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4 50-79 mL/73 4, N=18) 521 Hh I R i Hhoxof 2% EE wi] Ay o] L i LI A 5 M AT
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T3 E I TS 2B 2 IR PO TR T —
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o MC-H LRI IR 2 )5, ML PR BURNE TEA 99% K B 2% L ) fh AL 24540 .
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B

PR AR HC-k S A/ RIFEHR S 400/100 mg J5, TEZSE AR RPN 1HC-
B PS5 o IR R KL 79.5% 1 13.9% 0 Z8A 1SR o J5 284 12 7 A =5 491 o5 i
FIEIRL) 41.2%F0 7.7%. SHKAZIES, ISP T RMEH (150 mg) 8BS RAEFFE
AFE MR, B2 32.8 L/h M15.9 L.

KR 575 e Rl A AR TEBR = LN 11 /N

5 LR b s PR MC-25 R b J5 M SEAFEARN SR A [ 08 0 70) 52 4 S o i AT 72 1) 86%
H18.2%. ik FH 25 LU w5 Y 2 R TG B 3 I ) th LA 200 3~4 /Nt
FRR AR
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17 A of AR it E LB SR Hh I 24 4R BN 70 F R HEAT BT 7T o B A Bt &% 2H 23 R IR AT 2454R30 )
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This copy of the document was generated on 03 Jul 2023 Page 22 of 41
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60408 Version: 5.0 Status: Effective Effective Date: 03 Jul 2023 (EST)

(150 mg) HEH— X% 25 e KU Rz B, 74212 8 2 <18 B HDFALZIE
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R s — I C-E I A/ AFEIR A B o R A S A R s, IR I IR
2y 7.7% AR R 25 08 2l I PR . AR R AE B D Re A A B T AT A P
FHIBETS, ERAARZAE) 2 fris, R EE DR HIV &L (CrCl ja
29 30~60 mL/73%f, n=20) ik AR F 25BN )R 32 B & FE .

LA fih: 7R — U EL B DU RERIT (CrCl fH{E <30 mL/438h) 1I3E HIV-1 B4
S BEAT I L R A 24N g 2T A b, RSB B W T R 45 5 32 1 MM R A2
B IAAAER B LR 25403 Jy e 2, 1K — KBS 2% bE m) At BT B Ak — 3
T Th et

() AL JFF I e A1 47 E8 3 v ot A S EAT F 5T

R 1K A AR BR « — 50 7 85/ FFE AR (600/100 mg,
TR RGBT RoR, fERFE (Child-Pugh A 2%, n=8) It AT ThaEH 1%

(Child-Pugh B 2, n=8) Z ik & ik I A S MBI # S B S R E .
(R B 5 A AR FE 43 B B 20 55% (Child-Pugh 43 2% A) A 100% (Child-Pugh 432 B).
1) A B 2 3 R R I PR S, PRI A TS 7 I3/ R I8 o i AT 5 B B2 T D e i
KA I 2548 1 S I o
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LRl 2 bR A A AR AT B . AE P EE I D RE 4% (Child-Pugh 73 2%
B) MJHE HIV-1 & G210 AT 1 — 0% L R i 2580 70 A gt . RS 3 b I
Ty e 513 A0 i B 52k 2 1) ) 2% B R 25 AR 30 0 2 IR IR AR OG22 57 . e 2 vh JE I D e it
BENTFERAR MR MAE T E DRSS (Child-Pugh 734% C) 2% LR
(1) PK 5
LRI/ BN s 23 L Ik g

[V 0 7073 PR I R R 56 24 4 3 7 27 Bt FH 11 8 & JFF AN /B30T 0 3 B e A i 254X,
SIS
GEURFN ™ e

TESRURES 2 FUEE 3 1 (B 3 DM AN 1D B2 &AM PN 3% 8 7 ZIRIT )5,
A B SE I R B ERE (6-12 i) KiEFER (W3R 3). MERIIANG
B RIS X RE 2R BN F1E B E (Conax AT AUC24n) 5877 I 9 PRARIR B2 MK T Ak
PR R A R A

R3: FEREYREB2NISE 3 K= J5 8 A ik 7 AR =F5/7%6 H =] 42 800/150 mg q.d. JUHERTR
T RETERBBEFMF U 1RER

RIEFIRFHARIN /1% R 2 #A RS 3 3 F=JE
CF#{E +SD) N=7 N=6 N=6
Cmax (ng/mL) 4340 + 1616 4910 + 970 7918 + 2199
AUCun (ng.h/mL) 47293 + 19058 47991 + 9879 99613 + 34862
Cmin (ng/mL) 168 + 149 184 +99 1538 + 1344

TELLURER 2 WA M, P MAE A L B Crnaxs AUCoan F1 Crnin 43
N JEEAR 49% 56%AH1 92%, FELENREE 3 1, 7 B0™ 5 EAR 37%. 50%A1 89%.
DR R ]

R R SO R T ROR B T H P A P AR it o 2 HL R AR A A AR 2R
B 712 8GR I T CAE 2SN J1 20 78 P A3 DUIE S 25430 A 22 7 v, L w150
mg E 384 G0 L5 BRI 7 5 800 mg &5 & SFIFEH T 100 mg 1E ARG M
SRR B WUEMERIET S, A& R e ik 8 800 mg
H— X 5% w150 mg A H — R AE 5253 F I (1997 800 F) (2 L3 752 D

AR H— R AR 2 5 T — TE A R AT #5296 97 1 s th kAT 1
BT GS-US-216-0130 [ 24 J&HH 43 7 AR BI04 AIAE W IR MIBE A L2 107 I 83
HgEAT TR ARTEMIS AT ODIN (H25238 75 8 =F/FIFE AR 800/100 mg & H — kA
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7)o
XHEE RN B T EAT B AR/ L F £ 800/150 mg 45 H — K IR ST iR

GS-US-216-0130 /& —WifE 313 il HIV-1 AN B (295 FIHIE B A 18 3
SRS 8D TS IA IR 5 RS I B e et T2
FIST R0 U | TR LIRS0 o S8 152 B 7 3 08 5 [0 2 PP oA R0k 1 8
SRR 0TS 5677 77 R MR 52 725 7 85 800 mg & H — KL S5 HL A i 150 mg
H— BT

R I I 9 N S b 1) HIV-1 K% 5 2 5 A T 5 DR 28 s e LA % W D08 5 0 5 i
2RI HL LK HIV-1 RNA>1000 #% Ul/mL . J 8 2% B & 58 SO LR HIV-1 RNA
IR B <50 $ 1/mL.

FT 313 Bl E R ARy 35 % (G 18~72), 89.1% A HE, 59.7%NHE N,
34.5%NBN, 21 7% NEIEF N, 1.3% RN . HHEFBEAE 321697 IR B3 1 4%
113 HIV-1 RNA (AL CDA+4HM T2 A0 5 73 73104 4.8 logio % U1/mL 1 370x10°
/L (YU 6~1473x10° 4Hff/L) LA K 4.8 logio £ Ul/mL Al 107x10° i /L (ulH
5~643x 10 AHHE/L) . JRIT RN R 45 RANEE 4 .

F 4: BFF GS-US-216-0130 HEENLIATT KRB R R (58 24 AP

=

Vi B RS RIT A \ B ZikE
EEEEE LA | # BT B/ A A
800/150 mg?g F — IEEIRF/AE LA | 800/150 mgsEH—
W
%+ OBR 800/150 mg&F H—k + OBR
+ OBR N=313
N=295 N=18
HIV-1 RNA < 50# Il 83.7% 61.1% 82.4%
/mL
TR T 9.8% 38.9% 11.5%
E24 JE B 8] T B TG B
AR 0 R A
A B 514 B AE T2 1 R 4.7% 0 4.5%
HAS
(K] At J5E K] 7 38 A A 1.0% 0 1.0%
B 1) 7 P s ok, R . .
o5 S 0.7% 0 0.6%
N =F 5452305 18 N5
P RS 24 ) 2 R = B R A S TR ) BB, R4 B B[R] N> 5045 DU R, DA
J T 57 EAH TR AT A VR U R
T H20~30)E I A B
S BRETESE | R Z R B 2 (8] AT AT B () AR AN RS EAE TR R, R R R
SECT A E P TE) R P T U
T HAbGFE: REREE. KU, BB FYE R E< 50 #%5 0/mL.
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Bk 158 GS-US-216-0130, 7E 1T #i4: TMC114FD2HTX3001 (AMBER) HX%fH#
. GEPE A 3/2% b w5 I B4 A +FTC/TDE) IR S Tl 1 ik 7 AR5 1
H LU 48 JFIIT R AR ENE RN 88.4% (HIV-1 RNA<S0 #% Jl/mL; $RERIL).
XFFE A B AT A AR/ AIFEAR =R 800/100 mg 4 H — X I RBT FE IR
JN B IR R 5

&P IRFAFEIR (A R IE S R 2 T — AR HIV-1 BR3P AT 1
BEAL. XL JFRPR SRS (TMC114-C211) [ 192 Ja#edE 404 LA e — TiAE 252 1k
U IR BRRIT 1 HIV-1 B SN BF P AT I BENL . X I TTT8obs 25 T 5
(TMC114-C214) (1) 96 %R /347 tbhbh, A& 7E W G2 Pril e i 2 290 1R T
) HIV-1 &GN B AT P IEENL . XS 1o Wlim AR5 TMC114-C213 1
TMC114-C202 1) 96 J& %4z «

IREID NG E Y

TMC114-C211 B 5%

TMC114-C211 #F 752 —IBEHL. XTHE . THRRE I RS, H R EHTilie
JREEZIPIWING HIV-1 BGRB8 bR 7= 335 /R4E AR5 800/100mg & H — kAl
B HIBULIBH/AFEIEH 800/200mg CRAIEE H ik eliht H — K% 2577 %) M4
[# 5 15 5 77 38 H— s R WiAR T Itk R 300mg (TDF) FeE H — 2 itk
1% 200mg (FTC).

R I TR (R N ARV AR HIV-1 SR G52 108 1 LK HIV-1 RNA>5000 #% I1/mL.
R G 2 L R 8 B (HIV-1 RNA<100,000 #% U1/mL 8§>100,000 #% Ul/mL) 77
LN ) CDA+4H M T4 (<200 208/ mm?® 5200 4A/fl/mm?®) XfRENL > HBEAT T 702
BRI E SCATRIAILIE HIV-1 RNA R E#CE< 50 # D1/mL. 20 Hr G 48 I R a5
TMC114-C211 H5e 8 1 192 JER 7 B BTl H ) 689 415214 .

37 A 5 ARG A 2R VTR 5/ RFE A T3 2 19 N I Ge vk 22 B 2R AR Ak B T P4
5 PR THET TMC114-C211 Hik P 3 F5/RFEAR S 800/100mg % H — IR 4H %21k
RIS VE AR F5/FIFEAF 800/200mg 2H 5230 1N 1 Ge 125 R HL LR A% 10E

®S5: TMCI4-C2URF S ZREEF WA O Gt E B L RAE

BEALET S TMC114-C211
BH—KEFRHAFE | FHELRFRAERSH
#F 800/100mg + 800/200mg + TDF/FTC
TDF/FTC N =346
N =343
N EE N
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FER () 34 33
(AR JuH, %) (18~70) (19~68)
M5
P 70% 70%
ik 30% 30%
N
HAPA 40% 45%,
AP 23% 21%
KA 23% 22%
RIZ7LPN 13% 11%
FLRIGME
H 28 i F 35 1 K R B R Clogio 4.86 4.84
copies/mL)
FELR ISP 351 CDA+4H L 14k 228 218
(Nmm?) Gal, 4N/mm?) (4~750) (2~714)
2295 7 E>100,000 copies/mL# 34% 35%
Bt 5 gl
FL2ECDA+AH H 1T $0<2001 /mm? 3 Fy 41% 43%
i e

TMC114-C211 7 EE H — A P A =H/FIFEIE  800/100mg 4132 & 1565 192 JH

SRR 6 hant.

Ro: FH192ARTMCI4-C2UBT A FBENIG T KR R4 R

—
&H %ﬁ’iﬁfﬁ’ AR | srmmaspms
me 800/200mg + TDF/FTC
TDF/FTC N =346
N =343
=AY . .
HIV-1 RNA < 50 Jl/mL 70%* 61%
I B 2 O M 12% 15%
55192 & i 8] B I TG 5 2 B0
FA B FE TR A 7S 5% 13%
(2R A Jer PR 1 2 L AT A 13% 12%
B IE) 5 o B s Bk, (B ES 5 <1 .
. % 0%

N =17 £odfa 32 1 1 A2

i
PR 507 A T WA T ARV U R
1 E186~198JH N ] &
§
FECT LERUE I 1R P G B
1

95%CI: 1.9;16.1
LI EE 1928 2 B PRk Z B A R PE TR HY (K A8 BB 1928 IR 1] 8 > 5095 ULIK) B84,

BUIEAE ST 1R AN 1R B 2 18] (KA T i 18] i R AS R SR B TR Y ) A8, 2R IR ot

HAt G4 Rl R RUGAE, AR B R R 3R < 50 4% Ul/mL.

TERFFETMC114-C211 B 192FG T I, B H — RIS A8 43 /FFE 8 5800/100mg 2H

T CDA-+20 T EOR A T R 26 1) v 2 B 92584 4 Ml /mm?, - A H & LR /R IFE R
800/200mgZH 92634t ffl/mm? . 75 548 5 I A 85 5 R (<50%% D1/mL) fik = J5
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IRFEA 5 52, 5192 A 8 1% T3 AR AT, 5 2 A L& VT AR /R FEE F5868%
1928 73 #frefr, FEITTHIOP AR 1 2 7=k 7 IS =5/ A FER 4377 58 S5 DL F3/ FIFE R 5577
T B Gt A

W2 VRIT I N B

TMC114-C229 52

WHFt TMC114-C229 J&—TRaNL. TR i, 78 i 26 2= D5 Y i 24 P Ao )t s 76
IR ARSI 2 AR S EUR (RP VLT, V321, L33F, 47V, 150V, I54L, 154M, T74P,
L76V, 184V, L89V) Hifikpidisk il 1,000 HIV-1 RNA # Jl/mL, #:3ZiiEI7H
HIV-1 4% B35 b FR kP IR /AFER 5 800/100mg 5 H — IR 534 7 A F /AL 43
600/100mg & H — k. PIHHRA TR RIT%, J7 R EFET RN 2 FhEg 2
FhLL_E NRTIs.

562 5D FERRER) HIV-1 Y2l DA H 2 s il % 5Om 81097 7 %
(HAART) /> 12 [, JEEENER 2 MM IIE HIV-1 RNA JFEEEICT 50 #4501
/mL. 3B B SE R 48 AT BAR TR H 1 590 1321 .

7 UL T REFT TMC114-C229 His 7 A/ FIFEAR S 800/100mg % H — R 2H 52 1
HRIEFRH/RFEIE 600/100mg & H kA ZRFEH N DGt R ARIE . R
R [ AEAEA P

R7: TMC114-C2295 5 2R E KA O Gt A ML RE

BEALIFFE TMC114-C229
FH—-KEFERFRA | FH ZKEFETFA
I+ 800/100mg+ | FEFIRI600/100mg +
OBR OBR
N =294 N =296
A G4 B
W () 40 40
CFERYaH, %) (18~70) (18~77)
P51
51t 61% 67%
7 39% 33%
N
HFA 35% 37%
LN 28% 24%
RN 16% 20%
DIZLPN 16% 14%
BELRE
SRR F 2 E (logio copies/mL) 4.19 4.13
FL2B T 1 CDAYN A 5 219 236
AMmm?) GEH, M/mm?) (24~1306) (44~864)
FE 2295 75 3 E>100,000 copies/mL# T 5 kb 13% 1%
il ° ’
F 2L CDA <2001 /mm> 3 fir o Ee 45 43% 39%
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IR R R (TERED 0.50 0.50
(0.1~1.8) (0.1~1.9)
i 25 ARSI LR B R E (ERED: T
PI =4 3 4
NNRTI Z84% 2 1
NRTIZRAF 1 1
FELL I B AT A PIs #BUR K325 o 88% 86%
54
FELE WA DL B 1 3 A B A 5
AR SZ A B o T
0 84% 84%
1 8% 9%
2 5% 4%
>3 3% 2%
ZHIE ) ARV & et
NRTIs 3
NNRTIs 1 1
Pls (ANELFEEFIEAFEM ) 1 1

*HEF KA (Antivirogram®)

THIFHE ARVs, AEFEKFIREFFEIS
OBR: itk 5t &

TJohnson VA, Brun-Vézinet F, Clotet B, et al. Update of the drug resistance mutations in HIV-1:
December 2008. Top HIV Med 2008; 16(5): 138-145

TMC114-C229 B 58 v H — 0k 7= B35 /AFEH 5 800/100mg 2H 32 i # 156 48 Ji]

SERAER 8 han i

£8: A8 TMC114-C2298F 52 BENLIAIT IR B A B

BENL 420 8F 5 TMC114-C229
FH-REFEBF/AFEHR | 8 ZIKEFIFH/FFER
$ 800/100mg + OBR F 600/100mg + OBR
N =294 N =296

I B A R T . .

HIV-1 RNA < 50 Jl/mL 69% 69%
I B 2 R WO 26% 23%
5548 JE i 18] T A TC 9 B BRI
JiR AT
FIA R FAAF AT 118 A 7 3% 4%
(K] At 5 R 7 3B HH A A 2% 3%
B[] B PN R B sl s, (B e S 0% <19
Eﬂ:j’bi 0 0

N L8R R 526 E NG
I SE48F 2 1l T A AU = 52 R R B3, 48R 8] B N >50%8 DL 2, Xt
B2 BT RS SOV OO B (O TE Uk AR TR 5 B0 T 25 7 A 1A
25K AEIF) e B R AR TR 2 1T, PR T ABS/BE T DL R AT RME B = B3t 2 DL AR ) Al SR 4]
frﬁuljﬁ’ﬁ%% (BRI JE SRAR R B 3 E T (HIV RNA>504% J1/mL)).

T HBA42-54)E A B

T RS IR Z A E 2 A (AT A B R) A R AN R ARt o iR s 1 8, SR LR il T8
T AR E R TB) B PN TC 00 B 2 A

§  HAMGFE: ®EFEE. KU, AR RS E< 50 # 0/mL.

PIANEIT A CDA+ZH IR T SRR T 3R 4 ) P38 & AH 2 GR35/ R B 3
800/100mg % H — VR ZHAIE 75 38 45/ FHE A8 600/100mg & H — ¥4 4 5114 108 41 g /mm’
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1112 A f/mm?).

TMC114-C214 B¢

TMC114-C214 #f Fi 2 —WUEAEBEAT P EIBEHL. XS B JFBhR 25/ T 301l PR K5,
HIF R TE Y 82 1 PU e SR B 2067, ARG UL /AR FH 0076 HIV-1 G R
NBFH A HBOE I F/AFE S 600/100mg & H — A& ILHLH/FIFEHF5 400/100mg
BH . WAMEMALT 57 (OBR) ¥EER /D 2 Ml #7525 (NRTIs il
BEAN I NNRTIs ).

3 TR () N GE AR v R RS A HIV-1 3210 R 2% HIV-1 RNA> 1000 #% J1/mL,
i H &8 720 12 JH s #iaI7 7% (HAART). Ji 8 N IE
SONFIALIE HIV-1 RNA 7R3 HE< 400 % Ul/mL. 73 #rE4E#F 5T TMC114-C214 158
J% 7 96 JARTT B ATIR H ¥ 595 152 F#

3 7 5 AR IS 5 2RI VT AR =5/ RFE A T 20 10 N 1 Ge vk 25 B 2R AR Ak 31 T P4
® 9 PHE T W TMC114-C214 ik il F/AFE0 4 600/100mg B H — IR H 2%
A& UL/ LA 45 400/100mg F H — IR 32808 N I Gi vt 27 FEE 2R AE

R 9: TMC114-C214 FFFH 2R BN O G it S A1 LR RHIE

BEHLAF R TMC114-C214
FHZREFERF/A | 80 ZKELEF /A
FEIFE 600/100mg+ | FF 400/100mg + OBR
OBR N =297
N =298
ANAZIT R
ER () 40 41
CFERTEHE, %) (18~68) (22~76)
P
FE 77% 81%
7 23% 19%
N
HFA 54% 57%
BRI 18% 17%
LNIEBITN 15% 15%
DIZ/IDN 9% 9%
HERE
FELE I P35 1M1 ik 55 %K & (log copies/mL) 433 4.28
FLLR I T CDA4N AR 5 235 230
Mmm®) GEH, AM/mm®) (3~831) (2~1096)
ﬁ%ﬁa%ﬁizloo,ooo copies/mL3& FT 5 Lb 19% 17%
F LR CDAYI i T 51<200 > /mm> # Fr 5 L Agil 40% 40%
KPR R R E GEED 0.60 0.60
(0.10~37.40) (0.1~43.8)
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WULRERA R E GEED 0.70 0.80
(0.40~74.40) (0.30~74.50)
SN2 ARG LR EcE Tl (EEED: *
PI R4 4 4
NNRTI R4 1 1
NRTIZR A 2 2
LRI DA B i 3 2 A 1 B ] 71 R
AW IRE H o He*:
<1 78% 80%
2 8% 9%
>3 13% 11%
ZHIHE L) ARV £ i T
NRTIs 4 4
NNRTIs 1 1
PIs (ARG EAHEI ) 1 1
TR IR ATE AT FSPL OB R IA = 8 )
By 2451 1) 52 68 E 2 B 2% 3%
*Johnson VA, Brun-Vezinet F, Clotet B, et al. Update of the drug resistance mutations in HIV-1:
Fall 2006. Top HIV Med 2006; 14 (3): 125-130
TR ARVs, AEFFRAGGH &R
1T EA (Antivirogram®)
§ 1A FH NG LI & 1T Pls

TMC114-C214 B 5t it H Z s I F/MFEAR S 600/100mg 2H 521 (125 96 JH
ZERAER 10 PLAH

R10: 96 TMC114-C21487 7 HBENLIGTT KR4 R

FHIWREFEBF/AFEHR | 8 H KGR /FFER
F 600/100mg + OBR F 400/100mg + OBR
N =298 N =297

I B 2 LI . .

HIV-1 RNA < 50 Il/mL >8% 32%
P B 2 2 T 26% 33%
25,96 & I 18] T I I 9 55 27 B0 11
J IR
FIA R FAF AT I8 A 7t 7% 8%
(K] At 5 R 77 3B HH A A 8% 7%
IF1R) 7 Y R sk, (B ES S 1% 1%
Eﬁjb’r 0 0

N = A 32 S
FLHEEE96 8 2 1 Rl ik = B oA AUPE TR H IR R 3, BR96 JI it ) 2 9> 5048 DL A3, DA
JO 1 507 EAH T AN VT I ) R

T 5590-102E i 8] E

T BRETEEE LR A [a) 2 [B] BRATAT IR [A] s ERLAS R AR BAE TR R, Wik B S l
FECTAERLE (VI (] B PN O AR

§  FAREIE: WEFE. RV, WFSE R R E< 50 #% DUmL.
FERE FETMC114-C2141 5596 VR IT I B H 0GR 45/ AFEH45600/100mgH

CD4+ 2 v BT 24 1) T s & E 9 81Nl il /mm?, - A5 H & VLR 3 /FFE
F3400/100mgZH 99344 fd/mm?.,
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TMC114-C213 1 TMC114-C202 fff 5¢

Il XL TMC114-C213 F1 TMC114-C202 7545 = /K P 24 PR RN 32308 Hh ik
ATHIBEAL. XTHE b W58, WIS EHE 2 AN JFIRI N B I EIR R
JE KA 2535855, 33X — 050 "R B AL o3 28 2132 725 30 5/ R0 45 4L 10 BT A 5248
%7 HEFEE, BN 600/100mg BE H K.

FEE X SRS (N e b HE (1 8% HIV-1 #5250 1 3% HIV-1 RNA> 1000 #% Ul/mL,
Z R PT (). NNRTI (s) I NRTI (s) 597, JRerhf &=/ 1 fhE2 PI R4
(D30N. M46I/L. G48V. ISOL/V. V82A/F/S/T. 184V, L9OM), ifi Hifi#it o 1
Z/b 8 FRIARE NI EH PLIIRIT 7 5. KM PL OB . i A i 1 33 4k A0 B R 65
KA F B LR BN A 2HIEAT T 40 )2

VPG T 5238 P IR /AFEAR S5+ OBR (520 Akt B4 2 (B2 Fe 3 i %
¥ PI (s) J5R+OBR) MIJRTFENE R, BEAL /2 2 1 et 70 38 AR 40 i D5 R i 24 1A A
AN Z RTH) ARV JRIT SEEEFE PI (s) AT OBR. OBR /> 2 Ff NRTIs (sl A n /&
KA. XA HELEN PL () AHE: WWILIFHEA T 36%MZ k3, (fos) ZHEH
T 34%, WERFEMT 35%, FFHIBFHHAT 17%;: 98%HIN A Z & H32 7 HFE
FHIGRI P R, HAH 23%000 A2 IR B2 7 XCER R Pls. AT Zik#Hh e
47%35% 7 BT, b 35% 2 1 YR AE ] ENF. 5 8522 S8 1 SCA IS HIV-1 RNA
TR M TR RS 1 loge.

FEX I RIRGE TMC114-C213 F1 TMC114-C202 BT HIVC S, 3k 2 A /F14
HEF A I PL AN G 2 MR R IR B 1P 2 11 P EREL T X TMC114-
C213 F1 TMC114-C202 #AT &I, & H =0k BH/AFEH T 600/100mg 4
SR AL PALSZARE 1N H Goit 22 B2 AL

F11: TMC114-C213F1TMC114-C2028 i F ZIRE N A G- FREBHRE (JLA

731
BEHLET ST
TMC114-C213F1TMC114-C202
8 H ZKIEF AR HAFEIR S Xt &2y
600/100mg + OBR PI(s)+ OBR
N=131 N =124
A DG 24 R
F 9 43 44
CERSEHL, %) (27~73) (25~65)
P
Stk 89% 88%
otk 11% 12%
NFh
BN 81% 73%
R 10% 15%
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EEIRPN 7% 8%
FLLRRFE
SIS E 3R (logio copies/mL) 4.61 4.49
S 2RI ST 3 CDA4+41 i 15 153 163
NMmm?®) EH, A4S /mm®) (3~776) (3~1274)
Fk 2895 B 45 E:>100,000 copies/mL ¥ fir 5 EL 4] 24% 29%
F 28 CDAYH i $r<200 4 /mm># BT 5 He Al 67% 58%
O S T e Rl 43 3.3
S 25 AR LA N gl GERED: *
PI A 12 12
NNRTI A% 1 1
NRTIZR A 5 5
BRI A DL B I O A 1 EE A ) ) SR AR
SRE H o b
<l 8% 9%
2 22% 21%
>3 70% 70%
Z A I ARV i+
NRTIs 6 6
NNRTIs 1 1
PIs (MUFEEHIERFEBRE)D 5 5
FELR I S BT T $PIs CORELHE & by AR5 Ak 3% 61%
FORFD B 252 R E 5 o b ° ’
Z AT B R R 32 B 4 B 20% 17%
*Johnson VA, Brun-Vezinet F, Clotet B, et al. Update of the drug resistance mutations in HIV-1:
Fall 2006. Top HIV Med 2006; 14 (3): 125-130
13T FA (Antivirogram®)
P2 RAE NIEWF SR & BT Pls

E I TMC114-C213 Fl TMC114-C202 he32 HEf7 7 B4 H 00k = 18/ AHE
A5 600/100mg 321X # 15 96 JASE RAER 12 thaath.
F12: TMC114-C213HITMC114-C2023R %96 BEVLIETT S B QLA

FEPLHT T
TMC114-C213R1TMC114-C202
FHREFERH/FETT ELEZPI(s) + OBR
600/100mg + OBR N=124
N=131
P EE S N 57% 10%
WINEE 96 Fil 2/ L4 (39%) (9%)
K 1 logio HIV-1 RNA
(55 96 I} <50 # Ul /mL
)

I B 22 R 29% 80%
S Z W15 BB * 8% 53%
I B K Bk T 17% 19%
MR SZ B4 4% 8%

RIAS BRI A0 T 3 5 24 9% 3%

R FL A i R £ 24 5% 7%

5 12 J 5 B A LR A 28 A A 0.5 Togro HIV-1 RNA 5210
THYIMERZ (MRS R 1 logn), (HEE 96 R RAAE &2 E K 1 logio 2R A
15596 J8 5 W AR BIHHIE I T FE1 logiofI 52 iR

A IEHFF TMC114-C213 F1 TMC114-C202 1, 3@id 48 JEIGTT, &5 1 H/F4E

M+ 600/100mg B H R FIXTHEZY PI ZH A HIV-1 RNA <400 #% Ul/mL 15282 Le A
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SN 55.0%F1 14.5%. BEAh, I3 HIV-IRNA AHE T LA LI E R 1520
/FIFEIR=E 600/100mg & H — k49— 1.69 logio #% U1/mL, X824 PI 208 —0.37 logo #%
JU/mL. CDA+Z0HH i T 552k (0 Tt i B ¥ EA 2 A5/ FIFE AR S5 600/100mg 4 H —
A (103 ZH/ mm?®) = T2 PTAL (17 4H/d/mm®).

ILEBETRYTH

W AR AR S TE ) L3 SR 3 R T BGIAT I T . (B, —THIAE HIV-1 BUSYL ) LE B
AT B DA R IR PRI SRR 12 2 B <18 5 HAKE>40 kg (7 4 o 46 F A i -
GS-US-216-0128.

TEHCPE T A/ A 98 GS-US-216-0128 7£ 7 44 HIV-1 J&Gs. &30 o #2240 H| 15
AE (PREL F /> 40 kg) HVTAS TIA S BRI LR AR 222 2 B NRTI B 97 30, %
SRR E 1% BEHEZ 800 mg 15 A 150 mg % He Rt 7 & H— R4 2.
BETPAER N 15 9 GuHl: 12-16 £), 57% RN, 28.6% MM A, 42.9% A
RN JELRI, BT BEMIMLSE HIV-1 RNA<50 $2 01/mL, $47 CD4+40M i+ 50h 1,117
YP/mm’® (JEFE: 658-2,416 4Hffl/mm®), WL CD4+ E/MECN 45% (EFl: 28-56%).
TRIH T GS-US-216-0128 55 48 FARIRREF45 R 245 E W LRl )AL 77 15

=S|

i o

F13:  REGS-US-216-0128F48F KR T 45 1
1A 5 IR F5/25 L w ik
(N=7)
HIV-1 RNA <50 # Jl/mL (FDA #RI&7%) | % (n) 86% (6)
CDA4+ 1 5 B FE e 1328 4k 2 6.1%
CDA+ZH M TH U IR 2R 1)~ 357484k, @ -342 41 i/mm?
a SRIEAN CSZIEHED .

[ZjERHE]
2R
A ST HIV-1 25003k 5 A8 4540 CYP3A 710 2% b =) f 4Lk i 52 5 #1571
Y FIRLEE.
AP HIV-1 B R, AT v bl B e 2 1 40 9 HIV-1 4wfid
Gag-Pol 2 JREE FUIMIZLA, AT BELIT e A S P03 23 JURL I T P o
FLHeE oy CYP3A W R4ANL (3R P450 B BEENLEEPEHI), X CYP3A A 3HIAG
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WEAMHIER, T8I CYP3A RV R 5 e =

AN GUR B

B TERERGE T AR, A SME LSRG A S A/ E R A T, 3
F AT HIV-1 256 = HRORI PR 7 B bk A HIV-2 SE56 S Mk (935 7, ECso {HIMITEIEIZE 1.2~
8.5nM (0.7 ~5.0ng/mL). ST R, & BFXI T HIV-IM 4 (A, B, C. D. E. F.
G WA MO HIE UG BRI HA RN #HE T, ECso IVEHI#E<0.1~4.3 nM. £E A I
i, GBI ECso N AL ECN 5.4,

BILFORFE HIV EAR0HI )28 8BRS, el WLk, =48
Fy FHEIE . WEMB SRR HIEA 2R, S5 %A% R s el i 77 o) 2
R HuEEE . B, FoRRE. A IE . BriiE . SLE bR e 2 R B A
I A | 3 Vs S UL SN S D P PSP 7 R s NI | o Y (N R 6 NN VIS N3 S
FRF, USRS B R T B A 2, SRS BA P 5 LR AT T 254 iRl A2 AE
FEPUER .

LA EA RS A G AL HIV-1 2 (AR, 7EPT HIV-1 40 AR50 b o K ) 1)
PURTRETE, HAELC RS TR HIV-1 HUSHE o 253 297 10 Bums 26 M 2 A A E RS s
.

ik 2414 -

15 7%

TEPARAT . IS F A P AR B ANRFEAR 5 1A e, 88 T A4 10 SR AT 7 8 s i 24
HIV-1 55 2 o« WEFAE HIV-1 rv it t 32 7 38 5 2ot 127 8 4 IR ORI NI 17 21~88 £%
BAMIERSER 2~4 Fra R E#, @8 S37D. R4IE/T. K55Q. H69Q. K70E. T74S.
V771, 185V,

MEFAHE 2 EIN AR 9 Fh HIV-1 B0k b e b ik 7 A F i 24 bk, RIMTERR
FIBESE R E3ETE 22 Fh9e48, AL4E L10F. V111, 113V, 115V, GI6E. L231. V32I. L33F.
S37N.  M46l. 147V, I50V. F53L. L63P. A71V. G73S. L76V. V82I, I84V. TII1A/S.
A Q92R, i LIOF. V321, L33F. S37N. M46l. 147V, 150V, L63P. A71V 1184V Jyfx
B KPR AR AT 243 A B AR 1 B A /DA 8 FPORAR, URRE T B 50~641 fiF, FELECso 1
4 125 nM~3461nM.

(7SR R

b R 2 R Rk B TR P A .l LRI A AS AT PR RS M, AR 2 Ll
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AR HIV 25 B4 o 207 T8 =65 i PRI 24514 50305 2 WAk I 3 i) s AR TT (5 8

32 X i 2t

TS 3 8 B0 22 XN 2B G . AEES IR b, X225 BFLAR . Bl
Foo WWILRE . AR FFERF YDA A/EE R A3 25 0 3309 11 PR 73 2 ko
(1) 90% X IA 7 AR B BUBME FRAI T AN RIS 10 i, $opond i 6 2 (o Jlg 100 1) 7 i 25 (10095 2 0
B PR MR o X LG H A ) 0TS 25 1 PR 70 B R TP ) 26%0~96%0 ) HAth 2 1 0 61 571
R B T AN 10 AR AR (26%) FIFEIRS (34%). IEULARSS (46%). Efitth
HH (57%) BIFLIAE (59%). WZERF (64%). ZEIFH (70%) BHIAFH (96%). ]

M TR TR SRR, I8 IR SR R B B SRR AR 7 L AR ST A S Bl A
H7 (NNRTD. FhE 005 CCRS L2 ARIE 7 BHE & Blpi il 77 18] A K AT e A 22 X
i 2451k
FHERT

i

EFRA Ames RGN TG A G (0 AR AR 1R B0 AN /N BRAA P BRURZ R B6 4 SR B A

5 EE ) A Ames 50 /) BRI B9 T8 RO B B e 5 SR P N B

R

BT T o A T A PR RS, ik A B R N TN R
el 15 CNRAGD) 365 CRBD I, 875t al i 255 89 N HHHER R B T 25k
B L6 5 CRED M 385 () I, RIWKEMARARKN. 5 Hm 7 F o0 N
TR N RN 1.2 50, R WIS F00 K BRUR B & A RSO

PR WK EAEE TR K B AR IS .

7E/NER (1000mg/kg AP HEH GD6~15 HLAhZh 25). KRR (1000mg/kg ik = GD7~19
FA 25 S RFEIEIAD K (1000mg/kg 575 A4 GD8~20 HLpligh 24) A Gt ot
R IR R vE s . DLERR ik PR 2B (T AUC) SRR T A
PRI REEML, KRBmE G, ARMREIIE ChT 15,

K IR B RoR, EMFLHE 7L IBH (SRFERFHEEHEAERD itk
TR EIGIRPAR, SR RTE T 2@ At /i R 88 . SRR (1000 mg/kg 5 FIFEHR 10k
FID 1% 57 B i KAELU A NI RHERE FIE T (5RFEIHIE) #E5EK 50%.

FHAlfh: HHLE S HREE (AUC) MNHEERIE (150mg, BH 1 FAMEEREE
B4 A5, VB R R AE B IR LS . [ P R B R A R R

This copy of the document was generated on 03 Jul 2023 Page 36 of 41
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60408 Version: 5.0 Status: Effective Effective Date: 03 Jul 2023 (EST)

(AUC) AERIEFERE (150mg, FH 170 FARREER 1.2 50, FAKREF S
oA
GD6~17 BEHR K BRZE 14524 125mg/kg/ R, WG RIIEIGA PR JG 2 KK N K JIGAF B8 %
i, ARWEWAE . 50mg/kg/ RilE MEIRK R ARG #FE (AUC) B HUIm PRI & T Ak
BHEEE 1.6 5. A& EFE 100mgkeg/ K& 4T GD7~20 iR %, & WAHASIE
BIEAF R 1R T R R (AUC) & IR & N A RRERER 3.8 4.
PR B R A, KRN GD6 F| PND20-22 4 45 7% L mllh 75 mg/kg/ R, A WL BEA
KB #HME. ZNE NI RGEE (AUC) ENIMIKHEETE N ARRERN 1.2 4.
K= B # R T b, WFLT 10 RAME R L 75me/kg/ R4 20)5 2h, L RIRAE
FL ORISR ()P 39K BT H ek 1.9 fi%.
BUEH
B RHESEEBSZ (104 ) VRO 78RN AR SR i BuE . A
BRI 150 450 A 1000 mg/kg, K SEEH &y 50, 150 Al 500 mg/kg. /5K B
T AR E A ) 7 o K5 T DR P00 Y g R T 0 e P 5 A 23 52 0 B ARSI T v, A DR B rp ]
AL PR 0 0 40 e JB TR o A 1A R 50 00 ) JHF A P v IR 2 281 B0 45 R A O 5 NSRRI
PR aX 7 8 45 245 T 5 K B oKL AR il O S BUTORIRBER IS R R T, S BORR
(IEAZ TG RAFRI R . R REfE T, &P FRRER (AUC) 4 A
& GEP B 600mg+FHFEANF: 100mg & H 2 ¥, Bk 8 800mg+HFEHEF: 100mg
H 1RO NERERER 0.4~0.7 5 CNED HM0.7~1 £ CRED.
FHER: R ECE VRS b, MERESh Y AR M EEE] 50 AT 100mg/kg/ R FIE N Z50AHK
(%) i3 A 23 TN o 12 BT 2 E R AR A A B v 1 R R A0 i AR E R R =
NREEEN 7 M 16 5. KRBUEETF Y, 25 A1 50mg/kg/ R AR ENE DL 30me/kg/ K
ZHMEYE, VAN B BRT R/ B PR ) A A RN o DL A L AR M A D9 R K R
N PR AR Pl 175 3 R FF R R 3R R A (R 4k R S L, 5 N TEAH R o K SR B0e M ke e v 711
T, B ARG R R NRIGIK H RS RE RN 2 £
BERRUEME
PR RN R RAR BT T IE T B2 B P AT, AR AR rp AT
TIEFIRFAFER TR A . KRESSAFMERE T, 100 mg/kg/H &L E
e H R EICT IR AR, SESE NG MRS, &R LU HARER . W WL 2140
MR RZECN %, WAL PTT 0. ®FFU3RoR, 7E KR IS B AT FFOR RAZ AL S e 7 %)
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BiE % FHE BRSO, AR KRV RAE 120 mg/kg/ H 7R AIH 24T HE & T AR S
BRI, ORI E B R IO
Lhikshyy st
KRR ERE T, 4525 Bk 1000mg/kg I £E PNDS K ZAESIMIFET:, 3¢ %R &k
0.1~1.0 f5 NMA R Fa . 7F 4 JAEZAAFMEOIAH, I PND23 HHIF RS L (4T 2~3 %
JUE) KRR, MFEFRFERE (GRFEMHRAD A AMKRE R 2 5.
[5R]
30°C AN RAF
[a$]
E AR OIREEDNRE, WA LEA SIS, &%, 30 h/&.
[HR0H]
24 A
[HATARE]
BE 2 s AR HE 1X20170271
[Za it s]
[ 241k 7 HI20180030
[ LHHFATRE AL
4% Janssen-Cilag International N.V.
JEMHbE: Turnhoutseweg 30, B-2340 Beerse, Belgium
(4240 ]
Mk 42 FR: Janssen-Cilag International N.V.
#uik: Turnhoutseweg 30, B-2340 Beerse, Belgium
A7) Janssen Ortho, LLC
A= bk State Road 933, KM 0.1, Mamey Ward, Gurabo, Puerto Rico, 00778, United
States of America
2] 7. Janssen-Cilag SpA
Hudik: Via C. Janssen, Borgo San Michele, 04100 Latina, Italy
[EABAAN]
ZRR: PEARM A IR A 7]
VR BT A T 22 T R X R R R L R B 5 JU B 19 5, BRIGAE E 2T
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T X o L 4 SR E PR 17F
MBI AS: 710304
HLIE5iS: 400 888 9988
FEHS1: (029) 82576616

M3k:  http://www.xian-janssen.com.cn

**¥END OF DOCUMENT***
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