (LPV/r + ZDV?%3TC") Al

Alternative Regimens (Regimens that are effective and tolerable but have potential disadvantages
compared with preferred regimens. An alternative regimen may be the preferred regimen for some
patients.)

Efavirenz + abacavir/lamivudine (EFV + ABC/3TC) B/l

Rilpivirine/tenofovir/emtricitabine (RPV/TDF/FTC") B/l

Rilpivirine + abacavir/lamivudine (RPV + ABC/3TC") B/l

Ritonavir-boosted atazanavir + abacavir/lamivudine (ATV/r + ABC/3TC") B/I

Ritonavir-boosted darunavir + abacavir/lamivudine (DRV/r + ABC/3TC") B/11I

Ritonavir-boosted fosamprenavir + abacavir/lamivudine or tenofovir/emtricitabine B/l
(FPV/r + ABC/3TC' or TDF/FTC")

Ritonavir-boosted lopinavir + abacavir/lamivudine or tenofovir/emtricitabine (LPV/r + B/l
ABC/3TC" or TDF/FTC)

Raltegravir + abacavir/lamivudine (RAL + ABC/3TC") B/l

Acceptable Regimens (CI) (Regimens that may be selected for some patients but are less satisfactory
than preferred or alternative regimens) and Regimens that may be acceptable but more definitive data
are needed (CIII).

Efavirenz + zidovudine/lamivudine (EFV + ZDV/3TC") C/l
Nevirapine + tenofovir/emtricitabine or zidovudine/lamivudine (NVP + TDF/FTC" or

ZDV/3TC") ¢/
Nevirapine + abacavir/lamivudine (NVP + ABC/3TC") c/m
Rilpivirine + zidovudine/lamivudine (RPV + ZDV/3TC") c/
Atazanavir + abacavir/lamivudine or zidovudine/lamivudine (ATV + ABC/3TC' or o/l

ZDV/3TC")

Ritonavir-boosted atazanavir + zidovudine/lamivudine (ATV/r + ZDV/3TC") C/l
Ritonavir-boosted darunavir + zidovudine/lamivudine (DRV/r + ZDV/3TC") c/m
Ritonavir-boosted fosamprenavir + zidovudine/lamivudine (FPV/r + ZDV/3TC") Cl/l
Ritonavir-boosted lopinavir + zidovudine/lamivudine (LPV/r + ZDV/3TC") c/m
Raltegravir + zidovudine/lamivudine (RAL + ZDV/3TC") c/m

2 also called AZT.
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. Recommendations
Regimens

/Evidences
Maraviroc + zidovudine/lamivudine (MVC + ZDV/3TC") C/
Maraviroc + tenofovir/emtricitabine or abacavir/lamivudine (MVC + TDF/FTC" or S

ABC/3TC")

Regimens that may be acceptable but should be used with caution (Regimens that have
demonstrated virologic efficacy in some studies but are associated with concerns about safety,
resistance, or efficacy. See comments below.)

Ritonavir-boosted saquinavir + tenofovir/emtricitabine (SQV/r + TDF/FTC") Cl/l

Ritonavir-boosted saquinavir + abacavir/lamivudine or zidovudine/lamivudine (SQV/r

c/m
+ ABC/3TC" or ZDV/3TC")
Rating of Recommendations: A = Strong; B = Moderate; C = Optional.
Rating of Evidence: | = data from randomized controlled trials; Il = data from well-designed nonrandomized trials

or observational cohort studies with long-term clinical outcomes; I11 = expert opinion.
aTC may substitute for FTC or vice versa.

AR FRRFELFARE AR 2010 # 10 1 SR8 A p R 2 o 4
i) S REPRG EHEE A oyl B R R S E E A
S g A B3t T 4]

g p o e

Efavirenz + abacavir/lamivudine (EFV + ABC/3TC)

Efavirenz + zidovudine/lamivudine (EFV + ZDV/3TC)
Ritonavir-boosted lopinavir + abacavir/lamivudine (LPV/r + ABC/3TC)
Ritonavir-boosted lopinavir + zidovudine/lamivudine (LPV/r + ZDV/3TC)
Atazanavir + abacavir/lamivudine (ATV/r + ABC/3TC)

Atazanavir + zidovudine/lamivudine (ATV/r + ZDV/3TC)

H

Nevirapine + didanosine/ lamivudine (NVP + DDI/3TC)

Atazanavir + didanosine/ lamivudine (ATV + DDI/3TC)

Rt

Abacavir/zidovudine/lamivudine (ABC/ZDV/3TC)

Stavudine + lamivudine (d4T + 3TC)

Ritonavir-boosted Indinavir (IDV/r)
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plob iR AR FraEA ¥ AR 101 £ 50 17 p R A F % 1010300595
Hue 4 [5] - #ﬂ'l’#m RE Bk L )%* B iﬁa?"‘k‘?—r :

Kw g (Fp 5E) ® R
- Combivir’® + NVP
Combivir + EFV
= Viread® +3TC + NVP

REFHLRLFZRERLBLAS

Viread + 3TC + EFV Pﬁsw}@%n}%/ﬁr} EANIIE TR NN ) 8 A
Kivexa” + NVP &% AZT 2. R 7] o
Kivexa + EFV

= Combivir + Kaletra®
Combivir + Prezista'/r PEEFF}T&%‘ Ijzrpci\ B ES 2 RREA G T
Combivir + ATV(300)/r i * NNRTI 2 i %] -

Combivir + ATV (400)

Hepr 2 42:5 20500 ~2 e FETE L (24 pan e % 58> ¥ /%
: 2 P O A S T
E‘E?%”* ° )
Bir: FRAS NN R RIFEZ BUAEEE R -

R RISREEN AR RPRR

Edurant’ 2= 1 & 4 5 rilpivirine » §_— & 22 % 3 pt £ # & pF 37 4] |
(NNRTIs) > =% B 101 & 9 % 12 p 74 % & 555 H 1050 % 5 P22 i o
T 7 " TE UL DI R R PR 2
o2 & o (HIV-L)E 2 74 £ HIV-LRNA =100,000 copies/mL 2 & 4 &

A

Rilpivirine = ATC % #i#% % JO5AGO05 » 4 anti-infectives for systemic use/
antivirals for systemic use/ direct acting antivirals/ non-nucleoside reverse
transcriptase inhibitors #g %] - ATC 4 %7 I & JOSAG —‘ﬁ w3 B 44 4 inevirapine
(JO5AGO01 )~ delavirdine ( JOSAGO02 ) ~ efavirenz ( JOSAGO03 ) ~ etravirine (JOSAG04 )
6] Saiaiwd ¥ (FF - FREH > "I EFTERLATE) #T[7]A4
Y = 538 o nevirapine § 2% EBREFVE TR EREL A;‘%ﬁ:ffqg# SRS
B L IR 2 %w< 5 Lugrd - [8]) B¢ RAGRES (o dw
FET S LR LR arhm,ﬁr,ﬂg it BT HIV-L 42 = & T & o, efavirenz 3
7T RERFVECGRES TP CAMALEEL F* % - 3 (HIV-1) gz =
A g R RE PR A & B RE 0 AP G A SRR R R PRR R A

g

® Combivir® is a fixed dose combination of lamivudine (3TC) and zidovudine (AZT or ZDV).
¢ Viread® is the brand name for Tenofovir disoproxil fumarate.

¢ Kivexa® is a fixed dose combination of lamivudine (3TC) and abacavir (ABC).

¢ Kaletra is a fixed dose combination of lopinavir (LPV) and ritonavir (r).

" Prezista® is the brand name for darunavir (DRV).
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Ri$ X R EiEEIS k2 ¥R etravirinedd 1 RERFVHE LR Ty
WU G rupd BROSRER, LA BE N ARA S § SR ART F &
delavirdine & & F+ # o

42 rilpivirine 27 efavirenz § 48 ¥4z~ ¥ Bism L AR T 74
W B RS R Tk :25%[9] 0 © rilpivirine 22 efavirenz ¢ ATC A %
BN v H e F @ Bop A B L H S HIV-LE $m 4 e =in
B TR A ,\,;3?;;11 efavirenz ¥ % Jox 44 &

gL (PR RTHEHR)

*3F 4 31 & 4% CADTH -~ PBAC %2 NICE \Pﬁl%yfi;}i’f—rﬁ; 2R
R %R*JHJFLH His P?I%‘ii#i = R £ & PubMed 4p B v},% s IR A B

FoRp TG mk L dﬁaﬂﬂww%ﬁ&pWA%o
K FE P
CADTH (*r£+) | 2R 101 # 2" 15 p a2 kicf -
PBAC (i) % B 100 & 11 7 ke o
NICE (# B ) ZAE101# 107 30 p ok B AT -
SMC (@t i) VE 101 #E 1 13 p ke o
H PubMed 465 4 % 22 i 75 ¥ 37

:r ¢ SMC 3 Scottish Medicines Consortium m‘ﬁ’ﬁ"@, °
(—- )CADTH (#r i =) [10]

4v £ + 4 #7(Health Canada) 4% Edurant™ (rilpivirine) &>+ if w5
Fgr d bk ﬁf;‘ffiﬁ% Er L@ 02w AEREIRF ﬁb‘ffa«* To Ry e A
WAL ps % - %2+ 4 [11] %+ & 74 f ¢ (Canadian Drug Expert
Committee, CDEC) £t 3% rilpivirine & & H s ART 2 5.1* iz efavirenz & & 2
# ART #3507 742~ 7 ~ "8 R 784 :#% (randomized controlled trials,
RCTs) A% 48 e % % » 12 %2 % & rilpivirine & & tenofovir/emtricitabine =& p

¢ Etravirine A B ¥ 7 i ok T E4F RS EH o o g gy ﬁ-;,;;i FEf s Sk o ¥
W sk A NNTRI 2 2 8 ok i@fﬁ—)ﬁai B4 BN 2§ % )]%4 HIV-1 g 4 2.
$ L[]

" EdurantTM(r11p1V1r1ne) in combination with other antiretroviral agents, is indicated for the treatment

of human immunodeficiency virus type 1 (HIV-1) infection in antiretroviral treatment-naive adult
patients.
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= * #1770 efavirenz/tenofovir/emtricitabine » £ F ¢ %2012 # 2 * 15 p 25 &
F %4 % % (Common Drug Review, CDR) % » =3k »]J:;\ rilpiviring o 12 LY
% f ¢ #* o5 38 RCTS[10] -

ECHO (n=690) {r THRIVE (n=678) &% ¥ &_iky5 A B+ £ 4 K sgis A~
7% (< 100,000 copies/mL ~ > 100,000 copies/mL * < 500,000 copies/mL ~ > 500,000
copies/mL) > 5 # 96 ¥ HRCTs > A @ » dhup L # % 5 HIV-LE %2 s £
7 /v %t 5,000 copies/mL e 4 v igdt g 4 K i ART iy @EPFET B
%EN%M’££¢NNmWﬁﬁww@mﬁ%’ﬁ#%mﬁﬁéoam0$%
% § k™ %_tenofovir disoproxil fumarate (300 mg/day ) & & emtricitabine (200
mg/day ); THRIVE # 5 % § k™ %9 F?EFF BT P 3fE P -2 1 44 abacavir
(600 mg/day) & & lamivudine (300 mg/day ) ~ zidovudine (300 mg/day) & &
lamivudine (300 mg/day) ~ & tenofovir disoproxil fumarate (300 mg/day) & &
emtricitabine (200 mg/day ) »

BT FSRIAT NS et F X A 18% 0 L&Y hd il S 4R AL
rilpivirine i3 diehf F1 1 & L F) 5§ 4 sy 4 pr o @ efavirenz i & &7
F‘ * \—‘i EJ 207 r'},%‘ °©

LR EM e PFodphe B FEF 2 FET KRR IEE £ dup A
B —‘I]%fr el A P EF —‘I]%ft}f@]?_ (viral resistance ) ~ # 2§ & 2 LF 2 o
% 75 RCTs ehi & Frrcdp fh &% 48 F pop 4 iRl TlJ+ £ (<50 copies/mL )
A ot Ko 3 Rofondg iR ¥ TRR BIEK L 12% B 5 ¢ BT o 4 &
s ks r :f}%i ¥ >50 copies/mL s 4 > WAL S EFE L&

Feoxdpth o P I ESR DL BRFE AN S 2052 E & 364K £ (36-item
Short Form Health Survey, SF- 36v2) oo g iRE E B T

1). 7= FApikkpm 48 FpF ECHO 2% & 4 5+ = ; THRIVE 2% rilpivirine
23 1A= > efavirenz 25 3 4 7= o

2). A8 PR RIA T 11;34 4 ot F Ao 0 i ECHO 35 rilpivirine e
Wit efavirenz oo & A 5 82.9%4r 82.8% ; & THRIVE 3%
rilpivirine % % >+ efavirenz & > i B % 85.6%7r 81.7% - = 7% % &
R R Blsk 4 +7i# (lintention-to-treat analysis, ITT) & 8% % & X
7o & 1772 (per-protocol analysis, PP ) ¥ £ 3| F w3+ 4 eh % 7 (%
B96 4 F AT S o

3). JaHied % prd ik > ECHO 2% rilpivirine j & 48 i¥ fr 96 ik chig %
v B ¥ g >t efavirenz 2> & B 5 11.0% 4.4%(48 3% )fr 13.0%+ 4.7%
(96 ¥ ) ##w| & A& ByH 4 £ « 3+ 100,000 copies/mL =k ¥ » Jo
Z e L BEk o
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4). S FLE N o rilpivirine A 2 n & o 4 Roiup A & 4 rilpivirine
FIEN TG B FHHE s NNRTIs § 2 3 % 4 (cross-resistance ) »
¢ 54 efavirenz 3 F# et S 95 82%3% 100% - ¥F etravirine 7 o
FM ot 395 89%3 91% ¥ nevirapine § it L 44% %
80%¢- 4p & ev>efavirenz i 3 i ¢ w34 /ﬁa% e % Bl PR 4 efavirenz
7 4E I~ & ¥ rilpivirine & etravirine 3 £ |20 82 2R 4 efavirenz 3 4

1 S AR ] i%’-f nevirapine 3 < 3 L& 4 o

5). 3‘_ B E iAo e 48 P rilpivirine 2 {c efavirenz e SF-36v2 B
SRRy A REEFLR

6). Rilpivirine = fr efavirenz ehpid 2 L F 2{cFW7 AE 23 2 S 4p
17 °ECHO {= THRIVE & w325 ¢ o rilpivirine 5 4 f atde 4 7 (rash)
gt o Mt efavirenz feo R B G 7% 12% ~ 4%t 14% ; rilpivirine
ZEA Ap R E 2 A ECHO 33 ¢ v efavirenz =< & 5 5 23%* 33%:
& THRIVE #% 3 g 4 & - & (25%) - ECHO 4r THRIVE % %3:#%
® s rilpivirine E A4 £k ARiageng 4 Fk efavirenz B 0 B3R5 &
F & 27% 43% ~ 35%* 51% > i & J F]-&_ rilpivirine ‘e z¢ 4 g &
(dizziness) vt F g i o

LR EHE LGS T > B4 ¥ rilpivirine e R L RBRSAT 11 R
éﬁ*% el TR R G R IER eV EE FN AT LA AP R e &
R4 Fl LKA RE A 7 @ * efavirenz £ nevirapine i g Ao 2,
Rilpivirine — = Z R JR* — =x » @ 2 Z4z b i 37 > i &7 % @ % AR AR
SR e R A e

(= )PBAC (;&#') [12]

Rilpivirine #2011 & 12 * 23 p B~ {8 ;8 [&]?\,é&#w # 12 & ( Therapeutic Goods
Administration, TGA) bR ET AP TR S T2 B R i Eopa F &

HRE R T AR immgfy;gwm%mw% i*?fﬁi"’ru—wl),a"}ll‘7
& A ’_E'lglf;r‘.:}%ik_g%m—}?iﬂ-g_ + & %2+ 100,000 copies/mL ;o B F £

W R EEIE R (Highly Specialized Drugs Program, HSDP ) P18 324§
(Authority Required ) shis i = 5% » ¢ i fs—éfgr‘;#a“ B4 % %% (Pharmaceutical
Benefits Scheme, PBS) »]zi\ rilpiviring * % & 5 H s JF ﬁﬁ’;‘f?ﬁ% R TN 'f\:’
IR A MARLLHS 5 - AR - CD4 ‘m"aﬁ;:wv“ 500 cells/mm

# R HIV gk i 4 o PBAC A v efavirenz v TR Ak %k 0 1 E A A Eo)

" In combination with other antiretroviral medicinal products, for the treatment of human
immunodeficiency virus type 1 (HIV-1) infection in antiretroviral treatment nave adult patients with
viral load less than or equal to 100,000 copies/mL at baseline.
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it (cost-minimisation) & B > A 2011 & 11 * 2+ Fi;»]xi\ rilpivirine ** & #f#F 4 *
% % 100 % 3% (section 100) T 7 HSDP » & =. SRR L T dw s :ﬁs;&;—
Jﬁai ZEhLHEBY > H 30k CD4 . m"eg:%f“ 500 cells/mm? e HIV g B
PR HIV g L A ks T e puR s@mﬁw Ep s
ERPEY - TR 4_ % PBS A 4 e HIV B 4 }}%

@ s o

B Y dE4EY 39T - 5 - BA#% (double-dummy) i RCTs (7
ECHO ~ THRIVE ~ 4v C204 #2% ) > 1 3 1 3 3L & rilpivirine +* # efavirenz * %
RGeSk HIV }fg\} 4}]% A 2 TRk 5% % % o ECHO 4 THRIVE #% T+ &
F4c £« CDR 4R 51 % 2. RCTs - C204 &5 ¥ % & #5 % (dose-finding ) ~ B #x ;¢
1L # (open label )'rfﬂ?%)% RS o vv i rilpivirine 25 mg/day~75 mg/day 4= 150 mg/day
22 efavirenz 600 mg/day > = * * 2505 18 I & 4 )];;% F AT PR (time to loss of
virologic response ) 4 47 ;% » 1 & Frondp A &% 4B HFERp L 4 ;l")l%* £
¢] %+ 50 copies/mL =4 et K oo 1T iR 4 PBACHR L ¢ 3 MAT L Bk A L

1). o T &7 L3 &Rredpth 5L & ECHO fr THRIVE 325 chz % & ot rilpivirine
2 4e efavirenz .“-_Elt_fa?‘ 48 F v 3 ﬁx@ k=2 ,),%* M FE R (V|rolog|cal
responders, :}ﬁ },%ﬁ £ -] ** 50 copies/mL )> #7 ik vt I ik B 5 84.3% - 82.3%-
% w] ECHO v THRIVE & ¢ orilpivirine e qc efavirenz e B F 5 L B

FITRARKEE R TN T RE o

4= PBAC L7 % 2 fﬁ%* JE o

Rilpivirine Efavirenz % Difference (95% CI)"
n/N (%) n/N (%) unadjusted adjusted®

Week 48

ECHO 087/346 (82.9%)  285/344 (82.8%) 0.1 (-5.5~5.7) 0.4 (-5.9~5.2)

THRIVE ~ 291/340 (85.6%)  276/338 (81.7%) 3.9 (-1.6~9.5) 3.5 (-1.7-8.8)

Pooled*  578/686 (84.3%)  561/682 (82.3%) 2.0 (-2.0~6.0) 1.6 (-2.2~5.3)

C204 74193 (79.6%) 72/89 (80.9%) NR -0.9 (-11.9~10.1)
Week 96

ECHO 263/346 (76.0%)  271/344 (78.8%) NR 3.2 (-9.4~3.1)

THRIVE ~ 269/340 (79.1%)  258/338 (76.3%) NR 2.4 (-3.6~8.4)

Pooled*  532/686 (77.6%)  529/682 (77.6%) 0.0 (-4.4~4.4) 0.4 (-4.6~3.8)

C204 71/93 (76.3%) 63/89 (70.8%) NR 5.8 (-6.9~18.5)

NR = not reported; CI = confidence interval.

' For ECHO and THRIVE studies, Cls were calculated using the normal approximation of the
binomial distribution method.

“ Difference in response rates predicted by logistic regression model adjusted for factors including
treatment, baseline viral load (continuous variable), background regimen (for trial THRIVE and the
pooled analysis only) and trial (for pooled analysis only).

I Initial treatment of HIV infection in combination with other antiretroviral agents in a patient with a
CD4 count of less than 500 per cubic millimetre or symptomatic HIV disease.

k Continuing treatment of HIV infection in combination with other antiretroviral agents where the
patient has previously received PBS-subsidised therapy for HIV infection.
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¥ The pooled analysis was for the ECHO and THRIVE trial.

2). #ixyx ECHO fr THRIVE % & i%‘sﬁlﬂ‘_hmfﬁq& P EEHAP > B
7+ rilpivirine ‘e % ‘5]]%# % =100,000 copies/mL =t * 31 efavirenz =5 #2
oo A FE RS F BT 0 2@ <3t 100,000 copies/mL 1 b eh=k & 4y

ipF s % > & IR efavirenz e vt grilpivirine 25 2§ I 4 BIFFRF o

2w ECHO {r THRIVE @& 3L & 18 > ik SUpa £ 4 H2 %L 114 115 %

Baseline viral load Week 48 Week 96

category (copics/uL) Rilpivirine Efavirenz Rilpivirine Efavirenz
gory fcopiesii n/N (%) n/N (%) n/N (%) n/N (%)
£100.000 332/368 2761330 309/368 263/329
=1 (90.2%) (83.6%) (84.0%) (79.9%)
198/249 223/270 178/249 205/270

>100,000 - 500,000 (79.5%) (82.6%) (71.5%) (75.9%)

48/69 62/82 45/69 61/83

>500,000 (69.6%) (75.6%) (65.2%) (73.5%)

3). % 48 ¥ P> ECHO {r THRIVE #5% st & & 78 o1 rilpivirine 24 efavirenz
ety 12.8%1r 9.1%¢hs 4 3 4 A o % e b 'k £ 8 (risk difference)
% 3.7% (95% CI: 0.4%~7.0% ) ; rilpivirine %t f efavirenz ‘25 +* $i 3 g
ABGmE R A RTA ¢ BTG o M F R AL 47%r 18% 0 b g L E G
2.9% (95% CI: 1.0%~4.8% ) -

4). ECHO {= THRIVE 2% # rilpivirine 2{r efavirenz ' & 3 4pif e £ 3 B )
F & 4-p% (reverse transcriptase, RT) 3o M 4p b R a0t F > 2 96 iF A
rilpivirine ‘2 {c efavirenz st F i B 5 80% (69/86) fv 86% (36/42) - %+
rilpivirine 7 #i% |+ 4 Iﬂam[ﬁaa— e APTHIRARE 1 B (2%
%2k KI03N = M1841) > I ¢ = % efavirenz ~ etravirine 1% 3 fiZ 4 » >
#c4t nevirapine + € 2 3 #mé‘% 1« 4t efavirenz § Fi 24 K (4 A1% %
2t K103N - M184V ) #f nevirapine 3 % A& % 3 |4 - e iv ¥ etravirine
Fe rilpivirine %5 & < £ (susceptibility )

5). 447 % 96 ik 2 81 = rilpivirine -}}%i el 4 pee 35 1 (43.2%) 7 E L
Tt 4o &m foef 2 P PFE ¥ rilpivirine & B4 14 £ 34 (phenotypic
resmtance) ¥t efavirenz ~ etravirine ~ nevirapine £ § < 3 Fi# (b &
[P 85.7% (30/35)~91.4% (32/35) ~ 45.7% (16/35) o 41 i+ efavirenz ‘e
ey A pe? 17 1 (41.5%) § B R e A o BROR fino A RO
efavirenz & i {44 Al ¢ - #f efavirenz - etravirine ~ nevirapine 3 2 3
M g T e B 5 0% ~5.9% (1/17 ) ~ 88.2% (15/35) - 4 rilpivirine ;5
&R & 4 R vt g efavirenz 5% 0 EOIRS ot I ¥ emtricitabine e
lamivudine 7 #mé% o rilpivirine ‘- efavirenz /p}%‘ % pr¥ A ™3 A28 90%
s 4 %t tenofovir ~ abacavir ~ {= zidovudine 3 g < 1% -
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6). 96 H L BEEAAS LG ApiITHA LE BT S LT EF 2 F o Ka
efavirenz ‘v frilpivirine 25 # 5 o 4 F15 7 2 F BAR AP ETLR > & A
= 85%' 41% - b '&t 5 048 (95% CI: 0.31~0.74) - Rilpivirine ‘it
efavirenz e > F 4 A F 3 2 F 2 (A B ) A ERFH 3 T2 H & h
¥ o

Bt dFEHS % PBAC £ | €335 B 2 A rilpivirine e 2 fr® > 42
7 % *t efavirenz £_& @ > {8 L & rilpivirine v #& efavirenz 3 #& % m}?;# o R
% pe g > efavirenz Rt rilpivirine 5 & 5 s frAp B 2 L FE 2 o

(Z)NICE (&% ®)

IAR101 & 10 30p 2 P N ERRE: EEZ T4k R 4887 7 2 (National
Institute for Health and Clinical Excellence, NICE) = B f k& & rilpivirine 7 4 o

1. SMC (@t ) [13]

Edurant” (rilpivirine) &g&tsffent: v i o' s T8 8 & JF @ap 4 F i
LEH@EHHH AN HI’%#{—xﬁ#mﬁﬁﬁ‘ﬁﬁ#m%m/\ﬂwi Ji dk 7 ﬁﬁ—ﬂ-‘)v‘ AR %4
z_ x4 2 #H HIV-1 RNA })%—sr £ /] »t g« & >t 100,000 copies/mL | - pri: jif Z 3
% f € (Scottish Medicines Consortium, SMC) >t 78 % = #p ~ vt ~ 5 7
Tk Bk % % 0 Ao rilpivirine * &G Fuk ﬁ@*}%# e R S m A A B L_)?wr
G st Ay ¥ — NNRTI# 5> @20 2012 # 1 % 13 p £ 3% Edurant® A piie
WO R R PRIEPN @ o T RS X 2 Ap M £

1). SMC $* 3 38 RCTsS A2 3 24 £ +~ CDR 427 PBAC 4p ko 4ot #7if &
4% ECHO~THRIVE Fé%;g B I RBR NALE A 170 % 48 1E pF Y BT rilpivirine
i efavirenz E:E 37 7 eaiR B 5 LS 4 74 T rilpivirine ,.":_E‘_*;“"d‘”?:“f}’%—%
¥ =100,000 copies/mL c=x * 3 &g ¥+ efavirenz &3 3 ﬁv:ffqi e
v ke A B L 6.6% (95% Cl: 1.6%~11.5% ) » #X @ =X % # & 47 it 46 T
oA A B9 oL R o
2). % 48 CD4 wie et ¥ & & & % 3 27 4p i1 ECHO #5 crarilpivirine
‘e efavirenz =iz A 5 196 cells/mm?® 4 182 cells/mm® » THRIVE g% ¢
rilpivirine ‘= {c efavirenz & i & % 189 cells/mm?® 4= 171 cells/mm?

Ay [cﬂ

' In combination with other antiretroviral medicinal products, is indicated for the treatment of human
immunodeficiency virus type 1 (HIV 1) infection in antiretroviral treatment naive adult patients with
a viral load < 100,000 HIV 1 RNA copies/ml.
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JR % fe & B (adherence ) ¥ M PR ZEfe & & p M £ % 2 37 5% ( Modified
Medication Adherence Self-Report Inventory ) =i » 2 % &+ ECHO #=% *
3 & J&orilpivirine e efavirenz e 4 Poofief B KT O95% et KRB S
86% (236/275)fr 87%(229/262); THRIVE # 5% = i B % 89%(243/272)
1+ 90% (206/230) -
¥ 48 A iny A ReF > & ECHO 2% ¥ rilpivirine i1t efavirenz 23
£ I 4 e A BT At F ik B 5 11%(38/346 ) v 4.4%(15/344) ; THRIVE
Wk 1.1% (24/340) - 5.3% (18/338) - % 96 it e A7 kT S
A prF kA G 12% (79/686) - 5.9% (40/682) -
Rilpivirine je v+ & efavirenz e 5 $° chups £ 513 & F 2 ¢ #7in » ECHO 22
S e rilpivirine e efavirenz ot F iz =t 5 2.3%* 7.8% ; THRIVE #5% ik
X hA44% ¢ TA4% - BeE 2R T S F 2% AR F LEE e EAR B
K~ ~EEE ~ ek A o Rilpivirine iz o o Fod (G k372 LR 2
B % b efavirenz 25 » ECHO #% ® ik 5 16% (55/346) + 37%
(126/344) - p iE-]-*> 0.0001 ; THRIVE #5% 2= 5 18% (62/340) +* 39%
(132/338) - p & >+ 0.0001 - ECHO 2% ¢ rilpivirine e iz = B & & &
A2 G 3 A 2R F W efavirenz &b 0 A ik =t 5 15% (50/346) ¢ 25%
(86/344) > p & 5 0.0006 ; THRIVE #5 ¥ rilpivirine & * #& efavirenz
7 b AR% > k=t 5 15% (52/340) v+ 20% (69/338) - p iE 5 0.09 - ECHO
WE T So A M E e B R oL 7 B or rilpivirine jevt efavirenz g b
%% > & B 5 3.5% (12/346) v 15% (50/344) - p iE -] 0.0001 ; THRIVE
B EFH 5 2.6% (9/340) v 13% (43/338) - p iE-]- 3> 0.0001; %4 £ 7%
BERGF 1aqcs 2 % ;rilpivirine 223 1 =% 4 % ¢ 45 - efavirenz
B3 8 AL -
ECHO {r= THRIVE &5 rilpivirine ‘25 * 8R4 fecnp A MELR © 1% R 7y
v PERER{o = fAH i Fq o efavirenz E RIS 4 o FHPEHEINA
rilpivirine b efavirenz ‘=5 d& e 4 8% o ¥ i 2SR AR M e 2R 3
BHAEERF L A 2y 4 THRIVE 2% rilpivirine 225 1 =5 4
F1% 3% QT ke & (QT prolongation) ® #7575 - %483 5 P Ao

R ER S R EEILRARM

R

11T 5] PICOS s H08 G5 (2 » T4EF 5 & A=V FATE LA 2T 2 4
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¥ (population) ~ ;5% > ;£ (intervention) ~ & »c4f P& & (comparator ) ~ B »Tip]
2k (outcome) % 7= 3 &+ > 2 (study design) > H & i it FIZ 4o @

i~ % i+ ¢ treatment-naive HIV-1-infected patients

Lol gt L@
#’/'"7'7] - M

e

Population

Intervention Rilpivirine 25 mg/day
Comparator A%

Outcome Confirmed response ; safety
Study design Randomized controlled trial

i Pe + it 2. PICOS - i% i PubMed ézﬁﬁe?ﬂfiﬁ_ » X E 101 # 10 % 25 9 o
rz (rilpivirine) LG MAET R FHFE > R R I8 K P BEREEEL G B
£ PICOS &% jik » 14k fr @ § 330 B8 H /6 7ok ;:é% (RCTs) > * 13 % llb
B Tk 5% C204[14]-2 5 % I ¥ 72 :#5% ECHO[15]4= THRIVE[9]<4p b #= %
# ¢ (# %t ECHO & THRIVE & % 8%  [16]) « 405 vk &2 ok I 73
Logdrd = 2 &= o

C204 #% ~ ECHO #% ~ THRIVE #% ¥ CADTH ~ PBAC fr SMC 3 £ *
I[[i_;)_’é‘_\ RCTS#‘EIFE- ’ ﬁbt’fi-ﬁﬁe‘ 49" 1111_57 KIT;; ?#"‘#EF\? ’ Il’rfi)u?lz’ﬂ
T a7t M R4 o

= 78 RCTs *# % rilpivirine +* & efavirenz 727 96 ¥ 5 B 5 ¥ §kk 25
C204 By A v HiEX) 18% 0 ¢ 3 %‘x £ ¥ ®[14] ;s ECHO &gk I 4+ 4 vt
k% 10%3% 14% > ¢ 2 r,fgﬂr% F[15] s THRIVE @3 & 7 A v ik 13%:
14% > & 57 Wr% ®[9] - 4 E/% Pedp Rt AUp A ¥ A8 AT EP RA
%+ 50 coples/mL rm'* Fo Ry BEinR A pE F ATF R (time
to loss of V|rolog|cal response algorithm, TLOVR) = ;% 2 47 & B/ R 5 #H][9,
14-16] - fa82 % ECHO &2 3 » > 304 o s 4 o 2 ECHO 2% h¥ 3 e R
> {tenofowr disoproxil fumarate ( 300 mg/day ) & # emtricitabine (200 mg/day ) -
FANRFL F oL R AR L 'If?ai Z 5% - M THRIVE @5 %

= 2 ?ua:g T 3fh > ¢ A% 14 ity CADTH CDR 45 4 [10]:.p 3
ﬁﬁ = ehF| § & B 4o @ abacavir (600 mg/day ) & # lamivudine (300 mg/day ) ~
zidovudine (300 mg/day) & # lamivudine (300 mg/day ) ~ & tenofovir disoproxil
fumarate( 300 mg/day ) & & emtricitabine( 200 mg/day )- # ¥ zidovudine/lamivudine

AU AR Comb|V|r® ( z £ % zidovudine 300 mg/lamivudine 150 mg ) -
abacavir/lamivudine #* 4§ = & & & Kivexa® ( z £ % abacavir 600 mg/lamivudine
300 mg)» % 5 ARFEL F oL gl L ;\T—‘l’lf’\fffi—%‘ By - R 0 B

\wtm ba A
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zidovudine/lamivudine # & ¥ & 7 3 £ 2 ( THRIVE # % = L]?J% [9, 16] ¢
ClinicalTrials.gov[17] & & 17 §i/k 25 ¥ w/&™ £ )5 # * zidovudine/lamivudine
Ja —"Ff % ik THRIVE 25 * #¥:030% - @ * abacavir/lamivudine Ja™ —"Ff kSt
THRIVE 5% 5 * ¥ <51 10%[16] -

Db sk SRR 4 R L A

%1
Aoy LR Y BT A B A & R T # - [9, 14-19] -

RCTs s « chip » 22 3k 4R 5 44
#a
& 78 RCTs chi & fradp # (F2 a,zm,% # £ 4+t 50 copies/mL =it 5 ) f % 48
W E 96 e k40 PBAC § &4 = [12]9% AIp4 4 N9, 12, 15, 16] ; 48
PR H -+ £ ¢ 50 copies/mL st o &g on & ECHO 32 rilpivirine e et
FFei7>t efavirenz 22> i B 5 82.9%7r 82.8% > & & 4 0.1%(95% Cl: -5.5~5.7) ;
% THRIVE 325 rilpivirine %% % ** efavirenz & > i& & 5 85.6%7fr 81.7% > = =
% 3.9% (95% Cl:-1.6~9.5); @ 2% v £ | RCTs ¥ w3t Fi72eh7 7 g%
(12%) [9, 15] » Thii W ARG h= A 17 R n o rilpivirine et A gy 4 £
=100,000 copies/mL =k *% ¥t efavirenz 25 $2 3 ehps A “-’aﬁ')]%i BFE R
ECHO 4r THRIVE % %35 F &5 k= 5 90%:+" 83% ~ 91%:- 84% ; X m & 4t
£ ECHO {r THRIVE #% %% - RIE% 1] efavirenz ‘o s gk 4 €>100,000
copies/mL =t &3 ey F s 5 ¢ rilpivirine 2 - 3% 2 PBAC # & 4 v [12]4&
A2 44 [9, 12, 15, 16]

Jw A peF L &+ > ECHO {r THRIVE &% & 7 82 2% rilpivirine 25
mg/day & 7% ¥ ** efavirenz 600 mg % - i &_rilpivirine 25 mg/day ‘= & 34 %’Jﬁj% ;{i
JE A Fr4) 3 50 copies/mL 2 (never suppressed ) & Fi# S = f,;q»f £ < 50

copies/mL ¢ 5 & @ § % >t (7 ) 50 copies/mL (rebounder) st 5 > 3575 F 3¢
efavirenz 600 mg ‘e c4%%1[9, 14-16, 20, 21] -

,Thav 48 i¥ ITT-TLOVR » 175 % » ECHO fr THRIVE #5% /5% % papF > &
o1 rilpivirine ffv efavirenz =5 2 2 Pl % m),% A ¢ 4 g, NNRTIs & NtRTIs
FRE AR R B K th 64.2%% 60.7% ;48 ¥ 15 1 96 x> 43R NNRTIs
& NtRTIs #iZ 2 4p B R % Bhernt 5 2 ik 38.9%fr 42.9% (5% 2 4 1 ) [9, 14, 15,
20, 21] [16] -

% 48 F pF ECHO # %% efavirenz 223 1 = > THRIVE 35 rilpivirine ‘=
3 1 A= sefavirenz f2F 3 A= o U EREREARAEM 1 96 i A
rilpivirine 21 4 5= > efavirenz .26 A 7+ = o £ 2% 3 % 4% LisR4iph A
LE BG4+ - orilpivirine 2 & % v efavirenz gt 4 A 4 [9, 14-16] -
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A% rilpivirine & efavirenz 3 48 I 4% ~ E & RS H R TBA E%
® rilpivirine 2 efavirenz ¢0 ATC » s/ B> agw] » ¥ 7 2 H 0 bk g4
JF%% e & EH s HIV-L R 2 i & e = e Flt A ¢ s iE 3k 12 efavirenz
F 5 Rrnsy &

N ESABFLE AR E 2012220 1I5p aGERFEFF LS E ZRIC
;‘ rilpivirine # s T 2 0 ok ﬁ&rﬁp‘# B LEHBY > F A2 AEZEKLE
FoF EERA RO ARSI HEE - AR AL A% o
PBAC % 2011 & 11 * =3k »]xi\ rilpivirine *“@Zl i“‘j_ e %3 100 i% :('section
100) TehF AR F 1 #5334 (HSDP) # S g s T2 H bk
@f&yﬁsi B L@ o % 35 CDA e g;@%? 500 cells/mm?® e HIV g
Ao r e AMHIV R Rkep A > SFEHEREF T2 6 F R
%%&#fv LE@® Ak A e ‘q;#‘“i' PBS # 2% e HIV & 3% 5 4
3 A 101 £ 10 * 30 p ok o> #E B E NICE 2 B exk 3 & rilpivirine 7
e i SMC »t 2012 # 1 » 13 p 2% rilpivirine #a 3 T 8 @ FuF H i5ps
FELEERY WL W RABLFIF EHRF IR DA ML RS LA
- AR L2 402 HHIV-1 RNA:ﬁﬁ% £ -] >+ & % 3+ 100,000 copies/mL e
CADTH ~ PBAC ~ SMC ? H_ 12 2 38 rilpivirine 't #i& efavirenz 0% 3 # 7 7
Hot SO R TR F% (ECHO fr THRIVE) fmd o F B8 % > 24p
B % 175 AL %45 - ECHO fr THRIVE #% ¢ ik ypm+ £ 4 K s~
7% (< 100,000 copies/mL ~ > 100,000 copies/mL ¥ < 500,000 copies/mL ~ >
500,000 copies/mL) > % #} 96 ¥ e RCTs > 1 & Jpsxdp £ & % 48 S PFarsd
i+ £ 14 50 copies/mL s A b F oo 3 FRg o~ g A B E S HIV-LE %
¥ A& £ 23 5,000 copies/mL A 4 > igdt s 4 A G ﬁ ART 55 o &
EPHT RS SRS 2] NNRTIRE AR B PR S p R
¥+ o ECHO 5% eh% § k™ &_tenofovir disoproxil fumarate/emtricitabine ;
THRIVE # 3% a9 % § ™ &4 FErp w5l 3 faa™ ¢ e 1
abacavir/lamivudine -~ zidovudine/lamivudine -~ £ tenofovir disoproxil

¥

#
s

1%

fumarate/emtricitabine -
48 ¥ pF &g ot e ECHO 3#2% rilpivirine ‘e sz ;,;34 ¥ 13t 50 copies/mL g A
gz efavirenz fedpit o & A G 82.9%r 82.8% > & & X 0.1% (95% CI:
-55~5.7); & THRIVE 5:&% rilpivirine ‘= o AL Fux g >t efavirenz 2> & 5
5 856%fr817%’5 w £ 39%(95%CI:-1.6~95); A sERFFHEHELITT
& PP A 4972 0 p I E #%e LehA g AR (12%) - j&»i R VRN
¥ 2 F7 o o rilpivirine fe 3t fgﬁ%}?a% # <100,000 copies/mL =t *%
#b efavirenz 25 w5 m/ﬁa A :ﬁ%:}?a% M F & > ECHO 4= THRIVE & %)%
Bk S k= 5 90%:¢rt 83% ~ 91%t 84% -
ECHO 25 # - rilpivirine 21+ # efavirenz 5 §ii chup 41t F g = 0o
Bk B & B 5 11.0% 4.4% ; i e R % % 4 F7 0 rilpivirine e
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woefavirenz EF F L S SR A RTPER T B B A G 11.6%
3.8% - THRIVE %% ® > rilpivirine it # efavirenz =5 #.% 4o F
:ffsi e A BT BB A 7.1% 5.3% ; 4-¥HIE M R % 4 +7 o rilpivirine
st efavirenz B #B vt K Ao A PP B > R A G 6.5%
4.4% -

Rilpivirine =4 efavirenz e e € 7 2 F E o7 2 'i ap 4 FApig
RISt F < 9F_13% 3 17% - rilpivirine i i ena & 32 d §_
fﬂ%:fﬁai o % fr o @ efavirenz Bi¥ A eha R 3@d S 2 LF E o |Ip|V|r|ne
i fd Eaap k7 o 2 F e efavirenz &5 > ECHO #5% &
Eik=t G 16%r 37% 5 THRIVE #&% &=t 5 18%'* 39% - ECHO #%*
rilpiviring je i e fc € S a4 = 6 2 L F 25 F v efavirenz 20 > & 2
&=t & 159%+t 25% ; THRIVE #2 ¢ rilpivirine vt & efavirenz 23 $> 4§
o == 5 15% 20% o ECHO = THRIVE % =35 @ > rilpivirine 2 4
B 2535 4 5kEmAAS b X% B F L efavirenz 20 & B G
2%+ 8% ~<1%: 9% ; T b 2 BRERBE ST LIS AR A LE 2
AR CER R AR BT EF ol 7 o

21N
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Study Design Inclusion Criteria Exclusion Criteria Concomitant medication
phase 3, = Patientaged = 18 years = Previous use of ANY ARV drug for Disallowed drugs included those which could reduce
randomized = Patient with documented HIV-1 infection ANY length of time exposure to rilpivirine (ie, potent cytochrome
(stratified by = Patient has never been treated with a = Any documented evidence of NNRTI 3A4-inducers and proton-pump inhibitors); drugs
screening viral therapeutic HIV vaccine or an ARV drug prior resistance associated mutations in disallowed for efavirenz or
load), to screening patient's HIV tenofovir-disoproxil-fumarate and emtricitabine, as
double-blind, = Patient's HIV-1 plasma viral load at screening |= Category C AIDS defining illness, per the package inserts; any anti-HIV treatment other

double-dummy,
active-controlled

is > 5,000 HIV-1 RNA copies/mL (assayed by
RNA PCR standard specimen procedure)

except: stable Kaposi Sarcoma, wasting
syndrome if not progressive

than drugs used in our trial; and all investigational
drugs. Antacids (given 32 h before or 34 h after

ECHO trial (112 = Patient's virus is sensitive to TDF and FTC = Pneumocystis carinii pneumonia (PCP) |rilpivirine) and histamine H2-receptor antagonists
centres, 21 = Patient agrees not to start ART (antiretroviral that is considered not cured (given 312 h before or 34 h after rilpivirine) were
countries) treatment) before the baseline visit Active TB permitted. Switches of N(t)RTIs were only allowed if

= Allergy or hypersensitivity to study or  |there was N(t)RTI intolerance, and in accordance
background ARTs with the drug susceptibility profile.
= Specific grade 3 or 4 toxicity
= Kidney impairment: calculated creatinine
clearance <50 ml/min
96-week, phase |m Patientaged = 18 years = Previous use of ANY ARV drug for ANY |Disallowed drugs were all investigational drugs,
3, randomized |= Patient with documented HIV-1 infection length of time drugs that could reduce rilpivirine exposure (eg, those
(stratified by = Patient has never been treated with a = Any documented evidence of NNRTI with a potent cytochrome 3A4-inducing eff ect or
THRIVE background therapeutic HIV vaccine or an ARV drug prior resistance associated mutations in proton-pump inhibitors), drugs disallowed for
regimen and to screening patient's HIV efavirenz or the background regimen (as per the

screening viral
load),

Patient's HIV-1 plasma viral load at screening
is > 5,000 HIV-1 RNA copies/mL (assayed by

Category C AIDS defining illness,
except, Stable Kaposi Sarcoma Wasting

package inserts) and any anti-HIV therapy other than
those used in the trial. Antacids (>2 h before or >4 h
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Study Design Inclusion Criteria Exclusion Criteria Concomitant medication
double-blind, RNA PCR standard specimen procedure) syndrome if not progressive after) and histamine H2-receptor antagonists (>12 h
double-dummy, |= Patient's virus is sensitive to the 2 = Ppeumocystis carinii pneumonia (PCP)  |before or >4 h after) after rilpivirine were allowed.
non-inferiority nucleoside/nucleotide reverse transcriptase that is considered not cured Switches between N(t)RTIs were
trial (98 centres inhibitors chosen for treatment = Active TB allowed only if intolerance occurred and were guided
across 21 = Patient agrees not to start ART before the Allergy or hypersensitivity to study or by resistance testing.
countries) baseline visit background ARTs

= Patient is HLA-B*5701 negative in case = Specific grade 3 or 4 toxicity

abacavir is included in the patient's treatment |= Kidney impairment: calculated creatinine

regimen. clearance <50 ml/min
96-week, = Patientaged = 18 years = any currently active AIDS-defining Other NNRTIs, Pls, fusion inhibitors, cytochrome
randomized = never previously treated with an ARV drug or illness P450 3A4 substrates/inducers/inhibitors, and
(region and therapeutic HIV-1 vaccine [or received = 2 (= prior use of NNRTIs or immunomodulators were not allowed during the
N[tIRTI weeks' treatment with a NRT1 and/or protease = documented genotypic evidence of treatment period.
background), inhibitor] NNRT]I resistance.
dose-ranging, |® genotypic sensitivity to the selectedNRTIs
blinded = plasma viral load > 5000 copies/ml.
once-daily

c204 TMC278,
open-label
active control,

Phase IlIb

randomized trial
(54 centres
across 14
countries)
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Median Race, n/N(%) Median viral - Viral load ~ Median CD4 Co-infection, n/N(%) Background regimen, n(%)
stud Groun  No age Female load (range), <100,000,  cell count
y P © (range), n(%) . . log10 copies/mL, (range), cells . . Tenofovir/  Zidovudine/  Abacavir/
White  Asian . Hepatitis B Hepatitis C N L I
y copies/mL n(%) per uL emtricitabine lamivudine lamivudine
RPV 36 78 214 33 5 181 240 11/341 8/332
ECHO 25 mg 346 (18-78) (22.5) (62) (10) (2-7) (52.3) (1-888) (3.2) (2.4) 346(100) 0 0
36 69 206 48 5 163 257 19/342 11/332
EFV. 344 (19-67) (20.1) (60) (14) (3-7) (47.4) (1-757) (5.6) (3.3 344(100) 0 0
RPV 36 90  206/338 45/338 5 187 263 12/338 18/336
THRIVE 25 mg 340 (19-62) (26.5) (61%) (13%) (3-7) (55.0) (2-744) (3.6) (5.4) 204 (60) 101(29.7)  35(10.3)
36 94  204/338 49/338 5 167 263 13/336 20/333
EFV 338 (19-69) (27.8) (60%) (14%) (3-7) (49.4) (1-1137) (3.9 (6.0) 202(59.8) 103 (305) 33(98)
RPV 36 168 420 78 5 368 249 23 26
Pooled 25mg 686 (18-78) (24.5) (61) (11) (2-7) (53.6) (1-888) (3.4) (3.8) 550(80) 101(14.7) 361
results® 36 163 410 97 5 330 260 32 31
EFV 682 (19-69) (23.9) (60) (14) (3-7) (48.4) (1-1137) (4.7) (4.5) 546(80) 103(15.1) 33(48)
RPV 93 36 28 41 18 4.83 61 176 5 5
25 mg (19-67) (30.1) (44) (19) (3.5-6.7) (65.6) (8-516) (5.4) (5.4)
RPV 95 36 31 41 16 4.86 59 216 1 7
5 m 20-62 32.6 43 17 2.2-7.1 62.1 5-758 11 7.5
204 g (20-62) (32.6)  (43) (17) ( ) (62.1) (5-758) (1.1) (7.5) 24.50% 25 5004 0
RPV 91 35 33 40 20 4.85 58 196 1 8
150 mg (21-66) (36.3) (44) (22) (3.6-7.1) (63.7) (17-468) (1.1) (8.8)
EFV 89 35 29 42 13 4.88 56 207 4 5
(21-63) (32.6) (47) (15) (3.4-6.4) (62.9) (3-970) (4.7) (5.9)

¥ Pooled results from the ECHO and THRIVE trials.

Abbreviation: RPV, rilpivirine; EFV, efavirenz 600mg/day.
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Not completed, n(%)

Study Group No.
Total Adverse Event Lost to Follow-up  Investigator-reported virological failure
RPV 25 mg 346 50(14.5) 8(2.3) 5(1.4) 23(6.6)
ECHO
EFV 344 56(16.1) 28(8.1) 9(2.6) 6(1.7)
RPV 25 mg 340  44(12.9) 15(4.4) 10(2.9) 13(3.8)
THRIVE
EFV 338 56(16.6) 25(7.4) 6(1.8) 8(2.4)
RPV 25 mg 686 94(13.7) 23(3.4) 15(2.2) 36(5.2)
Pooled results®
EFV 682 112(16.4) 53(7.8) 15(2.2) 14(2.1)
RPV 25 mg 93  21(22.6)" 9(9.7) 2(2.2) 5(5.4)
RPV 75 mg 95  24(25.3) T 11(11.6) 6(6.3) 3(3.2)
C204
RPV 150 mg 91 22(24.2) T 13(14.3) 2(2.2) 1(1.1)
EFV 89  24(27.0) T 8(9.0) 2(2.2) 3(3.4)

¥ Pooled results from the ECHO and THRIVE trials; T At the time of the Week 96 analysis.
Abbreviation: RPV, rilpivirine; EFV, efavirenz 600mg/day.
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48-week virological response

96-week virological response

48-week virologic failure

96-week virologic failure

Group No.
<50 Copies/mL Difference,%(95% CI) <50 Copies/mL  Difference,%(95% CI) Rebounder Never suppressed Rebounder Never suppressed
RPV25mg 346  287(82.9) NR 16(4.6) 22(6.4) NR NR
ECHO 0.1(-5.5~5.7) -3.2(-9.4~3.1)
EFV 344  285(82.8) NR 8(2.3) 7(2.0) NR NR
RPV25mg 340  291(85.6) NR 8(2.4) 16(4.7) NR NR
THRIVE 3.9(-1.6~9.5) 2.4(-3.6~8.4)
EFV 338 276(81.7) NR 7(2.1) 11(3.3) NR NR
Pooled RPV25mg 686  578(84.3) 532(77.6) 24(3.5) 38(5.5) 44(6.4) 35(5.1)
Its* 2.0(-2.0~6.0) -0.4(-4.6~3.8)
results™ epv 682  561(82.3) 529(77.6) 15(2.2) 18(2.6) 27(4.0) 13(1.9)
RPV 25 mg 93  74(79.6) NR 71(76.3) NR 9(9.7) 8(8.6)
RPV 75 mg 95  76(80.0) NR 68(71.6) NR 5(5.3) 9(9.5)
C204
RPV150mg 91  70(76.9) NR 65(71.4) NR 6(6.6) 6(6.6)
EFV 89  72(80.9) NR 63(70.8) NR 5(5.6) 7(7.9)

¥ Pooled results from the ECHO and THRIVE trials.

Abbreviation: RPV, rilpivirine; EFV, efavirenz 600mg/day; NR, not reported; Cl, confidence interval.
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24 pEE SO AMBEES 2 RE L 4T

. ECHO THRIVE 48-week Pooled results® 96-week Pooled results®
Baseline viral load . : . X S, - T -

) Rilpivirine Efavirenz Rilpivirine Efavirenz Rilpivirine Efavirenz Rilpivirine Efavirenz

category (copies/puL)
n/N (%) n/N (%) n/N (%) n/N (%) n/N (%) n/N (%) n/N (%) n/N (%)
<100.000 162/181 136/163 170/187 140/167 332/368 276/330 309/368 263/329
- (89.5) (83.4) (90.9) (83.8) (90.2%) (83.6%) (84.0%) (79.9%)
104/131 111/134 94/118 112/136 198/249 223/270 178/249 205/270

>100,000 - <500,000
(79.4) (82.8) (79.7) (82.4) (79.5%) (82.6%) (71.5%) (75.9%)

500,000 21/34 38/47 27135 24135 48/69 62/82 45/69 61/83

’ (61.8) (80.9) (77.1) (68.6) (69.6%) (75.6%) (65.2%) (73.5%)

¥ Pooled results from the ECHO and THRIVE trials.
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ECHO THRIVE Pooled results® (published) Pooled results® (conference)
Group Week 48 Week 48 Week 48 Up to Week 48 Week 48 to 96* Up to Week 48 Week 48 to 96*
RPV EFV RPV EFV RPV EFV RPV EFV
Number of participants analyzed 346 344 340 338 686 682 686 682
Virological failure (resistance analysis), 45 19 27 20 72 39 73 22 36 16
n(%) (13.0) (6) (7.9) (5.9) (10.5) (5.7) (10.2) (3.2) (5.3) (2.3)
Virological failure with resistance data at 40 13 22 15 62 28 67 18 28 14
time of failure, n(%) (11.6) (3.8) (6.5) (4.4) (9.0) (4.2) 9.8) (2.6) (4.2) (2.1)
With any treatment-emergent NNRTI 26/40 8/13 13/22 7/15 39/62 15/28 39/67 6/18 16/28 4/14
RAM, n/N(%) (65.0) (615)  (59.1)  (46.7) (62.9) (53.6) (58.2) (33.3) (57.1) (28.6)
With any treatment-emergent IAS-USA 28/40 4/13 14/22 5/15 42/62 9/28 41/67 6/18 9/28 2/14
N()RTI RAM, n/N(%) (70.0)  (30.8) (63.6) (33.3) (67.7) (32.1) (61.2) (33.3) (32.1) (14.3)
With any treatment-emergent NNRTI 29/40 8/13 15/22 8/15 44/62 16/28 43/67 7/18 17/28 6/14
and/or IAS-USA N()RTI RAM, n/N(%)  (72.5)  (61.5) (68.2)  (53.3) (71.0) (57.1) (64.2) (38.9) (60.7) (42.9)

¥ Pooled results from the ECHO and THRIVE trials.

*QOne Virological failure occurred after Week 96 in the RPV group (E138K, K219E, M184l).

Abbreviation: RPV, rilpivirine 25 mg/day; EFV, efavirenz 600mg/day; NNRTI, non- nucleoside reverse transcriptase inhibitor; RAM, resistance-associated mutation;

IAS-USA, International AIDS Society-USA; NtRT]I, nucleoside and nucleotide reverse transcriptase inhibitor.

27/40



2t- %251 % 4% L (F2

>2%) vk AR B 2 LE T

101CDR10016_Edurant Film Coated Tablets 25mg

2
THRIVE Pooled results* C204
Group

RPV25mg EFV RPV25mg EFV RPV25mg EFV RPV25mg RPV75mg RPV150mg EFV
Number of participants analyzed 346 344 340 338 686 682 93 95 91 89
Insomnia, n(%) 5(1) 10(3) 7(2) 6(2) 12(2) 16(2) NR NR NR NR
Headache, n(%) NR NR 5(1) 9(3) 11(2) 15(2) NR NR NR NR
Nausea, n(%) 3(1) 8(2) 2(1) 9(3) 5(1) 17(2) 3(3) 5(5) 2(2) 5(6)
Abnormal dreams/nightmares, n(%) 5(1) 18(5) NR NR 9(1) 25(4) 0 2(2) 0 3(3)
Dizziness, n(%) 4(1) 23(7) 0 20(6) 4(1) 43(6) 1(1) 1(1) 1(1) 3(3)
Rash', n(%) 6(2) 26(8)* 1(<1) 30(9)* 7(1) 56(8) 0 1(1) 0 7(8)°

Abbreviation: RPV, rilpivirine; EFV, efavirenz 600mg/day; NR, not reported.
T Not including laboratory abnormalities reported as an adverse event.

¥ Pooled results from the ECHO and THRIVE trials.

*p <0.0001 for EFV vs. RPV.

¥ p <0.0001 for the combined EFV vs. RPV in C204 trial.
T Rash, erythema, allergic dermatitis, macular rash, urticaria, maculopapular rash, papular rash, pustular rash, drug eruption, exanthem, scaly rash, toxic skin eruption, or

urticaria papular.
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7 EREGEE (§2RTAERES)

A4F2 1 & 44 CADTH » PBAC % NICE 2 ¥ #1353k 47 2 2 R # i
PR URFLEFFPHTRER2ZEHERE PRSI A EFT S5 o

L L p Y

CADTH (4 £ =) F o ARI0L & 20 15 p ki
PBAC (i#:) 30 AR100 & 11 7 ke

NICE (& R) £ 13R101E107 30p FhmFH-
His

SMC (gt ) $ 0 AF101 & 17 13 p &
PubMed/Embase WHERTEFT 2 A

(- )CADTH (4 £ = ) [10]

ek A EHERL R ¢ (CDEC) * 2012 # 2 * 15 p 2 & <" rilpivirine -
CDEC 2 & 32d 3 =

1 & 48 FenfEn ~ "TISHERIBAEZ D o rilpivirine £ & 2 s ART # 5.ch
oAbk 2 4t efavirenz & B E @ ART # 5 (Jo»ek ;’E LR RS
B o L F )

2. rilpivirine & & tenofovir/emtricitabine & p % ¥ (39.61 4 W) &
efavirenz/tenofovir/emtricitabine (Atripla; 40.12 4c % ) 4p 02 > & & p % 7 i<
F REs 2 = B pR533% (U.S. Department of Health and Human services):& 3%

2B e (47.7~52.81 4 %) o

i #h% ECHO % THRIVE éigs % » % 4 £+ CADTH # 2 do | & &
4 #7 (cost-minimization analysns)m EAGTR T R & L efavirenz o B OIEK
5] %;ﬁ_,r.)/%‘ m’—"‘r El :‘E» CADTH p,\; ) ]_‘1]"3 :} z “_‘qﬂ_/lﬁ\ I_'p é\' IH' F‘(}j: Fi 1{
i rilpivirine -

¥ ¢4 > CADTH i & ¥ B ~ ¥ ¢ e & > ¢ 7

efavirenz/tenofovir/emtricitabine (Atripla){= efavirenz (Sustiva) » & 1 &7 A {& -
W o

(= )PBAC (&) [12]
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PBAC >+ 2011 & 11 * =3k »]’J:i\? rilpivirine >t & #J#& 2 ;# % % 100 i% 2c(section
100) ~ g B & ¥ v & 224 (HSDP) -

B » PBAC # % & | = & & 47 (cost-minimization analysis) & +* #& 5 %
efavirenze PBAC z *t 96 ¥ e ECHO «fr THRIVE #% % % > ¢ &, rilpivirine 25mg
- % - = ¢ efavirenz 600mg - % - = 3 EoH € - 2 2n 5 e rilpivirine 7 € 3
v PBS 2 HIV jaf 75 8 o

(Z)NICE (& ®)

A2 A®101 #1077 29 p » CDE »*% B NICE 2. = B § =k % & rilpivirine

2. BT AR
(z)H i ?3 T FLHEFR ;E' 2N

SMC(# t #)[13]
#ete i SMC e &z ¢ rilpivirine -

EEAGTERINA O RPHRT- BET AHA A RS - R rilpivirine
2ok - g efavirenz B @ g S AxE o 57 A3 kop 4 CDA wmre Bl i
Tty 21T I G 3B 0 2 BERKH AT ERL K 13 E ip o ok S Ak
yRld CD4A e fic2 M7 RFIR o

RAE 2=~ +7 % % &1 ¢ rilpivirine v efavirenz ¢ %% > rilpivirine & efavirenz

R

a4 2938 ®4é5 2 M4 0.063 B & F i 2 % E (quality-adjusted life
year) o

SMC 325 i iz @ 5 £3% 5t g - (1)~ 47 * rilpivirine 48 i s % »
M A % 96 1F e 2% 5 At ¥ rilpivirine $5 F o (2) R H 2 % - RISF 0 E_ﬁb%
LTS qﬁj}iﬁ*};f@' FEd Bk R o e SMC ek B RS R e R ALE
R o L B A 2 0 SMC IR s MG 2 A7 BT A B2 & Aok o
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1. HexEid

21T 5] PICOS # 5 0F iF i o THOF B L A GATEL A IEET 24
¥ (population) ~ i > /£ (intervention ) ~ % »c ¥ & & (comparator ) ~ & % i
£ 4p % (outcome) % 77 % K 3-2r = % (study design) » H #0&F i i 4o ©

Population o~ iEid D HIV

B R

Intervention Rilpivirine
Comparator AX
Outcome A%

Study design Cost analysis; cost-effectiveness analysis;

cost-utility analysis

2. FEH {ouk

& p _+ it 2. PICOS » i% 1% PubMed/Embase % ~ [I;Jc?q‘i& » A% 101 & 11
3 2 p > 14 rilpivirine 2 cost (economic)ia i BigF e FiOH X AE 4 B2 & o

# 3% 5 rilpivirine Ap k2 AT R A T [22-24) (RpFEFFas ¢ 2279 ]
hl24]) 23 R P L HEFR T o

3HAT R EE L BWEL

% 1EA7 5 Girod & A =k &% B NHS = 3 > v g rilpivirine-based 7 % £2
efavirenz-based ;5% * >* naive HIV-1-g 41?5 L oes A sk [24] - Girod & 4 11 §
FARAE AT AL ERG B AR L Btk L B TRI AFEE S S A
Top A R P2 FRIoF P R RRT D EHE 4 8 o rilpivirine-based j5
g ve efavirenz-based i 7= 7 #b (3,058 w43 ) sxk it (5 H 4 0.068
QALY ) > & rilpivirine 5 &% ¥ 5E o
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¥ 2ja# 7 - Bonafede = % b5 % B %" + = H- vt irilpivirine £ efavirenz
# 3t HIV s 4 % - #550% 5hd & 2% [23] - Bonafede % 4 12185 7 % 73] 5 1 s
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Woh o EAEARE A FAR SR S R e s mp L P T
ke (2 ®~=2 )0 A& 54 2 Waiefdp e o A#H b4 175 % Ko7 efavirenz
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(844 &) 2 & AIDS 224 & (840 &) $4pk - wiF4 i efavirenz v
rilpivirine ¥ F 42 & & & & = A3 E o

v

¥ 3 RA Y 5 Parrett 3 A sk i E FAE € 0 3 1L gorilpivirine 2 efavirenz
® ot HIV s 4 B = SR e A[22] - Parrett 3 4 2k {4 R 1A B Rl
- EORA S FRINA AR LTAEFA 2008 £ 2 Red Book » 3 R E
4 X3R4 A B TRRRES% 0 02 2008 & - Medical Expenditure Panel
Survey Database 3+ & @ % 53 2 7 LF BhadL R * o & 475 % & or rilpivirine

¥ efavirenz = LIRS Ehfc g AW L 27,282 % £ % 28619 £ £ >
rilpiviring & =% &0 o E 4% o
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AP R ASZPH £Y &5 efavirenz 600 mg o Fl i S F R R 2
ATC code (JOSAG) #pfiz » ¥ 4 % # #3#5% (ECHO 4r THRIVE 3#% ) 13
H oy vt fg Py o

(=) * ERLT-RoR TR A AE
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