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1 G 2% T A it B A T A FE R =60 A2 B 02 mi i N AR
ARIERFRAFHERS, P TR, XRRAEE AR RN (L (AEFED.

[LEAZ%]
AEHAE 18 5 ULT B ) 2 s VERG RO AR 1 5E -

[ZER%]
SHERANAY . BAT AT EE S E AT E .
7£ EPIC-HR W78 FR 52 A SR YT 10 1109 1) 35, 140 1(12.62%)0 65 % It UL L.

[ZHEEM]
H A ZGY it A5 i R
RIFFH AL EIN CYPIA IR

Ahh 5T CYP3A WIZ5HE M AT e & PR IR F ANRIFE AR5 AR MM A 5, a3k iy B AR
A KT R

A 53] CYP3A4 (2546 AT RE 2 T i A 3 5 ARIFT I 5 ) M SRR
5 CYP3A B F B FEH

Z R ARFSTEF 100~300mg 578354845 /A - 300mg/100mg B &, 55
Zﬂgﬁ\g*ﬁ H:n H?é/a\éégﬂﬁ%fgf%%ﬁg AUCinf\ Cmax ﬁj\?ﬂ“}%{&g/‘] 55%\ 43%0 AUCinf\ Cmax *EE_EE
JUATIE EE F2 90% CI %3511 44.50% (33.77%~58.65% )+ 56.82% (47.04%~68.62%).

B RIS AFEIRE R R T PHRENFE /AR
300/100mg (N=12) 300/100mg (N=10)
AUCin (h-ng/mL) 23010 (23%) 10280 (58%)
AUCjst (h-ng/mL) 22450 (23%) 10050 (58%)
Crmax (ng/mL) 2210 (33%) 1300 (43%)
Tin (h) 6.053+1.7939 3.845+0.99642
Tunax (h) 3.00 (1.02~6.00) 1.50 (0.500~4.00)

LR LT TEIE LFT%CV s B Tonax 911005 GBI, t12 9FAR LI £SD o J7 125 A -

5 CYP3A #IHIFF H M4

2 R B R IRV 200mg 5839443 /AR v 300mg/100mg BTG, 5
BMHLE ZIFALL, IREER) AUCuus Crax 77 HIIEIIZ) 39% 19%. FIZEFF AT AUCuus Cinax
K 1E JURATSAMEL EE A2 90% CT 4351125 138.82%(129.25%~149.11% )+ 118.57%( 112.50%~124.97%) o

K R R IR SFAFER B i R+ R R 5 TR ST/ AT R
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% Fr300/100mg F F300/100mg (N=11)
(N=11)
AUCpy (h-ng/mL) 41840 (21%) 74430 (21%)
AUCqy (hng/mL) 33350 (20%) 46290 (18%)
Crmax (ng/mL) 4678 (17%) 5546 (15%)
Tiz (h) 8.255+1.9465 7.793+0.89019
Tmax (h) 1.020 (0.500~2.08) 1.700 €0.500~4.00)
2% i % F A2 R
CYP3A4 JEBZ54Y)

RIRFR/AFERA 2 CYP3A HSRAAMEIFH], AT The i CYP3A AU 254 ML I L
Rk, ZFR /AR A S m A CYP3A HEATIH R AL Mk T sl g S 80™ &
AN/ b A A A RS L TR D BCE3RE T WU, 4N B A
REFEOEE S EAER T CYP3A4 &Y (W (252D &H.

FER R AR EE R, IR FH ARSI CYP2B6. CYP2D6. CYP2C9. CYP2C19. CYP2C8
80 CYP1A2 vl ¥ifEsmIfER . RSN R4 R R, RERr T e2 CYP3A4. CYP2B6.
CYP2C8 Hl CYP2C9 1155 T 71, I R AH G AN o 3 TR SN , 2379 K5 F 4] BCRP.MATEI
MATE2K. OAT1. OAT3. OATPIB3. OCTI1 Al OCT2 M AEMEE% . EIRRMIKE T, &
PR A GEFNH] MDR1 F1 OATPIBI .

CYP2D6 JEWIZH)

FETARAMISE, FHEIR TN L4 25 P450 (CYP) WA BLAA = EEsE Ay, FEnlgedm
) FEAAE R, 20 R : CYP3A4>CYP2D6. A i 5 CYP2D6 &4 2454 F vl GE T+ i3 CYP2D6
JERA IR FE

P-FEHEN Y

Xt PHEERE (P-gp) WEASESEMT), MHxia & EBAMEIER: KIEFRESE
FrAE LT RN TR . N HEAT 2 D) I 245 %2 A M R0 T A0 I 5 T A R b /b 7 1, Bl A )
RGN

ASATBERE S CYP1A2. CYP2B6. CYP2C8. CYP2C9 Al CYP2C19 F) 7 % B s i Ak Fl 48
PAERT, AT 38 I3 e i L A A 50 43 2 S R AE Ak, IFPTRE S EURZG I RS &
PR R, AN BRI B4 4 7 30

A P A 2EAT 1 1T 290 AR ELAE FH O FE R B, 290 AR LA P 2 VA BR AR 5 « PRI,
SRFEI A A R 25 AR &R T AR

5 CYP3A4 JEWYHA I LE

L RIAMES ORI 2mg $50fE CUIRG Z5AE L, RIS D RS 2 R E R IR A
[FIFEASS A 300mg/100mg BEA LR 25 » WKIEMES ) AUCines Cnax [ LAFE1E 2 AIBEINZ) 14
G 4 f5 . BKIEPE ) AUCits Comax HIRIEJLAATIME EE X 90% CI 43 714 1430.02%

(1204.54%~1697.71%). 368.33% (318.91%~425.41%). A A5 5 CYP3A4 &Y KLAM A
BH (L [#RD.

K BKIEMES D IRVE M 2mg | BRIAMES O RIS R 2me+ 553545 5 v /7
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(N=10) FEHF H300/100mg (N=10)
AUCin¢ (h-ng/mL) 26.13 (45) 363.9 (13)
AUCps (h-ng/mL) 25.02 (44) 353.8 (13)
Ciax (ng/mL) 9.812 (38) 36.18 (17)
Tin (h) 4.988+2.2058 10.47+2.9096
Timax (h) 1.00 €0.50~1.10) 1.00 €0.50~1.05)
5 P-gp KR B &/

ik BEEe i FE 75mg PR O IRG ZGAHEL, AL InBEEE R T 5 L R A F0 S /A
FEAH A 300mg/100mg BE-& 2524 5, 1 LU IIEEEE ) AUCines Cnax 1 UAT-FIME 23 50138 025 1.9
5 2.3 f5. BHIHEBE AUCkts Crmax R IEJLATME L X 90% CI1 43508 194.47%

(155.29%~243.55%)~ 233.06% (172.14%~315.54%) . 54 & F PR 2 18 ik bE o ae s i) 1
VR, ISR N ot XU o R/ T L B 174 751 2 sl e 4 1) Ao P o

- KHMBEER IR B 7Smg | TR INEEEG A 2R 7 Smg+ SR 0 H /A
(N=21) FEAE F300/100mg (N=22)
AUCiy¢ (h-ng/mL) 625.6 (61) 1177 (66)
AUCly (h-ng/mL) 595.0 (65) 1178 (68)
Cinax (ng/mL) 71.87 (78) 154.1 (72)
Tin (h) 11.48+3.8485 9.636+1.5692
Tmax Ch) 2.00 (1.00~4.00) 2.00 (2.00~4.00)
HAFEI T KR Z Y

HEAELME (BUHERD 152551577 & H 2 BRI IiF K. X2l T X
A (CBUHERD RE A AR . RILASRAR S SH 2L 5 (FIhERD 1
T ZGHIE . IR IEAE IR 2R (B, RUE R, WoRATRE, RN
IR BT IR0 (B FEMFEARE KT AT RE 18N, v fE /5 2R B AL
AR k2220 (BihigD) T e, R SIER TR &Rt bpif (S0 (%8
2D,

HMFEAF A MLE KR T RERZ B & 258 b F 8, KAEH G, FRZIEMAET) 1)
oM XS AR S WL T 2 EAE R 513K .

FIFEAF U EBBAFIT TEE EBMFIRIRERGEL Y REFTRFERIANE
LRI D EST

LA ELAR F-AFER S 5 B R

amy | SREY I REAE s | auc Coin
A& (mg) (mg)

LRI 600 q12h 100 q12h ZIRTEF 2 | 164% 15 i
FIFEH I s CYP3A4 i3 2e ik A F M MG /Ko RIS UESE T
LR 600mg (—HPHKD) FIFFEHF 100mg (—HPX) & HBZ4f
M. BEEE, TSMRBHI .

R LR 86% 11 1%

B[ FLAR=F 300 q24h 100 q24h i %L?%Bil 12 [ 1%7 o

FIFEH I s CYP3A4 3Gk FLAR 5 i Mg /Ko I RIS UESE T
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FERRZ I 10T 1 B BT 300mg (— H —#%) FIFFEAS 100mg (—
H—¥O aHZERA%. B2EE, HF2 4.

B | 600 WAIE | 100q12h | PR | 1146 |
FFEFR T3 38 I 0] CYP3A T 3G A0 7 AR 3 I ML 7K o 3k 7 0 5 b 405 )
FEAF & A BERA ORILIT 2. AR BI SO RIFEAR 43 7] & /T 100mg (— H#
VO W SIEEMEEHNER. B2EE, HER~MEEA.
700 q12h 100 q12h LR 12.4 % 11 1%
FFEA T8I #H] CYP3A4 MR N2k B+ CRAMEDITT) BIIMIEKF.
VI KPR L AUS FIFEI T A A R IR 7 80 IR PRI IR UE 2 T fE 82 iR
7R ARV IR 700mg (— HPR O FAFEARS: 100mg (—HMZO &
M ZEH M MR AEFFEIFHES T 100mg (—HBRD B S5HEDH
TERHNEN. B2EE, TSR
800 q12h 100 q12h Efi AR 3 1178% ND
FIFEI 172% ND
IR 400 q12h 400 q12h i3 | o 14 i
FFEAR - -
FFEAS T @ ] CYP3A4 TG I it B 5 (R M3 /KF o 6 F A 2 fn %2
AR, IXFRECA S A (03 2470 & R E » SRR TR 100mg
—HW e, A SRS 2 e T A . GBS AR
(100mg, —HMR) Sei4 (800mg, —HMHI) BN HIHE, KA
A BRI B A ) AU o
1250 q12h 100 q12h AR 120-39% ND
AR 750, HFFIE | 500 q12h AR 1152% ND
FIFEAR S - -
FFE I #H CYP3A4 TGNz JE I F M MG /Ko T Rk 22
AP I, IX ARG S A FR0E 2 0 B M R o AT T30 & T 100mg
— HPFR IR H A 280 ) 38 A E T R
1000 q12h 100 q12h WENF4 115 fi% 15 %
" 400 q12h 400 q12h FIFEAR S o o
PR DERFS | 1716 ND
FIFEAR S - -
FFEA T8I 0H] CYP3A4 T HG Iny b2 s A3 i M3 K F o 2R R
HRFMEERH . FHEHE 100mg (—HPR) S5¥0ZEIF 1000mg (—H
PO G B, 24 ANETRIDEIE N RS0 5 8= X T EoE b B
1200mg — H =k ANEFHEHF & 24 R 5.
TE— T 5 RIAR T 600mg (— H — 0O Fyb 45 1000mg, FIFEHT: 100mg
(—HMK) =F AN TR SR A B AR R e, 2
1-5 REHI T &M, a7 e R 20 £,
BT 5 AR R XS, A B H/AFFCIE SR FAH. 52
i, WERWER TR WA
500 q12h 200 q12h BRI 11 % 129 fi
S 140% ND
B RS E ] CYP3A TR I RIS (RIS /KT o B 6 45 1

FIERAFERE G H A ORI T 2 HRIFEI S 5 B Rl 45 & i, A
AEMRT 200mg (—HMIO, BMAREESHTR. B2ELE, "ESHE
FEARE 7 RIS

1270, H3070
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ND: AKHfiE

13T 5 o BT LRSS 400mg (— H —¥%) 38 Xk 7T Eb i
23T 5 O 223 I8 E 1200mg (— H PR A8 X W 5% HLie
3T 5 oM e AR 800mg (— H =) AIAE XWF 5T b
4 FET 5 HE YDA 8E 600mg (— H =KD A Xk 5T b s

M EAER AR S 5IREABRMHIRRRE XY

THAY 2 T

HR%W HE (mg) (mg) T EIZH | AUC Crmin
ERNH 200 q12h 600 q12h 2h J5 | RN 113% TN
BT RFEFHERE S EWER, mERIERC S EIRA, il =& M2
B} 8] 3 24 A1 2.5 /N o AS DA B AR T
s P FE | < N
b2 LB AS F e 400 q8h 600 q12h AT o~ 5%
555 B b, FIFEIR R IR AR R T 5 2GRS 1 . 2 S
FE A N, AT AP RS BRI i
=N KAEF S 121%
WAEF B 600 q24h 500 q12h AT 1
LRI FAE TR RN ERKER SRR AN, ARFEM
sk, B, BORE) REKREMALS R ST FEA S rIRAM
B Ip
100 q12h 100 q12h % 1161% 128%
Oy FIFEARF 38 ] CYP3A TGS H 45 2 1 & K. G H 2 a5
FFEEA RGNS REY REE. B2EE, S0 SHRFEP 15U
.
pa S ST
ZFEROF | 200q12h 600 q12h ;{;i;i; : :
MFEIRF S Fhe & I, Aa SECE Hhr-FecRFE I8 254830 715
B I PRAH PR I L
S 400 HFIE | 100 q12h HEEE || 16% 1 1%
e FFEIR 3 5 T Res & HI, 2 S ER RS TP BE UG AN D6 e 7 &
200 q8h 300 q6h FEZRE | 125% ND
FERE MFERF T RETS 5% 2 R KA H s e IR 1L, 2I5F 2 REK-FIEIEL.
AN AR T B
ND: AKffiE
1. FETPATHEN
FIFEARFx-E& F AEPLR om0
& P25 ER%YM g ERAGW XXEREGY
" & (mg) (mg) AUC B Cmax IR
o- B _ERRRRE AU
I SRFER 5 & F AT RESG I F R e ge () I 259K, IR R &l (S0
[Z£ED.
ZARAhATEY
AR %Ufﬁjﬁ%ﬁfﬁﬁyﬁ}iiﬁ%ﬁ%%%ﬁﬁﬁE{ﬂ‘, ﬂﬁéffpﬁ?u CYP2D6, AT 75
B AR B R AT IR E . MIX RS DPUR ek

137, 3070
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2P L 2 AT A R, R DD IIG T RS ANAS RN (2
R [EEEHD.

BURY

TN EME 16 q24h 100 q12h 157% 177%

ZHEET W IE 133% 1108%

PR IR A N -
TERA] By 2R 52 8, T T v ME A S AR = 7 R AR B
A2 5 B A IR R E BN E s . BRI P 256 F
AT LT N EEERFE IS A E . SRR TS 5 S A B
HFAT P EHES I, BARZE 24515 25 S W ra F 8 B B0 55
L CIRER

WREE, LD ERE, | FIFEIRT A T Re B MR B e, o2& AN S ST 0 25 Bz, A

RE% WEZEH (B0 (ZERD.
FIHER F3 1 R 254K 3h g 2 38 98 55 Bt B 4% s 0 B 24 W) A FH I 2 100 o)

- KJE CYP3A4, MRS 025 KB M ZKREE . 25 K e 5AFEIRHAH
B, N EE OIS T RONAS B s N CRLEGIEIR 6] .«
5, HRIE 500 q12h 136% 138%

£V ! T RIFEIR = Re 0815 A AT RERERR AL, T LRI 4 bt S e s
B ER BN ) 2 G 5 ) 5 S VD R S FH IR AT B8 75 G 0 3E v R ) 77
o MR BN S VDR R I R IR RE R HE )

L MRFEIEFAE AP I 5 B 25 e 25 AXEh 70 S s R A IS, Wl RE

- RN S i Ml R B AL, 1T PRI S R P 7K P

L BIRH

e T RFEI A6 CYP3A [HIPER, Tt B R kT s . itk

" HESEEESH (B [ZRD,

L BRES

AR, R
BRe, Mk,
HE M, EJeT

AFEAR & AT RE S BURIER, /R, BRE, ®mFRE, &2
B, ZJeT MR ESE N, s a .

0.5, FAFIEFHK | 300 q12h, 3 H | 1 86% ND
0.4, HFIEIR | 200q12h, 13 H | 122% o
o IX AR FAE F AT RE 2 FIFEAR T34 E A0 e i i 25 25 M B2 AR B ) 5

SRR P-WE A LA 3 A = S AR E AT I A R . AR AT
MRS EE T, WEIFEERFIRAEIL, HmFACr R
[ N 1 (I3RS I 5

PG
sy 3mg/kg q8h 500 q12h 143% 132%
BT RFEA 15T CYP1A2, & AR AT A8 75 ZE8G A Bk )55 &
B 25 AR A5
20 mg, HLRZZ) | 200 q12h/1h A 1 48% 139%
40 mg, FRIRZAZY | 200 ql2h/ A I 1 19% 1 4%
G R 40 mg, HLRZZ) | 200 q12h/6h 5 1 11% 1 5%

H T LR 258 (BCRP) AAFEAAXT P-gp (R SEHIAER] ,
A RES FBUMLE RGN AUC F Conax G AOFE FE IR T-FIFEIR F 45
Ly ] AR SR R R A A 29I RO T (S IR JE 2 i i

1471, 307
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W) . NS VA JEARSG AN BB o

Abemaciclib

HITRIFEAR X CYP3A4 HIFMHIME R, LR BE T RE 4G .

J82 2438 4 Abemaciclib 5 FIFEIRH& I 25 . AR E A BN AT
B, HRAEIHEENESH Abemaciclib Z5f U1, S5
Abemaciclib #H5E A R MV

SR 3l e

BT b S — b AR BR AL CYP3AL 5557, 1X AT RE S ECRIFEIR 1
ik B UL R N TR R . AN, SRIFEAR: & A
IREERTRERG TN, WIRE P EU™ EA R L, BRI AR .
AEBAFE S SPTi i & H

uFi 5 Je

AR CYP3A A P-gp HUMHIEA, ISR P RERE . A&
a5 T B RIS HI 29I B . A R B EBOES % b e
ittt . NI 5 B JEA RN BN .

B, et
Je, KEFF, K
A

SRFEAR A A& R B T e AT 0, nT R S B KRN R A%
.

Encorafenib

HRFEH A A MG RE T Res i, nrgesigma B s, a
FE R A B AN R FAF 0 QT ) HAZE K i XU

I 2438 4 Encorafenib SAFEH A& A2 Wi\ s Abits i KU H.
DUF R RIFEAS S, WS ) M DA 25 P ) e Atk o

Fostamatinib

Fostamatinib 5 FFEHS & F W] GEfl Fostamatinib fX 4 R406 5% H
RN, SECHRCIR R, IR, PR i
FEBIRYS o S% T ISR e AL I ST R D I, 11§ 2% Fostamatinib ff
Zydh i IS

A e

T AT TR CYP3A RHDHIAET, (A5 B JE M MLk 7T A 28
AT S 5 R Y 50 20 7 PO B R P o A O S 2 S
(A B A Ay A 0 A i LV 2 P 25 25 A R, T
T8 R AR IR/D % 140mg I8 VIS 8 4 12514

Neratinib

BT RIFE SRS CYP3A4 USR], L3 3 o AR
Neratinib 15 FIFEIR 5485 A i, DR Bl 2 0 2 7 S s 2
A EAR BRI R REAR (BI [ZBRD.

Venetoclax

M T RFEIRF 0T CYP3A HMHIAE A, MG EE T s, FEIERLS
7B e ) s M Y B PR A AR AE I RS (S (R 5555
Venetoclax Zj it i1

XHFCLSE RN Venetoclax [R5 EZ AL T AR HER E R R M B E, R4
F CYP3A 5& 4l 7| Venetoclax )57 18 22 /D 25 75%( 22 L Venetoclax
2yt BB I HEAED.

ER. 3]

A b Y

10, HE 600 q12h 1 153% 155%

CYP3A F1 P-gp FI4MHI1E F 2 S BURAPD BT A AL 98¢ 58 18 Jn 5o 7™
AP, B0 E A A RS o PRI AN L AE A P R AR VD B ) SR
B A b

RALavD

HI TR CYP3A HUHIHIME T, ISR W] RSN ANHER A dh
SRR &I (S EBFER IS HRBED 2 51D,

LEAR N
S-TEyE MR
REELDGIN

5, HE 400 q12h

1 9% 1 9%

133% o
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JRUAEFFEI TR CYPLA2 A1 CYP2C9 M SAEF S50 R-4EIEMAK T
BA, (HICE A FRIFEASF XS S-Hyk ki 254X 8h 1% J LT3 52ml
R-HEVE MK BRI AT B 3 BT A eSS, BRI WS RIFE IR HAE R
PUR % 595 15 25 W B 25 AR 801 ) 2 G 5 ) 5 HR9 2 bR F B 3 1305 7
PS4

Ui RZ

T AIFEIR A Dy 25 AX5) 7 2 1 55 51 B BT 5 3 39 2 249 W0 4 P 2 37 )
CYP3A4, RISLHUA 2N bR S 70~ R R o IS R 1
SRR 5 o i DT ORI RO

TR, %'H%%K%f’ﬁﬁ'ﬂ?ﬁibﬁﬁi%ﬁﬂﬁﬁ&%%ﬁ%%%ﬁﬁﬁH’I%E’rﬂ%i%%

- CYP2CY 43 HIEALAE A AR R AL, A L AT RE R AR IR 26 1)

o MIEAE o 243X L2459 5 M FEAR 3 3K A Aok FH B ad 80 D) M ) X 26 2454
[ 2R AT 3o % 5 W] B AR AFE AR 5 A 355 K1

LA

BT K5 B, TG TT S
PAIKIER , 25 FH K,
M2 PRYT, A Ak

AFEHSFAE T S e s BE 25 (I T RE 2 4] CYP2D6, AT 4%
INBKR AR, SPETT, ARk, KW B, A2 PTT i AR AR IE .
XL 5 A TSR S B 2 W RO AFE AR 1B 5 6 A IS B )
W7 SN AS RS o

100, HLFIE AR | 500 q12h 1145% 122%

i ey 2-FFACHTPIH) AUC 1 Conax 70 3 FEAR 15%H1 67%. 2 51E TN
FESRIR B 2RI =5 A I, U R AR s i B 7
50, L& 200 q12h 12.4 £ 134%

e HRFEIS A Bt S 5503 B 251 R 24K E 7 27 3G 57 5 il e e 5 P
2 358 o ottt PR A DG AS R SR R AR . SR P it PR R A0 R FE 8 5
N TEEE, DA I R i PR R T A A, M0 AR S SR 52178

HRRZ
HRFEIFE F SR RKAL BRI .

HOK Al 5 S A i AR A (9 25 W0 AH HAE FAE B 2 ROK AT R IFE TR (CYP3A4
1 P-gp HIHD JAIT B GRS hREA 2 S R O EIRIES
(2] A EEBHD ESEHOKMELETE R .

AN ]

i ] K e, EHRIFEIR 51 & P I B] w] ke AR R 5 1) I 24 B2 T RERGm, - Rl

FrEIR E HetH S IERD.
HIFEISFAE NI e 0w 75 25 M) el 244K 8 7 2 8 5 77 A FH I mT RS )

SRR P-WEEE AN P AER A S, AT 3 2R AR E 1 M 259K FE

- FIr 384 I %) A 28 AR T8 52 7KV 1T BE R 175 5 4 FH (0 H 0 I 1) % 1 93¢

FIFE I FAE R 2 AR 5l 77 2 38 5850 5T 5 2 S5 0 B 24 0 188 FH I 2 41 1)

A EhE CYP3A, M3 G Atk g B LSRR FE o Bk FH 7 Al e ARIFE AR
3 I A PO DT YT RORAS B

B e 2]

TR KIGH IR SR LI & R & W 2R A T Res i, MR &
H 0 (#RD.

FIAEAGTT 150, —H 500 q12h 14 £ 12.5 %

25-0-% 4 B A6 A 138 fi 116 1%

HEAT VT A ) 3

HI T HMIARATTT 9 AUC 2 KRG, PR 28 1k ARFE IR it S e s
WA SHREGTEH (SR (ERD. SHFERHEAZEh
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SEAGSEF S AAEATY T I, AAEATT IR B 2R S 150mg
(—H=00 UMESTEEE AR aH. RERNESEra
2R TG IR0 B = S B S . 7 HIV RGBS a7 i 8
Z i IE 216 .

FliET

SRR AT RETS T AIFCAS AU, (B IR s R ] AR T 5
FIEAMFLAE (600mg, —HPTK) AW, AR B i S E
(ESLTAFCREMERD RN, wTREXT R E AT A 8T AT
RBIIRCPAZ A R AERZ W o FIFEHS 3500 FIAR - (K500 A

S s
1H2E o

ARST R

200 q12h 400 q12h 182% 166%

200 q12h 100 q12h 139% 124%

SEAEREFIFEACF A TS e s B 25 5 RS BRI S (T, R
PR 2 PEAR AR AL RE WP I 249 15 o T8 24 38 SRt FIFEAR T3 A 254080 7
ISR S AR SRR A A BRI B85 (0 R e/ AR PP A SCHFAR AL
FRME A -

Br FE A% Pt

AFCHSAAE 2N A7 238 977 sy S e S 2 25 W) i P I e 515 3
G PEREIR AL, JF DR L AR 3 T AR IR B o R A I BT 3
ARk 55 ARG A0 =5 Ao A 150070 S 0 759 P BT T R

DU

R EGRFCAA P BAT AW TC . 5 TR DA oA 2 751
IS VLAR B AL (AR TLAR IR FT b, DA RERTK) AUC 3811 22%.
I e RRIFE R AR I A, HAE & I 2GR, AT E
SN D2 o KON RAT DAV G AN R (K R, i 24 gk
EIHL . GRS e R, U PR AR 5 DL BEAT DLk
M-S AR 43 15 I P2 o R DCEEAT SIS 14 P 1 00 AT 2 il
N EW GEBRFRD, IS5 UM R R ED .

ERORES N
14-¥2 5 $1 55 R AR
Wy

500 q12h 200 q8h 177% 131%

1100% 199%

TR ERGITE %, PSR IE R M EE P AL E. 4F)
FEIFAE RN Syl i R B RS i E R A H
i, STRERNFIEANEE 1 75/K. MTEhEAENESE, NiZ
FRENt i A RN NIEFEBRE N 30~60ml/min f 3 B 24 k&
50%, HUEFEBZRILT 30ml/min ()N IR E 75%.

Mok 22 e

KRS RFEH S 5 A AT AR BAE BT 9T 7EHKZ2 30 100 mg (BEH 2 )
B VLA /AFEIR 5 400 /100 mg (B H 2 ) 4525 A1 14 KRk
HIBH A EAERB R, K2 s S DM-6705 1) % £ E 35
30 %. REA S DM - 6705 HRH QT fEK R, Hln I AH N E
A I K Sl SRR, T AR Hh A S AN T B ], gk
THEAER ECG WM G52 [EEFEM]), H-SH k3= s
PEMEED) o

AR SN

AIFEHR Ay 25 AXB) g 27 1 55 51 B BT S5 3 30 2 24 W0 4k P 2 31 )
CYP3A4, DRI TRII S 18 0 i e b 21 25 3 A0 17 il FEME IR T o I & A
FHRFEIR 515 41 55 2 sl R mae i 2 15035070 M D7 38R AS R BV

200, —H 500 q12h 13.4 % 155%

I e MFEAF AW CYP3A AT R FRMAR  d1 -T2 380 15 iz TE A E
AN RIRBLHIR AR, HRFEIR AR T S e s 75 25 s 2 AR5 /g 274
SR 71) 5 W R A FEIS S IR R AT R A 1) 7)o

fitf fli FR R S/ | 800/160, FAFE | 500 q12h 120%/120% -
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J=r

SRR T 2

H

SRR 5 P A - B il PP i e A/ VP 4R S I E P 77

FURB MR SR R B

SAET, TUEFR

SRIFEAR S 15 F AT RERS i 2 SO BRI 5P RR KR I, Wk e
H S0 I#£RD.

FIRIE ., 55
GRlbe S

AFEHSFAE T S e s BE 20 8 I T RESR] CYP2D6, JFFHEINAR
WRIERE, 5 R AR A KGR 1 ML 2R . A RIFEIR AR A Bt S e s
AW S I LY G R UCE DT T BN RN (20 (48

2D

E=<N
=

o P

HI TSR CYP3A HHMEIVE, FTHE - o4 R A9 2 T RE 2 T
L, AR EERNARSIFHYG S IERD.

I T T~

HHFEIR A 240 CYP3A, [RIERERRF- 1R L T RE 1N . FIFEARF AN
TP F AT BE I N 5 TR T R M3, MR B E S S %R
=21 .

B2 BFhF (KO

AFEHEIH CYP3A4, DAL ATRE T EUM I b FRF 2 IR L 2 2 T

DRET B SRR AL

mE A

i g | T TG TR0 Ty A UL 5 26 B W A

T N | Cyp3ag, IR SN PSSR T 2 P
25400 5 RIS 2 S B S T AR B

BB

. IS RIS & P ol R o DA R A i B VR (Com) IR

- 28 NI (AUC).

RS E S5 6 CY P3 A P—gp I (PR B 375 7 1 B . At

ISR TR SR TEILA I FIZE (B (RT3 Fl I P25 i
B,

ERATEN

WAF S, Ffh
o, ZAlk,

Ak
ﬁ?)%%

SHRIFEAR & AT Besg il v &2 AT A IR EE, i
K (#ED-

M (=

A B

& s %

e IR & A AR I TS AR, R A (B0

AR [E]D).

HCV HENRES

" BT RFEIRF 5 P BEEE (1. BCRP A1 OATPIB IMHIEH, #ExiH/

ﬁ%ﬁﬁwmﬁm R A 0 TR 01T T 1 B B R 2 i 2
PIREERS (ALT) FHE AR, B AHERE RIEEIR 5 A HE 25,

HCV & FRg 1]
200 qd 100 q12h 17.2 £ 14.7 %

ESTRT T T CYP3AA [ L] 7T 76 S0 T v AR . R Bk
TR A

HMG-CoA & J5 B 411577

BrIFEAR AT, Ak
BT, I ARARIT,
HAAIT, HEF £
BT, EARABT

e BERR CYP3A AR HMG-CoA 34 J5 B (] i Aty T A
SEARALYT D A5 AR N HUSR Ae SR BE 25 B 2 A Bl 0 S 4 iR (R R HE R
I Ao P N L 2R P R RS I R IR AR YT AT S A T

20 T R S B0 4 5 UL CIEBRBOILIRARAE ), (it
ZiaER SRS A A (20 URRD. BIFERIITA CYP3A 1Rl
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RIPRARE BE AR . S B &7 A My T ATE BR MK CYP3A, (B $RIEFK
P ARARTT SAFE S & N LRk B P . 2SN HLH i ANH
2, ERTRERE IS B AN RIS RIFEIR R A e 25403l 1 i
ST B TS e SR T 29 A R, BB A it T R B 7 e fth 7T R 24 R
P ARZ 25700 o AR AT AR ARARTT AR AMK A CYP3A, Jf H T
WA SFIFLI AR . R T ZR A HMG-CoA i 5 Bl 771
9T, EUGE I RARTT SR AT -

[isp:L¥i €12

50ug, HRFIE 500 q12h 140% 132%
FIFEA A AP 5 85 25 s 2R3N 71 - 3 07 5 S — e &
LHRME FHIN 22 B AG 2 Bl — B0 253 BE, BRI PR IR 5% 1 £ 2 T
BRI ER R T . MBI AT e 15 A% O FRAIC & 2 pk
ME T IE R 2 A S (S [EREID.
gk Ualbal
PRZE, {5 2] %IJ%%B%4’5%%&?&%%%%%&%&@jj#ié’iﬁﬂi)ﬂﬁﬂ“%ffﬂﬁu
e 2 ] CYP3A4, ‘U\ﬁﬁ?ﬁ,ﬁﬂéibu%]‘@%\ ﬁi{ﬁ%ﬁj . ﬁfé’ﬁ%ﬂ YL 24594 %
I 50 FH X 6 245 5 R AR 8 =15 Ik 2 A28 D70 M I 7 RIS R
Vi’ Bl
CYP3A4 #5219 i1 Lomitapide ()5 5E &, smAINHIF < FHRE
Lomitapide =KL 27 %o‘ Haf%ﬂ%%%ﬁ%ﬁ%?%ffﬂﬁ%u CYP3A, FrllTiiie S5
Lomitapide 25 BE3E 0 . 251G 48 FHAIFE A 43 A Lomitapide (2
W, [25]1 Al Lomitapide 25 Ui B ).
BEIR —WRAEEHIF) (PDES)
(R FilE|S 50, HLFE 600 q12h 113 {% 12.4 1%
EEBTIRAESRFERFEH (20 [8#R] ) .
100, FRFE 500 q12h 11 % 14 %

AFCISAAE PR F 3 35 25 525 3 11 243 551 5 R )T i D g
e 0 1) P AR IR Aok P I R T o AR O T, PR ARLE 48 /)y
I IR R AL 25mg (S0 LERFID . 7EMlzh ks 5 &
FH AR S A PR AE SRS (SR (R D

s AR

>

20, IR 200 q12h 1124%

AFCIBFARE AT 390 35 259 52 AR5 5 27 3 5 5 Ak 4 AR &
P N BEARAMIA R AR &, & 72 /N N AS I 10mg,
RN sE AN R BT (S0, BEREHRD.

Lk AR S AFEA AT T i s K i i s B E N, 5 S ik
AE B H B 5 R .

et kAR

5, HRIE 600 q12h 149 f%

113 {%

ZEEBR S AR AR S AIER S (S0 (3R] ) .

BRI 7IRZY

SL R, HLPG P,
E Ly, R
AR B S5 IR I
Mg

FFEIR AL A 0 P I AT RE I i S R, Mg, 3w
CRFEAPIIRE, #Esal (S [(FERD.

mRikmEe 3 ZOE CYP3A4 UM, ST & AN Al RER A X
PR R A SRAWIIRE . MARBAT R 5 5K R A KA &
RIS 23R EAE I EOWT L AR E CYP3A4 SR K, iR
KA O 7 I 3R T VR B B2 v BRI, RIFEIR AN E iRk
M, I AR5 5 AR D ARk A M2 5 R th S 2 (S
(BT D. KT AR D RIRE MG 5 H e 8 Al 57 & H 8 R 9,

o FH I KK e R I KT AT RENE I 3-4 5. AR E S HTFIFEIR A+
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AR CURBKEMES, ROZAEFEER Y E (ICU) SIS 4T, Bl
B DR RE % 32 AT % U F) s RS I 5 6 8¢ A e WS s R/ BB A P E I
I BENE RIS =4 () SO . 2425 RS TR AR DR IA e & 1 2507 &, T
FRBRIE M (R 45 25 I BGE I — UK .

=M

0.125, Hjf= 200, 4% 1>20 1% 187%

SHFERF& A fmim g b =G ke, HZEsal (S0 (5

2D

IR 5 e

50, MR | 500 q12h 162% 159%

% IR E A

147% 187%

FEIEIRFE SAFEREE M, BEovE A %% HR & e i
WEE, JE R R AT SR A A A2 (R o 25 HOR B NE IR EE T
e ] RESE I TP R oM U A1) BIRUS: (B [RRD.

1, & 200 q12h, 2 H | 12.5 % PN

500q12h, 10 H | [12% 116%

i FRIFE AR =6 2 5 2l B e AR . AIRFRIFEAR R 10 HE, R
WS BURIFEACE (M PR o R R eSO EE 3 2 80, FIFEAE
VTS 3 o 75 245 ) B2 AR50 77 2 18 530 7155 ] e 5 Y 11 B AT 4
KA R .

TIEIAER

AFEIFAE TSI T 35 29 B 5B 7 24 1 570 = 40 CYP3A,
PRI RO 2 1 I g b T MRIAER AR B . 24 T RIS AR A
I S P U0 M 7 RIS B B

AR ZS

WAk 1

5 200, 4% 128% 122%

FEH DI R R A 26 PF R, MRS ] SRR &

RBIBZ

2 ARt

150mg 100mg q12h 122% 121%

150mg 600mg q12h 166% 162%

ZARABEE 3 EE L CYP2B6 AU, 2 ARMER AN 2 R4 i AR &
P U T e FEA 22 AR B ) AT o IR e PR AR 10 22 R Atk
B A RS SR . AR 10, AFEIRH ARSI 7T b IR SERENE
il CYP2B6, Kb A AR Ed O HER R . A T RFER S K
WIHZG, FEHERFCIEE (200mg, —HPXK, RAWH) 5%k
fl ARG A AR, RIMFTR BB a A BR 2 a4 = Bl Ak
A AR S5 Y FEAG

KRERREY

AN N DL
SN ZE 2517 T R
B RR, A

&, MR

20pg qd 100 q12h 1~350 fi% 1~25 1%

CAIRIE, FEHESEAIFEIR AR B 58 Y IR ] s A8 (1 6 v L B
A4 B B TSI SR, A FE R RS AR AN B R (R B T
B J5 I L 7K T BEAIR 86% )5 LE A CYP3A AU R H e 2 Ji 2 [ i (A
AR GEAN i 22 148D TPt RIS RIEAS R RFE AR A
AR BN 750 5505 BT S e 0 2 254 5 K S B R B i
F s BRARIGYT (V0 F] RE S AR I 1 B2 o SR v e 4 B W KR (5 0L K
BED. & I R4 8 FERRE B PR 77 &1 & U0 Il 42 5 R
AN, B HHIANE CYP3 A4 IR H B B SR (s SRR )
BEAh, Bl B R A I 7 B D R R R e 5 I ] T g

=R

HuFEAKFA

AFEIS T3 N 2GRN 7777 1 5 BT S e S i 85 25 W) 2 1 CYP3A,
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DRI LM B8 38 0 I 2R M FE KA VR B o BC&fd FH b ZEKFA S5 RFE TR
i V2 ) R T SORNAS R

20 | 200 g12h | 128% | 19%

YL VN2 WA R SFFEAHE RN, EUCEUIE T A R &Y. S5FF
IHAH 4 714 KJa, e R AUC 2 513G 37%F1 28% .

FRBRBER BT

P LT e IR, S RIFEINR I A S BOIRIR 2 2 W AF I8 A
T e R R WA EAER o A8 R 7 T FEOR IR 2276 97 1 28 35 B2k il FRIR BB 25 (TSH),
/DI AR AN/ B A VLR /AR A s — 1 H .

ND: AKHfiE

1: 2 TPAT 4R

2 Fi i B R S A b B AR AR R E S

O RIERR, AT S MR, SCPiH BRTEMEER & IR, B O R A2E R G
o ABEHERRZGYIA EAE IR RE -

Br T LA MIZGAR AR R, ONRIFEIR T B A 4 & R Bam, N 2495 I8 2 & I, i
TRCHAYIE AL G B, ARG INIA T EEE S o

F 55 ARERRERFELADHH IR

PR RZ

REPP, REIT, REHZ, FZIEmA CYPIA4 iS5, X e FER
KEHZ, FYRF 5 AORIFLAR 5 1) B e B REAR, IR PT B8 3 BUW B 22 SNV VB AR LR,
ESIE S BEISTEIRE I €759 0B

B ]

BT ﬂﬁ%%ﬁcwmgﬁﬁﬁhﬁﬂ%@ﬁ%ﬂﬁ%ﬂﬁﬂ%mﬁﬁﬁ

DR RNV IR ERR, R el (S [ERD.

SR

o 1 5 o g | TER (LRl 25 2P 2 CYP3AL, BN
L MNFFTLE . (RAESEH 765 S A LS 2651 . L% 1
T, g | R VR S VBRI (R T IS B, LR

= ST AR DR S B AR 88 S S S 55 AR
RIS RS, BRI, ) A L A b

)75 <
e P | Tl FLISSE A AT IR IFIZD I R 1 1
St R —RE, EEA P P R AR R, RS
AN (31 DERETD.
(48]

A S5 BT RS — SRR It CR 3 M A i R AN 5 R 3 s AR S
S5 o A 2 B A R AU RE T -

lsRZ3# ]
Esfawipak s
O RS2 103 T e 1 A3 B/ AR F (1 25 (3h 11220 7
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o ] e 32 R IR 2 DR ES Ry /AR A 300mg/100mg J5, R FRE
Toax IFPAAELES 1 R 55 10 K514 1.76h, 2.00h, Coax [ UAEMELES 1 K. 55 10 K5
514 3082ng/mL.4500ng/mL, AUC2( 25 1 K ) AUCw (5 10 KD JUATIME 53 514 19660ngshr/mL.
32010ngehr/mL. Z IR 2R Tip 299 6.8he Comaxs AUCw B FRLLAS 514
1.461. 1.627. CEARW “ 7"

AFEHF 0 CYP3IA4 M5, SARIRFRI G AT R+ R g e i, HoR¥NF
FREEIMA E K.

B ANt 7 R, (RS2 R PR I 1 IR S PSR VR B 7T 250mg J& AUCines AUCast
Conax I URTIIME S 599 3513ngesh/mL. 3318ngeh/mL. 883.Ing/mL, XFEHA Tip £ 5.6h; H
U ARz B TR E AL Fr 250mg/100mg J& 28 394545 AUCints AUChasts Canax 1L
5> 514 28220ngsh/mL. 27600ngeh/mL. 2882ng/mL, I T, £ 6.9h,

P ZIAEFIREF/RTV - 250/100mg | ZSH 45 E 27 250mg
(N=4) (N=4)
AUCiyr (h-ng/mL) 28220 (14%) 3513 (38%)
AUCjss (h-ng/mL) 27600 (13%) 3318 (35%)
Cmax (ng/mL) 2882 (25%) 883.1 (37%)
Tin (h) 6.935+1.0794 5.626+3.0407
Tmax (h) 2.75 (1.50~4.00) 1.00 (0.500~4.00)

LR LT TEIE LFT%CV s B Toax F3H10EC GBI, t12 9FARTLIE £SD o 7 B2 F5 A -

RS2 A B A5 I T s B R 5 VR B R/ARHE I 5 250mg/100mg~750mg/100mg, %3535
R RERERMIMLE /N FRIEG M. 2R 0KEDRSRS nU/%UE%B%H
75mg/100mg~500mg/100mg /5, % FIRE 5 2 F S IG I LL /> T R bbb, SRR H eSS
RIEFIFEA . FSREHEIORKREA Y, BERLAE LRI

i

e RS2 B 2 G O IR A 945 5 B /AFIFE R A 300mg/100mg J& s KA FIEEF Craxs
AUClsts AUCins [ LA 3148 23 519 2210ng/mL+ 22450h-ng/mL. 23010h-ng/mL, Tz A 6h,
A7 Trnax N 3ho ML2EFIFEIR S Cinaxs AUChasts AUCing T LA 25148 43 514 359.3ng/mL+ 3414h-ng/mL.
3599h-ng/mL, Tin A 6h, H{7 Timax 9 4ho

P RERFS FAIFEIRE A 300/100mg (N=12)
RERH FIFEAH
AUCine (h-ng/mL) 23010 (23%) 3599 (47%)
AUChs (h-ng/mL) 22450 (23%) 3414 (47%)
Cinax (ng/mL) 2210 (33%) 359.3 (46%)
Tin (h) 6.053+1.7939 6.149 +2.2413
Tmax Ch) 3.00 (1.02~6.00) 3.98 (1.48~4.20)

BYIX] L1RBACHT 50

S igM L, ZIEE AR 300mg/100mg 5 i IEE R AR , AUC THE 2 20%,
Crnax 120 61%.

2200, L3008
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2% FIRFF F/FFEHRE - 300/100mg (N=12)
=i BE
AUCiy (h-ng/mL) 36810 (36%) 44050 (31%)
AUChs (h-ng/mL) 35860 (35%) 43360 (31%)
Cimax (ng/mL) 3696 (44%) 5951 (31%)
Tin (h) 8.673+3.3768 7.390+2.5843
Tomax (h) 2.29 (1.00~3.00) 2.50 (1.50~4.00)

pixiiil

e B 2R3 B R B I AR S T 6 /AR5 B 300mg/100mg 5 » A3 EB 4 FIAIFEHR
(IR AT AR V2/F 43 5108 109.41 234.0L. 2 F45 35 FRHE AR = i N L% 2 1 45 4352 90 )
214 69%. 98~99%.

it

AR R, IS N MDR1 (P-gp) A1 CYP3A HIJE#Y), 4F BCRP. MATE2K.
OAT1. OAT3. OATPIB3 F1 OCT2 (4. Z5¥EH B CYP3A4 Qi AE AT I M A )
IR HSPE H 34| CYP3A4 1 MDR1. {EIGHRAGIRE T, SIS0 H TS CYP BELHE S1EH,
% CYP2D6. CYP2C9. CYP2C19. CYP2C8 8 CYP1A2 J&al i P 4iI1E F

NHFCRLARBEAT ARSI 72 22 0H , FIFTEHRH 322 CYP3A IR, A2 CYP2D6
JEY), CYP2D6 5 7 SRR BEMSEALAIY) (M-2) HITER. FIFEARF X CYP3A B A H0HI1E
F, %t CYP2De6 Hi#IfEH 59T CYP3A.

FIFEAR 5 AR R B, BEAEHMH| RIS H AR . RIFrF7E 2 b = Z PR A7
15, HEMYy REFZEAE) A0 ER/KERET=Y MS (12.1%) F1 M8 (4.2%).

SRFEFBAN, IR R BRI . @R AZ 0 ki O RS I Er
FIRBAFFEI T A 300mg/100mg Ji& , JRIGUFIZEME o A HEE S 2 5 AR 1) 49.6%- 35.3%.

A8 HT 14C TEUM PRI ZR AR IE B RIFE IR =6 N ARHIE 7 Son AR 4 1 A R GeiE bR . F5fE
FRT ECR 2T 86% TS VE IR = bnic ), A RSB AR5

KRR BE

FHREFIER

WARBEER . RE . PRI RIS/ MFER A 253 1A M .
JLFINHE

HIARFEF NS <18 2 13210 I R I R 7T o

i3

BAYRE IR A EL R ARIFE IR A 300me/100mg J& , H Ef RS2 IR E B R4
FZGEm TAEHEANRE, AUCL FHEZ) 14%, Cra FHE20 39%. 2002 M DRSS FRETS Fr/ARIHE
3 7 300mg/100mg J&, HEERZIRE M RIS RAREIKTIETEAR, AUCwW
BEARZ) 4%, Comax FEAKZ) 4%

237, 30T
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BH HEABE (N=14) | JehEARE (N=121D
BIRGH
fRH#E (kg) 62.0 (54.3~79.0) 78.1 (60.6~99.9)
AUC> (pgehr/mL) 19.66 (26) 17.26 (26)
Crmax (pg/mL) 3.082 (29) 2210 (33)
Tmax (h) 1.76 (1.00~4.00) 3.00 (1.02~6.00)
BA
fRH#E (kg) 62.0 (54.3~79.0) 80.2 (60.7~101.0)
AUCu (pgehr/mL) 32.01 (21) 33.35 (20)
Crmax (pg/mL) 4.500 (14) 4.678 (17)
Tip (h) 6.842+1.2336 8.255+1.9465
Tmax (h) 2.00 (1.00~4.02) 1.02 (0.500~2.08)
CL/F (L/hr) 9.379 (21) 8.990 (20)
Vz/F (L) 91.01 (29) 104.70 (33)
B LIFEN 2B

AT ) TR BE R B VDR AN 7 AL RO T S8

FLYR IR IR A FD 5 =6 o /AIFE R - 100me/100mg J5, 58 IhREIE R 2 E ML, B
(eGFR >60 & <90mL/min). FJ¥ (eGFR >30 & <60mL/min). HEJ¥'FIhiEA4E (eGFR<
30mL/min) ZRE ) AUCine 3 I14) 24%. 87%-. 204%, Cumax JEH1Z) 30%. 38%. 48%.

23 B IhREIE R REBIRAE FEERAE | EEBEDREASE
= (N=10) (N=8) (N=8) (N=8)
AUCinf
14460 (20%) 17910 (30%) 27110 (27%) 44040 (33%)
(h-ng/mL)
AUClast
14270 (20%) 17770 (30%) 26660 (21%) 39420 (28%)
(h-ng/mL)
Cmax (ng/mL) 1600 (31%) 2077 (29%) 2210 (17%) 2369 (38%)
Tz (h) 7.725+1.8234 6.606+1.5344 9.948+3.4171 13.37+£3.3225
2.000 2.500
Tmax (h) 2.000 (1.00~3.00> 3.000 (1.00~6.05)
(1.00~4.00) (1.00~6.00)
W ZIGEN £

I AR AE EE FF I REAN 4 52 k3 T R i PR 7

LR IR D AR RS /AR A 100mg/100mg J&, S HTEIRE

WA E ML, P

FFEIBE A4 (Child-Pugh Class B) 2t M MK 2 A F I RTE (AUCun Cua) SHHEZIR
HHREHM.

28

FFThREIE#
(N=8)

R IIREAE

(N=8)

AUCiy¢ (h-ng/mL)

15280 (36%)

15070 (43%)

Cmax (ng/mL)

1890 (20%)

1920 (48%)
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Tz (h) 7 (29) 5.5 (32)
Tmax (h) 2 (0.5~2) 1.5 (1~2)

[ R iR ]

KR SIS S 12 &Y SARS-CoV-2 MHE(ERE . AR N ZiE R IR T —I
I/ . BEFL. XUE . 2% RIFSE (EPIC-HR WF90). W RN ZRE NER>18 &,
HZEDHUUT M RAERER S RSFE R : fRP . BE (BMI>25kg/m?). M@ (6
FEGER )« MM B IR H AT G S A B A B AR T | O MR | L
BORAUMOR . PR R B B IESIMENIE . T EAR R T SRR, B0 60 B KL E O E
A IR COVID-19 fERKAESS RISZIRE NN BT 7B COVID-19 J&
Huul, COVID-19 FE i e fh s 1) 2

SAREREHL (1D B3R CREFFR/AFEATE 300 mg/100 mg) B R M ARkE: 24,
12 /NI — I, #5482 5 R FRYTRIRARRBEE 28 KWKAE COVID-19 M AT B BUAE ]
JRRBE T 328 Ll B R A M TEVGYT (mITT) p#rde R IE<3 RNESZIR)T B3k
LRI RILZBIA 2% COVID-19 877 1 H 5e EHTA (mAb) IR I 21X % ] . mITT1
IirEE GIERRAESS RNIESZIAIT HARLIN REZSHUA 2152 COVID-19 #6771 mAb
TP 2K A mITT2 ArEE CEIRARAIESS RINEIGITIPTA 32 ) o 13
7 RARIREAT T M.

A 2,113 G132 R G PEENL EA Sk 22 57 FELRR, PR N 45 %, o 12%05%23R
HFHN 65 5 LA (3%K 75 % KA E); 5S1% A B 71% AEN, 4% NEANSEHEFRE A,
15%NE# s 41%NPEIEF B Ekhr T 32INE: 67% M2 iR E AEE IR BI<3 RN FFURHT FE IR 7T 5
80%[11 32 1R E R EIE B BMI>25 kg/m? (36% BMI>30 kg/m?); 11%HEAFERE: A5 1%K0F
FNFEA TPEGRRAE: 49% 1) 52 (E IR LG ISR A Wos [PV, 49% MG i 2 B B . P
(hrdEZE) FELBHR B EN 4.71 logio #£01/mL (2.89); 27%HI%RE HIFLHEERE >107
($% Jl/mL); 6.0%M1) 523 E ERENLALE C B2 BT <8252 COVID-19 ¥597 1% mAb 1677, #)
PEHERR H mITT A mITT1 73 Hr 86 AR IT A ) =2 SARS-CoV-2 & 7Hk A Delta #£(99%),
ZHONTA 217,

R it AN 22 FEE R 2H 22 8] R J 2 N T Gt 22 R AL 73 AT 4977

mITT1 70T NBER FE BT 8RR R IR 3. ST FEIF 848, mITT1 08 NREH AR
£ 28 K COVID-19 AHAE B sAFT R KAE T 1) A AR, RIGH M &N H 5N 0.9%
(9/977) #16.5% (64/989).

% 3: FERRIETE 5 RNEBEZHH HELR RKES COVID-19 B EHiiA (mAb)
AITHIAEERE COVID-19 FRABH FRITHER (mITT1 43H74ED)

g ZRIF
(N=977) (N =989)
BEH 28 K COVID-19 KA R oL AT JF FFET:
n (%) 9 (0.9%) 64 (6.5%)
BRI ZEME (95% CD -5.64 (-7.31,-3.97)
P 1§ <0.0001
BAEE 28 RERT, % 0 12 (1.2%)

YEmsiE: Cl= B FX[a]; COVID-19 =# 8t 2e Ay mAb= BIgfEPifs; mITTI= KR ME RS
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% 3 SEREAEE 5 RNERGZ HELN KR COVID-19 RFEGE (mAb)
WBITHIARERE COVID-19 BRABEFHTHER (mITT1 234r&ED)

J7 1 (BENL B TR T T4 B2 &b 1 IR TCia T T, A5 28 RAED 1 IREELJE U,

TERLR I R A WIA &% COVID-19 97 HE mAb 697, HIEZiAITR COVID-19 fER KR EARHE

S5 RIFTAZRE)

b. BT GCP &M, FHiEMEk 133 2585 MEHRE, Bl TECER

£ mITT A1 mITT2 At AR E]—E AR . mITT 54t ARELGIN 1,318 #5238
F. Hrh, KRENFEGERERN0.75% (5/671), ZEFIHN 6.80% (44/647).

7E mITT1 20T ABEH, X MCEIR R A2 BT IR B2 IRIT IR AL (3R, >3 KD, FLRHI%
TEEREE CREE. ). il (<65 £, >65 ). MR Bk, et AR (A AL M
A BAEAEME . HAl). BiAFE% (BMI<25 kg /m?2, BMI>25 H<30 kg /m?, BMI>30 kg
/m?), FELLIHETEE (<4logl0 $#£U/mL. = 4logl0 #Ul/mL; 5<7logl0 #Ul/mL. = 7
logl0 #% D1/mL). %48 SAR-CoV-2 IfiLif 2=l CBIME B« A HBMEE (0-1. 2-3. >4),
SR B IR BRSO G 75D BEIRIG G 75 Fe il M o sl e i T G2
T BERR G 75) mILE e 15) DI BR G ) B ERR &, 7).
FEMAM GE. ) HIV S G 1), SRRAIE G2, 5. MR EEEm G2 5.
JERE (B 75) VEEHHT 7400, 78 mITT2 400 ARt 232/ &85 COVID-19
mAb J8IT . ) BT T AN SRR, BT H4ER sk A 5288 R A
M TCVEHAT G A S DAk, 28K 22 500 20 3 BT 28000 s Al i 5 8 BRI 3 7 ks
2GR

F£ mITT ZpHr NBErf, FE58 5 ORI, ARAAYT 55 22 BRI L A SR RE A o 2 4808 [
£ 0.9 logio #%V1/mL. 7E mITT1 Al mITT2 43 H1 AR R AL 82 BRI 45

7E mITT 408 NBER, # 2 5 28 KIAFIFTA H bR AE IR SR 2 i (it 1], 364 fn 22
REFIA 258 12 KA 1S Ky BESE 28 KIAZIFTA HbRRMEAEIRFF S IB IR, X584
F2BFNE S A 16 KA 18 Ko 7E mITT1 A1 mITT2 43 H1 N EE WS FEALL 1 25

[ZEEH]
ZEEM

A pL A

RIS —Fh SARS-CoV-2 T EIE [ Mpro (WFR N 3C-FEE B, 3CLpro) MUK
AW, H0H SARS-CoV-2 Mpro A HIGiEAb 3 2 85 (U ATAA, AT BELE s 85 & )

AFEAFMFICYPIAN FHZRIRFFACH, AT s = 3R H MR
IS T B 1

IR IEH AN S % E R (ANHBE) 400 (—Fh 5 A A E 4RI E) 1
SARS-CoV-2 (USA-WA1/2020 &k BRI PrmaiiatE, 9% 55 3 K5, ECs)
ECoo {55128 62 nM #1181 nM.

1 P-gp MHIFIAEAE TS, {E Vero E6-TMPRSS2 4 44 7 23 F 45 A8%F T Omicron WP

2671, FH30TT
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/33 BA.2, BA.2.12.1, BA.4, BA.4.6, BA.5, BE.7 (P252L+F294L), BE.7 (T2431), BQ.1.11, BQ.1,
1 XBB.1.5 PR R . 227943 AH%F T Omicron V.43 321 ECso HE N 83 nM (JGH: 39-
146 nM), ECso{H<<USA-WA1/2020 43 L1 1.5 1%

Ak, 7E Vero B6 P-gp 5Kl i B4t i rh i 1 28 B FF5 %t SARS-CoV-2a, B, v, &, A
Mu 1 Omicron BA.1 A8 AR B AL HUM BE0G 1. SIHRFHEMI AL ECso H N 250M (JEH: 16-
141 M) B RN H R A BUR AR S0k, AXTT USA-WA1/2020, ECso [EREHEL A 3.7 F
fth AR AR I ECso (LA HULALARXT T- USA-WAL /2020<1.1.

HRE TR R AL T TR ZE i 2 11

CUl I 2 P FE R E T R RS SR BRI 25 A G ) SARS-CoV-2 MPr JkJk, i
Y7y E SARS-CoV-2 MNZGHEIEE . iy Mre B #2451 H 4H SARS-CoV-2 Ji B 15,
LR R A S G B e R AR B 2H SARS-CoV-2 MPe HEAT AL IRES . 2% 4 %1 T 7E 40
B h & R R E R SARS-CoV-2 MPe B iDL & MPe Bl & o Frgil A MPe B 4]
RERAEAE, Wl REAERE LA Mre B, TEER, MPeS301P fil T3041 E#ELE T MreC
K nspS/msp6 VIEILL 2SI P6 F1 P3 . Zfsssfrh Al Mero SIEI47 55 1) B e 5 45304
B 2 PER P2 A A DG . IR 28 B I R B AN 4

£ 4 ML FE P RS TREFIER PN SARS-CoV-2 MPr FHREBEH (ECs LK
F 55

S144A (2.2-5.3). E166V (25-288). P252L (5.9). T304I (1.4-5.5). T211+S144A (9.4).

T211+E166V (83). T21I+T304I (3.0-7.9). L50F+E166V (34-175). L50F+T304I (5.9)-

F140L+A173V (10.1). A173V+T3041 (20.2). T21+L50F+A193P+S301P (28.8).

T211+S144A+T3041 (27.8). T211+C160F+A173V+V186A+T304I (28.5).

T211+A173V+T304I (15). L50F+F140L+L167F+T3041 (54.7)

B4 SARS-CoV-2 ML, K2 Bepufn 5 e 8 Mpro 22 3L R B i/ SARS-CoV-2 %
IV I BUBNYE R B8, S8 ECs Thm (BN T 5 %), =mEASEE Mre &4 B
HHAE ECso T B R TEARIN 5 5. X B HAlE R s UH i B iR R,

I B 24 S Bk

7E EPIC-HR B} A i A 22 F A A, AN ie 523 & B T Fh COVID-19 SR, 255 10 K

A/ 14 R BIEIT I S 995 RNA k. EPIC-HR #iff 7T (A S 4 A 22 JE Rl 4 3 4 52

R KA R, (I EARARRAERE R (6.3%vs4.2%). COVID-19 %55 S BEFIGE
RE KA W EAELRE, CFFER. JET s 250 H .

FHETT
BfeE

R A Ames 156 ANWKELERZHL TK6 20 i M 1056 A0 K B4R 9 Il i 6 25
RBAE -

HMHFEIFH Ames 156« 7R SR/ B IS . bk E 4 i %t AR e AR 10 A /) SR AR P9
PRI 25 RN

AR
FHREP
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FE—TUK BRAE M EIARIG K G, HEMEAMEM K R A ACACAT 14 RIFUhR BANAE
FCSIRE R — IR 45 T 28 e 15, MEVE R BRIP40 24 32 UK, MEPE K BRIF S48 25 UL IR 5 6 K.
FIE RIS 1000 mg/kg/ K[ RS F Fe 8 (AUC) A1 T RIS/ AT F N HEF IR 71 (300
mg/100 mg &FH PO TH) 4 (51, R WRIEHNAE J1. AR BRI & B 5
M o

GEYR R BRANSESR S 70 ) T2 B AR A ORB: SRIRIIER 6-17 R fR: BEUREE 6-19 KD &
M4 PR, DL IRR-Aa A & 1. KRARR-Iafr & & sl t, i
1000 mg/kg/RifIE (AUC A2 T2 BPRFA3/FIFLA A AHERAIR TR E T 0 8 ) FoR WXtk
IG-Iatf A 8 KBRS . RRAR-Ia A F sl AR W R AHARIER 1000 mg/kg/
KR (AUC A TR IR A5/ AT NHERE VR T E N 10 65 K, TR 1A B
i CFEAIR 9% ). fEIRHIE 1000 mg/kg/ R AVFIE T, RUHARI R K F=IE (RHEARRIG-IA 1
HUEMED . 1£ 300mg/kg 7 & (AUC M4 T REFFH/AFER B AT HE TR 3£ T
AR IxH G AR - B A A AIRE I o

72 B HIE S, 7E 1000mg/kg / RAIE(AUC L8R / FIFEH S NHfEREiR
JYRIE T 10 ) T AR AR BAR CuXsIRZLR 0.92 %) MIARA R,

HMFEHF

FIFEIRFAE R R F/RFEI T NIRRT RIER 2 5 CHEPE Fl 4 65 Gt BREEET
XK ERAEE SRR .

WEIRACR (15 35 A1 75 mg/kg/ KD FIEEHRS (25, 50 A1 110 mg/kg/K) 45 T2 5 k4
W CRR: IEUREE 6~17 K % WEIRES 6~19 K) LA TRIFLH Y. £ RGi#TE = (AUC)
LUNZS IR F FIFEIRE ANHEFZVRTT R T 4 50, 78K BN S 250 R WAIFE AR =6 1) Soms o4
WEHE . E R B ILEHMA R IR (AUC LR B 1/RFEI 35 AR TR = T 4 £
T, AT LR AR BB IR FR B S IR AR, DL IRAT AR E R . 7R BRI
PEFIE (AUC ZNAI0R /AR E NHEERITRIR R0 5 5 T, el RS2 kA kA
B, fERBHARMERIE (MRRIRIT, L8R EEEE/AIFI T AR RIER 1165
T, ATLER EATER D R AR E R B

E—TREF= AR, KR TR 6 REHAFH 20 REGTHRFEHF 15, 35
F1 60 mg/kg/ K (DAARTATE, LUNRIREHR/AFEIH ARG RIER 3 5, RIKE

.
BUm
RIS AR BRI -

FE/AN AR SR EEAT T AR (I BUVERT 7. FEMEVE/NRU, RIS 504 100 A1 200
mg/kg/ R, HTHE A BRI LR A I R A (4 5 2B R R RO E S 0, s 7R R HEVE S
iR (UL AUC iF) 28 RIRrH/AFEIRH AR A E AR REEN 2 1%, L ik
BT, MEVESII PR WBUEE, R R N EVE S ) B e A AR IR AR S A
FRIT AR N NRREE RN 4 £5. 7ELL 7. 15 F1 30 mg/kg/ RIUFIELG LMK T, R IWEL
FEVE, TR R IR BRI R /AFTR S AR TR T A NE R RN 36%.

HeEt
FIFEBF

AMFEA P ER LS 2R MW TR DL 2O A B A . AR FUIRAR AT . AT HEAE
WS RATAIRE S PRI AR, IFAERERTRE T o AERFEAR 3 I B A ki A S sh Wk 78 Hh 4

28T, 30T
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A DAL A € 3 1 B3 AR AR R AR, (AR R A R LK S 4 . B A AR S, IX
PP 53 T RE LR A T BRI VAE o SRTID,  Ie RIS AR WL 24 i 5 RS HR A SR AR o 58 T
B, T RUIRIRAR AT TR o A AR PRATE FER LR BR Th BEAS 45 R R A AT I PR A
SRR FER B P L B B R CAE, BIE ' /NVE AR PR RAERER K, )N R T
JEAEFNE BRI . BEAh, R PRI AR WA i R SR B

(5K
B, AN 25 CRAR
[aZ]
GEEZNORESCIR:
RS EEERER Ct) 4 FAFFERFE R (A6 2 A. 5HR/E-.
AR E
| SN
FIRIBHH ] [' FREBFH \
100mg / \ 100mg /
mwsspmsrassn | m e
_ - // NN\
. - \
FBNEHR FENTHR E-3nto sy ‘ ELBSHE
150mg 150mg 150mg 150mg
\ ) \ / “\ /
Defrer - BH E“E:):'E ' \\L_/,/ ﬁ;ﬁj.\_/,/
(B3]
24 ™ H
[HATA1E]
JX20220014
[#HES ]
[ 25 1 5 HI20220006
(@RGREIEEZ PN |

% F: Pfizer Limited

VEMAE: Ramsgate Road, Sandwich, Kent, CT13 9NJ, United Kingdom
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fEEAY 1 4 FK: Pfizer Manufacturing Deutschland GmbH

5 AE: Betriebsstaette Freiburg, Mooswaldallee 1, Freiburg, D-79090, Germany
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A 2 A FK: Pfizer Italia SRL

FLAEHAE: Localita Marino Del Tronto, Ascoli Piceno, I-63100, Italy
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k4 FK: Pfizer Manufacturing Deutschland GmbH

A= HE: Betriebsstaette Freiburg, Mooswaldallee 1, Freiburg, D-79090, Germany
HEORPHFEIRE

M4 FK: Hetero Labs Limited

A= HbE: Unit 100, 22-110, Industrial Development Area, Jeedimetla, Hyderabad, Telangana,
In-500 055, India
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