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A PR SR AEIEHE LT, 55 R S BT I 2 AR ST S B DA B AL T R Y
A R 22 A 1
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R A A YR AL 75 20N LT o, B BELI SR 57 ) /B LR
SO SLYE PSR . RS, e T NIRRT S IS5 4T HR . B TR
S0 B L1 )L/ LB SR Z5 AL RS 015 . TR HE B0 7 )L/ L A
Koo AT I AR A BT £ SRR T RS L.
EH )

T 5 T A S PRS00 77 DR N

RIERFRAFHERS, P TR, PR AR R (L (AEFED.

[JLEAZ]
AhhAE 18 5 ULUT B ) 2 e VERAT RCHE AR 5E
[ZERZ]

SHEWNFL) . BRSO E A BH AT R R .

7£ EPIC-HR W78 R 52 A SR 10 1109 1) 35, 140 1(12.62%)0 65 % I UL L.
[ZAHEAER]

FAt 2% 2 i I B0

RIFFH LA CYP3A MR,

Ahh 5T CYP3A W25 M AT e & PR IR 5 ANRIFE AR5 IR MM A 5, ik iy BAIR
A TR

A 53] CYP3A4 (254 AT RE 2 T i A 3 5 ARIFT I 55 ) M SRR
5 CYP3A B F B FEH

Z R ARFSTEF 100~300mg 57834845 /AR - 300mg/100mg B 5, S5
@\?égfﬁ H:n E?é/a\éé}gﬂﬁz%fg%‘:%ﬁg AUCinf\ Cmax ff%”ﬁ%fﬁ%?"] 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%).

S% RIS AT R R T PHRENH /AR
300/100mg (N=12) 300/100mg (N=10)
AUCix (h-ng/mL) 23010 (23%) 10280 (58%)
AUClg (hng/mL) 22450 (23%) 10050 (58%)
Cmax (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 ), B Toax Z9H10EC GBI, t12 9FAR LI £SD o 7 B2 F5 A -

5 CYP3A #IHIFF H M4
22 UK 1 RRAF i R AR 200mg 5 23 35455 /ARIFER 45 A 300mg/100mg BXH fE, 5

FovT, 310
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FPRZAZGAALL, FIAFF AUCuus Coax 793812 39% 19%. ZF5REFH A AUCuus Cinax
K 1E JURTSAMEL EE A2 90% CT 4351125 138.82%(129.25%~149.11% )+ 118.57%( 112.50%~124.97%) o

TN IR B FIFEA B i P+ S FE R R VR B IFE R
¥ % Fr300/100mg + F300/100mg (N=11)
(N=11)
AUCly (h-ng/mL) 41840 (21%) 74430 (21%)
AUCry (h-ng/mL) 33350 (20%) 46290 (18%)
Cmax (ng/mL) 4678 (17%) 5546 (15%)
Tin (h) 8.255+1.9465 7.793+0.89019
Toax (h) 1.020 (0.500~2.08) 1.700 (0.500~4.00)
2% i et Fo A 259 I B
CYP3A4 JEW)Z )

RIRFR/AFERA 2 CYP3A HSRAAMEIFH], AT The i CYP3A AU 254 ML I JEE
Rk, ZFR /AR A S m A CYP3A HEATIH R AL Mk T sl e S 80™ &
A/ S A A A RS 1L TR D BCE3RE T WU, 4N 85 A
AREFEOEE S EAERT CYP3A4 XY (W [ERD &H.

FERRAH IR EE R, IR FH ARSI CYP2B6. CYP2D6. CYP2C9. CYP2C19. CYP2C8
8¢ CYP1A2 Tl ifEsmIfER . RSN R4 R R, RERrFise2 CYP3A4. CYP2B6.
CYP2C8 HI CYP2C9 1155 T 71, e RAH S A SN o 3 TR SN , 2379 K5 4] BCRP.MATEI
MATE2K. OAT1. OAT3. OATPIB3. OCTI1 Al OCT2 (I AEMEE% . EIRRMIKE T, &
PR AT GEFNH] MDR1 F1 OATPIBI .

CYP2D6 JEHIZH)

FETARAMISE, FHEIRF N L4 25 P450 (CYP) WA BLAA = EESEAl )y, FEnlgedm
) FEAE R, 20 R : CYP3A4>CYP2D6. A i 5 CYP2D6 4 2454 Fi vl GE T+ 8 CYP2D6
JER IR FE

P-BEFE L REZY

Xt P HEERE (P-gp) WEASESEMT), MHZFia & EBAMEIER: KIEFREE
FrAE LT RN TR . N EAT 2 D) IR 245 %2 A M R0 T 250 I 5 T A R b /b 7 1, Bl A )
RGO

AT BEE S CYP1A2. CYP2B6. CYP2C8. CYP2C9 Al CYP2C19 F)H % B i Ak Fl 48
PRAERT, AT 386 I3 e i L A A 150 43 2 S IR 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,
SHRFEAE A R 25 AR &R T A

5 CYP344 YA L5/

B IRk e IRV TR 2mg TR T ARGA 29 AR EL, Rk D ARVETR S 2 7 B 06
/FIFEARES A 300mg/100mg BES 252 )5, WKIAMEA ) AUCines Conax I LRI T-5048 20 I 0% 14
&R 4 5. BRIEMEL ) AUCints Cmax MR IE LT 4E L 2 90% CI 43514 1430.02%

1077, 31T
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(1204.54%~1697.71%)~ 368.33% (318.91%~425.41%). AATEYE CYP3A4 JEMIBKIEMEA

BH (L [ZERD.

5% BRIZMED O IRIEW2mg | BKEMED O RIS 2me+ 5 3485 /Rl
(N=10) FEHF H300/100mg (N=10)
AUCiy¢ (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 &/

ikt hn#Ers e gE 75mg AR ARG 25 AL, AL INBERE I 38 5 2 75 B S F0 85 Fr /A
FEIBE A 300mg/100mg Bk & 25245 )5, IS INEEEE I AUCines Crnax 1 UASPIME 43 3G N 1.9
5 2.3 fiF. IALLINBEEE ) AUCimes Crmax PR IE JUAT B EE K2 90% CI 4354 194.47%

(155.29%~243.55%)+ 233.06% (172.14%~315.54%) . 52 & F T <38 ik b hn #EES (1) i
ZGURPE, MBI o o JRURG: o Yl D ks B R e 4 7 e i e [ e A

- KHMBEER IR B 7Smg | T INEEEG A 2R 7 Smg+ SR ENEH /A
(N=21) A F300/100mg (N=22)
AUCiy¢ (h-ng/mL) 625.6 (61) 1177 (66)
AUCly (h-ng/mL) 595.0 (65) 1178 (68)
Cimax (ng/mL) 71.87 (78) 154.1 (72)

Tin () 11.48+3.8485 9.636+1.5692
Timax (h) 2.00 (1.00~4.00) 2.00 (2.00~4.00)
AL F AT HI 254

HEAELME (BUHERD 152551577 & 2 BRI MiF K. X2mhTX
A (CBUHERD RE A AR . RILASRAR S SH 2L 5 (FhERD) 1
T ZGHIE . IR IEAE IR 2R (B, RUE R, WoRATRE, N
IR BT IR0 (B BEMFEARE KT AT RE 180, vl A/ 2R B AL
AR k2220 (g T e, RASIER RIS st bpif (S0 (48
2D,

HMFEAR R LS KB W] B 2 26 298 Cindtic 4358, IRAEH €, K2 MARET) 1)
oM XSS AR TS WL T 2 AR R 51K .

FIFEAFRIZE BT T2 B FIEILRFEFINBEL Y R EFILRIERIT
LRI A/

2P EAE A -RFE AR 5 R A BRI

P

amzy | SAHD I EENE e | Auc Con
& (mg) (mg)

RIS 600 q12h 100 q12h ZRME2 | 164% 15 fi

FIFCA=HE L 0] CYP3A4 TN 22k AL =H i L& /K. IRARIREGIESE T
LRI 600mg (—HPIK) FFFEHF 100mg (—HMIR) &R %4H
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M. BEER, |TSHRBHUHAF.
R LR 5 86% 11 1%
BT LR 3 300 q24h 100 q24h G ! 12 [ 1%7 o
FFEA T H0H] CYP3A4 T HG ANBTFLAR T B M Ko I PR IR UESE T
R VR TT I B TR BT LA 300mg (— H— ) FIFFEHH 100mg (—
H—¥O GHZEAM. HZEE, {FEm .
b IS 600 HFE | 100 q12h kR 114 %
FFEFR T3 38 I 0] CYPIA T 3G A0 7 A8 3 I ML /K o 3k 7 0 5 b 40 5 )
FEA T 6 A BeI ORILTT AL R AU RIFEAR 542 = T 100mg (—H#
VO W SIEEMEEHNER. B2EE, HER~mEEA.
700 q12h 100 q12h LR 12.4 1% 11 i
FFEA T8I #0H] CYP3A4 MR N2k CRAMDIT) BIIMIEK.
E IR AR AR T3 IS RIFEAS 35 5 F A RE WA ORFLT T R I PRARBRAE S 1 /RS2 i
IR ARV IR 700mg (— HPR O FAFEARS: 100mg (—HMO &
%A MR A FFEI AR ST 100mg (—HBXRD B S5HE70H8
FTEHNEN. BZ2EE, TSR
800 q12h 100 q12h Efi A 3 1178% ND
FIFEAR 172% ND
LA 400 q12h 400 q12h i3 | o 14 %
FIFEAR - -
FFEAS T @I ] CYP3A4 T HG I efith B 5 (R M3 AP o 6T 2 f %2
AT I, IX ARG S FH R0 24 0 B M R B E o AR T30 & T 100mg
—HPRE, HAr SR80 G e T R A IE s L AEIR
(100mg, —HMX) Heil=H (800mg, —HMR) BN 4HEE, KN
A BRI B A ) AU o
1250 q12h 100 q12h AR 120-39% ND
AR 750, HFIE | 500 q12h FAEIE 1152% ND
FIFEAR - -
AR CYP3A4 TGNz JE I F M MG /K o T Rk 22
A PETT TR, ARG FH 3 25 70 R E o SIS Rk 100mg
— HPFR IR H A2 25480 7 3G A E T R
1000 q12h 100 q12h WERH S | 115 1% 15 f%
- 400 q12h 400 q12h FFEIAR 3 o o
PR WEREH | 117 4% ND
FIFEAR - -
FFEAS T8I ] 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 AN EIRS ) R 405 B 2 K LT B0 W
1200mg — H =ik ASFHEHF &4 % 5.
1E— T 7 FIAR T 600mg (— H — ) Fyb 2= 1000mg, FIFEHTF 100mg
(—HMK) =F AN TR SR A B AR R e, 2
1-5 R 7 P E R aEE, i 7R ERE 20 £5.
BT 5 AR R XS, A B H/AFFCIE SR FAH. 52
G, HBERWERTR .
B 1 500 q12h 200 q12h Bh 11 129 %
FIFEIRF 140% ND
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AFERFIE L AME] CYP3A MG RO 5 A MLIE AT BRI A5 1K
FIERAFERE G H A ORI T 2 HRIFEI S 5 B Rl 45 & i, & A
AEMRT 200mg (—HMIO, BMAREEGHTR. B2ELE, TESHE
FEARE 7 RIS

ND: AKHfiE

13T 5 o BT LRSS 400mg (— H —¥%) 38 Xk 7T Eb i
2T 5 O 223 I8 E 1200mg (— H PR 58 X W55 b
3T 5 oM AR 800mg (— H =) AIAE XWE 5t bb s
4 FET 5 HAE YDA RE 600mg (— H =KD A Xk 5t b s

Y EAE R AT 5IREABRMHIRIRRE XY

A% KmFIE
HR% FE (mg) (mg) TR 254 | AUC Crmin
ERNHE 200 q12h 600 q12h 2h J& LR 113% M
BT RFEIRFEHEE S WRR, 0 ZENE R EIRA, Bl =& 42
IS} E) N 24 T B 2.5 /INIF o AN Db B3R 71 B
. hiFE! | o o
Hhby e 400 q8h 600 q12h ST 0% ey
5507 S B A, RIFEHR R R R msth b =5 58 2080 2 . S S5
FiE AN, AT AT S BRI B .
N WAEF & 121%
WAEF B 600 q24h 500 q12h yyeg— 7%
LRFEIFAE NI TR B AN ST CRAET N, ARFHM
sk, By, BOERE) R sEmaEsS R (i E) KR4
ES P
100 q12h 100 q12h e DAL 1161% 128%
Oy FFEAR 38 ] CYP3A TGS 43 2 WM& /K P Shi 2P dnd
M E MmN SR 2 #EE. H2EE, ZRSRHE ™M
1.
g e - -
mhhr 200 q12h 600 q12h AT = =
MR S b e A, Aa SRR Hh-FecRFE IR 254830 715
I B W PRAE I ) 2R
S go A 100 q12h wRET | | 16% 1 1%
MBI 5 ks 5 I, 2 S BCRR% T K IE R AIK o A0 238 71
200g8h | 300 q6h |z x| 125% ND
FERE MIFEARF AT RES T 5 2 R KA SR RE IR AL, FIGF 2 KRB KFISFEAL.
A B
ND: KiffiE
1. HETPATHN R
FIFEARF % F IAEPLR P om0
& FZEH ER% KmFIE NEHGYW XNXEREGW
- 7& (mg) (mg) AUC K2 Comax FIRE1

-5 ERRER B ARTE DU

Bay P P

SRIFEAR & F AT REsg Dk e ies i M 249k 2, I AE R &M (S0

13T, 317
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(2D

ZARAhAATEY
MIFEIRFAE B S om s 2 Ny, T Redlid] CYP2D6, PRILTIR

AR Bz EAR I S AT A 25 T . 4iX KA 5 Dbt e e 5%
25 B LG 25 RIFEIR 356 FIE, B2 U1 VA TT 2R AT A R OB (2
W [EERFEWD.

BEA

T EME 16 q24h 100 q12h 157% 177%

ZHEET W EIE 133% 1108%

HREH IR ACE ) o -

FE B Fr S TR 52 28 T, T A U R ELE A A P L IR R
I AN 2 51 RS B A i R S 25 R SO 2 R0 5 - DR 2 I 25 5 T IS
AT R T RS E RE. BATRE S B E A
AT A RS I, BARSS 2545 20 S W& F B eI R
7 i AS

WR B IE , AL 7 e
RE%s

AFEARF A AT RE IR EE, M2 & BN M 25, ]

saH G IERD.

AFEA TR 25X BN 77 27 30 5357 BT S e S5 25 249 W A P I 2 1 )

K e CYP3A4, MIMTUAS I INZF R e M 25 g . 25 K SFFEAH 4 H
B, RIS ST ORI B N CELEEIFIR M) .
5, HfIE 500 q12h 136% 138%

£ ! BT FIFCHH REE i S AT MEREIRAL, BT ARIFCIR =61 AT % 0
B2V Z KB 77248 9 7] 5 S VDB A FH I AT 7R G i 55 v R ¥ 751
o N AR B VDR T R PR RN RE R R i

i MRFEIE FAE APR38R 2 B 25 AR B ) S s A R, AT AR
KA S MRS RR AL, 1T PR A R 7K T

E NS ]

- B FAREFEAS T 6T CYP3A HNHIMER, Tt 5 R Ik E & e Bk

" HRGEWESH (B [Z#RD.

LR ED

AR, R
BRRE, Mk,
HE M, EJeT

FFEI & H W R S EUGHUE, ~E/R, BRE, #mFE, H2im
i, ZJeTMMZRER, s,

0.5, FjEHFHK | 300 q12h, 3 H | 186% ND

0.4, HAFIEIR | 200q12h, 13 H | 122% -

7 XA AR AT e FIFE IR F AR Pl S i 09 2 2 sl 24K 8 7 253
SR P-EEE AT 0 S AN E AT AT S . R R
W, WEBEEF SR I, s KF i3
Bt s [0 (1 R SR 4T ek 55

HLEERG 2

e 3mg/kg q8h 500 q12h 1 43% 132%

- BT FHFCIR S CYPIA2, &I T AL B IS BRI

BuJE 245 AR ) 5

i 20mg, HKRZZG | 200 q12h/1h H 1 48% 139%

[y

SlaL I 40 mg, HIRZEZ | 200 ql2hEIEEY | 1 19% 1 4%

1400, 310
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40 mg, FIRZZS | 200 q12h/6h 5 1 11% 1 5%

ML 258 1 (BCRP) ARFEAAXT P-gp (R SEIMHIAER] ,
A RES FEUMIE IR FEHE N . AUC F Cnax 300 10 FE FE BT RIFEIRH 44
Ly IE] o A SR B R HR A 29I R (S IR B JE 24 i i
B . NS BTVE T ARG AN RS

T RHFEI T xT CYP3AS MR, MUK T RER I
7248 65, Abemaciclib 5 FIFEA T 49 R 24 . G5B A I 25 A R T

Abemaciclib B, 4TSRS Abemaciclib Z58 BB, WL
Abemaciclib 2% HIA B W o
ST R T e SR CYP3AG T S, TR SRR
- TR L DL S 5 S Mk . AL, SRUFEN -
VREE AT RERIN, A SO A R R A O R T
RAESCRELI T ST &
T REIE A CYP3A I P-gp HIEIAEF, M AR nRERN,
B R 5 0 B TR I ZG I BT, 5 YR A 50 5% (o B B JE

ittt . NN 0 F B JEA RIS BN .

s

EWEE, JBiEE
Je, KFF, K

SRIFLIR T F L5 B T REA BT, vl RS BOA RS A A A 36
.

Encorafenib

HRFEH A A MG RE T Res i, nrgesigma B s, a
F R AR AN R AR QT (] HAZE K ) AU

I 2438 4 Encorafenib SAFEH A& A2 Wi\ s Abits i KU H.
DUE R RIFEAS S, 0S5 ) M DL 25 P ) e Atk o

Fostamatinib

Fostamatinib 5 FFEHS & F W] GEfl Fostamatinib fX 4 R406 5% H
R, SECHRIR R, MRS, PR i
FEBIRYS o OG- ISR R AL I ST R D O, 11§27 Fostamatinib ff
Zydh i IS

AT e

W T RIFEAS AR CYP3A MR, A 8 Je X LTS R m] g = 4
T IR A R P A 5 A A R RE R RS, o A i I 38 S K 15 i
PR e . RN ZUE A i EAZHR & FH 24 2 A KUz, ks
A B e B> & 140mg IF 3 DL I B H K5k

Neratinib

HI TSR CYP3A4 FHMHIVE, ISV L AT RESE N o
Neratinib SAFCIRFELABEH, ROV RE &A™ EA/BE 2 E
i B A R RNAIAT P # IS (B0 (8B D,

Venetoclax

H T RFEI A0 CYP3A HMHIAE A, MG G, FEIERS
7B e 7 M Y B R s AR AE I RS (S (2R IF5%
Venetoclax Zj it i1

XHFCUSE RN Venetoclax 55 EZ AL T AR HER E R R M B E, R4
F CYP3A 58401 7B Venetoclax 1551 & 22 /D 2 75%( 2 L Venetoclax
2y Ul B H R I HEAED.

ER. 3]

A b Y

10, HE 600 q12h 1 153% 155%

CYP3A F1 P-gp A4 F 2 S BUR AP BT A AL 98¢ 58 18 Jn 3o 7™
AEZGRCFRENR, HE0E A A RS o PRI AN I AE A P R AR VD B ) SR
B A b

KA

HI TSR CYP3A HUHIHIME T, ISR W] REsE . ANHER A dh
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RN G IFHZ (S0 LEBERIFSH R 2545

5, FRSTIE 400 q12h
1 9% 19%
LSRN 133% <
S-#EiE R FUERFEIEXT CYPIA2 F1 CYP2CY (KI5 S48 R-4EMK T
REEDFN BEAIS, (RIS RFEIR 0 S-HE MR 254380 )57 WP 3547 5 o
R-HEVEMR AT AR FT B S B ARSI @ BCU R 1R N
PU e I3 B 2k 2 AR 3N g 2 3 0 5 Ak R Y IS S 130 D7)
IR
NG ]
e HIFEIRFAE R ZARS) g 27 38 58 57 BT S5 3 S5 0o 75 245 104 FH I 2= 40 o]
- CYP3A4, KIS i 3 v S P8~ . G R 5T
SRR =5 o U U 7 ORI B RO
T R, ﬂ%%%ﬁﬁ?ﬁ%ﬁ#%%ﬂﬁﬁ&%i%%f%ﬁmﬁ%%%%
e mmm9ﬁ%@ﬁ%¢%ﬁﬁ%ﬁ%%%,ﬁ%ﬂ%%ﬁﬁﬁ%?m
%%% MR . 23X LL 254 5 ] F B8 =5 106 8 P A 2 13 D7) s X 6 2454y
¥ 2R BT e R ) g PB4 ML 7K P
HLINERZ

BT KA bR, TG
PRI, 25 H 4K
M2 PEYT, Ak

AFEFAE NPT T 29 I AT REZ I CYP2D6, Mt
IMBRE AR, GPEYT, KR, L HEAR, A2 PTT e AR AR .
IR LGN 5 e SR B 25 W ORI AR 5 08¢ 5 18 I I i U 1)
T AN A RS o

100, 557 H AR | 500 q12h 1145% 122%
i ey ] 2-FFACHTPIH) AUC 1 Conax 73 3 FEAR 15%H1 67%. 2 51E AT
FESEIR B 2NN RFC AR =5 A5 P, 2 U3 At 5 oy B £ 7)o
50, IR 200 q12h 12.4 1% 134%
i I MRFEIEFAE A b S e 5 B 25 el 2 AXB) 7 538 ) 5 kiR
2 38 ot R AR OGS R BRI A AR . G F itk R AR FE TR 5
MR, DA IR & A il R R T Aa S A M 00 s AR s S A 32 1
E RG]
SRFEI 6 F SRR IR .
HoK AT ﬁ&iﬁﬁﬁﬁ%?%ﬁﬁ%%E%ﬁ&ﬁ%ﬁﬂﬂ%ﬁ%«wmm
A1 P-gp ] VAIT B EE S /B hEEAR LR B G h EEIRIES
(2] A GERBRYD S MoK E R .
EqRAEN )
o = IR e SRIFEIR 3G P I Baf w] R AR TR 5 1) af 259 B2 T R 3G, Rt
FrEAR E HoEH G IERD.
HIFER 5 0 B e i o 75 24 W) B 24 AR B g 2 38 i ) A5 FH I T e 52
AR P-*E%Eﬁ%ﬁﬁillﬁ?%ﬂllﬁ%ﬁ%%ﬁh N HE 0 AR 2R AR T R (0 259K
- BT 38 (v 38 22 3R 38 2 KV BT e R 9175 5 4 P (1 H 0 I ) 1) 4 4% 171 93¢
5.
HMIFEIE 4 D9 254K 50 g 27 38 i 70 BT S5 2 S 0 B 24 0 A5l I 2 477 1
A EhE CYP3A, NI 3 0 5 F e 0 I RIR BE . B fe S b e AR FE R
3 I U T RORAS B RV
i 3]
ST R KGR S5FFEI T A F B #2539 E A rTRe s n, Wit ss

H (S0 I#£RD.
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HAEATTT

150, —H 500 q12h 14 % 12.5 1%

25-0- % L Bk AL F)
FRAT VT AU =)

138 s 116 £

ETAIRATIT 9 AUC 2 K AR, BRILAE I DR IR 1 A o
RS RRT 4R (20 (RRD. MFFEIEHIE N Zis) )
S B 5 AR A PR, R YT IO R T A A R S 150mg
(=00 BME S35 8 CRHSIR S . FARE 2 A
Fy 26 BT 07 S T 5 o 7 HIV R P AT B 5 LT 7N o
SILIERH 2

A1

JE MR T RETS T AIFTAS A AU, (B IR s R ] AR T
FIEAMFLAE (600mg, —HPTX) AW, AR B i S E
(ESLTAFCRERERD RN, wTREXT = E AT A a7 AT
BIRCPAZF A M R AERE 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%

ZE IR FIFEA T3 AF B S e s 2 2510 5 AR RRIBIR 5 (- AR
PRS2 PRARAR ST R PR I 249 82 o 2 224 36 SRl FIFE IR T3 A 24830 )
SEAGSEF SRS REMEIR S, B AR R AR/ AU VP A SRR R AT
FRME A -

Br FEA% Pt

AFCHSAAE LG AN A3 238 977 syt S e s 2 25 ) i P I e 515 3
G PEREIR AL, JF DR AR 3 T AR AR B o KA I B 3
AR 5 R T8 =5 e 2 A5 7 M D0 7 YA P e 2K

DU

R ERFCAA P BAT AR W TC . 75— TR DA oA 2 751
IS VLA B AL (AR TLAR IR FT b, DA RERTK) AUC 3810 22%.
I e IR AR I A, HAE & HF 2GR, AT E
MR 2 o KON RAT DA G AN R (K R, i 24 gk
E L RS2 e R, R PR AR R DL BEAT DLk
M-S AR 43 15 I P 2 o R DCEEAT SIS (14 P 1 L 00 AT 2 il
W (EW GEBRFRD, 55 UM R R ED .

ERORES N
14-¥2 5 $1 55 R AR
Wy

500 q12h 200 q8h 177% 131%

1100% 199%

HT B RBITE %, T E R IER N EE P AL E. 47
FEIFAE MR BN J1 s skt R IR A E v &R A H
W, TR RMNFIEANEE 1 w/K. STEIEEAEREE, NiZ
HZEXT b B R WIEFERR RN 30~60ml/min f R N 245
50%, WLEHERRAET 30ml/min ()N S IRE 75%.

MK 22 e

KRS RFEH S 5 A AT AR AR BT 9T 7EHKZ2 30 100 mg (BEH 2 X0
B VLA /FFEIR 5 400 /100 mg (B H 2 ) 4525 A1 14 KI5k
HIBH WA EAERBE R, K2 s S DM-6705 1) % £ E 36
30 %. REA S DM - 6705 HH2RH QT SEK RS, Hln I AH N E
A I K Sl SRR, T AR A S AN T B R, gk
THEAER ECG WM G52 [ERFEM]), HSH k3= s
PEMEED) o

AR SN

AIFEIR 1y 25X BN g 2 1 55 51 B BT s 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 15035010 M D7 38R AS R BV
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200, —H 500 q12h 13.4 1% 155%

I A FFEALH 240 CYP3A A3 (R FEPLARYT o o1 -T2 38 15 i 16 R0
AR, MR T S s R T 2 Y e AR BN 7 7 1
SRR T R A PRI, 42 % e ARG A 1 71

Flk e A L s/ | 800/160, HRFIE | 500 q12h 120%/120% PN

FECREMENE 2 | S5RIFL IS P e A T T e P e A e PP UM 1 77

TR SR R B2

AT, DU

SRR & AT RENE N b AU BT BRUL SRR KR, i e
H (S0 I#£RD.

TR IE 1, 55
GRAIbEN S

AIFEIFAE TSI e 35 29 I AT RESIH] CYP2D6,  FF3 o
WRIERE, 5 R AR AL SR A ML 2R . A RIFEI AR A BT S e s
BT 5 Y)E R UCE VIR IT BOANA R RN (20 (28
2D

=oAL

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

I T T~

HFEIR A A0 CYP3A, [RIERERTF- B L T RE 1N . FIFEARF AN
BT F T BE I 5 T A R 3, A P & S ILEE
=21 .

B2 #Eh7R (KRB0

AFEHEIH CYP3A4, DRIL AT RE T B b SRF 2 IR L 2 2 T

DRRT . SRR

R

i g | T T8 1Ra0 Ty M UL 7 5 26 B W A

HSURT AT | Cypaag, RTINS IICE BRI T, 2 (P
25400 5 RIS 2 S B S T AR B

BB

o SIS RIS & i ol R DA R i B VR (Com) IR

- 28 NI (AUC).

T RS E S 4 CYP3 A RIP—gp I (PR B 375 7 1 B .

ISR TR SRR TEILA I IZE (B (RT3 Fl P25
B,

ERATEN

WAF S, Ffh
e, ZAlk,

SRIFEAR S & F AT RERS I T 2 AT AR, HEEeEM (&
N €9~ DB

S F R
B ash 1%
o ERACIR T A R T R I T B RIS, e A (B
AR (R,
HCV HEHREY
" BT RFEIRF 5 P ¥EEE (1. BCRP A1 OATPIB IMHIEH, #ExiH/
ﬁ%ﬁﬁwmﬁm R O LV FE TR, 11T R B 0 535 T 2 i 3
TR (ALT) THaf i, RS REEIRE 510 A 3Rz,
HCV A EEHIF
200 qd 100 q12h 17.2 £ 14.7 %
EESURF T AT CYP3AS [T A [ 76 2650 5 M R M. Tk

LA SR =PI R TR
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HMG-CoA & J5 B 411577

BrIFEAAhYT, Ak
BT, IEARARIT,
HAAIT, HdF £
MIT, FARABT

e BERR CYP3A AR HMG-CoA 34 J5 B (] i Aty T A
SEARAMTT) A S AE TS R =09 B 25 W B 25 ah /0 S0 s I AT
P I M 259K B rT e 0. T ARy T AR R Ay T if
R EE RN e T BUEHE B BNUR CRASBSUVIIA ML), PR ix Lk
AR EAMTRFEEN (SR IERD. FEMAMMIT CYP3A R
IR BE AR . VB i B AR M 7T BTR ERAMKHE CYP3A, {EATHRIERK
i GF AT S MFCI S A I FL B BR AT PN . 2 S AL i A i
2, ERTRE IS B B AN S SRR AR 9 2403 /) 2
SR B FUS e SR BE G AL AN, BT FE AR AR YT AN B & AR T B 242K
P AREs 270 o EARARTT A EARARTT AR AV CYP3A, I H T
WA SFFEIHM AR . W R TR ZoR A HMG-CoA i J5 11 il 751
1697, G R Al T SR AT -

WRLWBHEY
50ng, HfE 500 q12h 140% 132%
FIFETIRFAE PR e 35 85 25 ER 25 AR BN J1 2 1G5 ) 5 L — e
LR PRI 43 B 2 Bl — B 1 0 2600 188, R bt D 7 5% 1 £ 2 T L
AR R KA vk . FIFEARH AT RE R 15 H AR 0 T PR B Zfk
M R 2 00 S (B0 [EREID.
G FHI5
RZE, e %U%%}ill%T’E?ﬂﬁ}i%iﬁ%%%ﬁ?ﬁ@ﬁ%iﬁﬁﬁiﬁﬁlﬁ%ﬁﬂﬁﬁﬂ
e 5 5] C‘YP3A4,“/J\ﬁ’ﬁTJﬁ/ﬁﬂ%iﬂﬂ%i‘@%\nﬁgﬁ%ﬁj\ 1@2&%@5@@%‘1&&
FEc A 1 3 6 2 47 5 R G 8 =5 Bk 2 1308 U W I 7 R AS B
i =41 e
CYP3A4 #5238 I Lomitapide (R 5E &, #AENHIF & SRR
Lomitapide EIINRZ) 27 5. B TRFEH TR ME] CYP3A, ArUATiH< S8

Lomitapide [ ML 29 FEHE N o 25 1A I8 FHRIFEIR 4580 Lomitapide (2
L [Z22& 1 A1 Lomitapide 245 & Ui B 15).

P ARAR

BERR —FRESHI7) (PDES)

B AR E 50, IR 600 q12h 113 1% 12.4 1%
SRR ESRFERFEEH (20 [#ER]) .
100, H7)& 500 q12h 11 % 14 %

AIFEARFAE U 9 8 25 W) B2 BN ) 240 5] S iR T 2 DI g
B0 (0 PG IR AR IR & S P I RO . AR OL T, PEHUIBELE 48 /)y
I R R AN 25mg (S0 ERFIMD . 1EMish ks 5 &
FHHZEBR S AR SAER S (SR (R D.

fhiEHLAR

20, HFE 200 q12h 1124%

<>

AFEIBFARE AP i 25 25 52 3N 7 27 3 5 5 Ak iz AR &
P B BRI RARRR &, & 72 /N NS 10mg,
R aERT A R BRI (S0 (ERFEHD.

M AIE R AR S FIFCAS A A F T sl sy L BB, 3 2 ik
AE i B H B 5 S .

et RE

5, HE 600 q12h 149 1% 13 {2

ZAEBCA A E SRS (S0 (ER] ) .

BB IRIRZ

SRR, LT,
YL, W

MBI AETE & 60 F AT RE I i e p S R, Pk, 3]
CHEAPRIKRE, #2560 S [ERD.
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1l B S IR i
M

WRIAMEG E ELE CYP3A4 ARHE,  SAFEAR S & FII AT BE K hiix
PR R A SRAWIIR L . MARBAT R 55X R ERAM G
RIS 25 A IR T . ARYEHE CYP3A4 SMHIFIR B, IR
KA O 7 I 3R TP VAR B B2 M v BRI, RIFEIR AN E iRk
MEOE L T HAFEAR S 5 AR D ARPK AP G & I th N S 10 E (S
(BT D. KT AR D RIRE MG 5 H e 8 Al 57 & H 8 R 8,
5 FHIFK I M (R I KT AT RERE TN 3-4 1. WR 5 25 FTRIFEHR
AR CURBREMES, ROZAEFEER Y E (ICU) SIS AT, Bl
B DR RE A% 32 AT % DI F) s RS I 5 6 8¢ A 1 WS s R/ BB A P E I
I RE S RIPUE 2 1 s . N4 2% R BEGA M 257 &, T
R BRIE M (R 45 25 BRI — UK .

B RR, A

&, MR

0.125, HLf & 200, 4K 1>20 1% 187%
=Mt SRFEA T A i g b = o ke, WESAEH (S0 (%
2D.
Wik 25 W 50, HFIECMR | 500 q12h 162% 159%
147% 187%
S R 50 AL %mm%%ﬁﬂ%%%éﬁ,ﬁ%éﬁ%ﬁﬁﬁﬁﬁ%%%%%%%
WEE, Ja3 IR BA BRI A PR SR AR o 25 FRR & e oA B
e A RESE o AR pR R R R AE) IR (B0 (R D.
1, HE 200 q12h, 2 H | 12.5 f% -
500q12h, 10 H | [12% 116%
] 3 1A i FFIFEAR S 2 5 23 B S AR, A RHERE 10 HfE, &
WG N FFEIRF M EIEH . ERTS OB S T 2 /0, RIFEIR
VE it 5 e 3 55 291 s 24X 80 5 2 3G 5 771 5 ] - FH ) S B
PN LISAA
FIFEIE FAF R s e 50 25 AW ER 2 AR 30 71 5 3 a7 = 40l CYP3A,
RN AT S FUSA < 38 i ifn 2% b TOMEIA R R B . 2 TR S AR S A H
B 3 SO DI YT SORIAS R B
fEARZS
— 5 200, 4K 128% 122%
B TEZY) W B B EE B2, ek nf SRR S H .
TRAHZ
150mg 100mg q12h 122% 121%
150mg 600mg q12h 166% 162%
ZARMER 2L CYP2B6 AR L ARMRER A2 IR 2 I RIEI S &
N ] FH B TR T B8 PR 2 AR (1 7K P o X S8 E P B A RARER T % 22 4k Ath
LARAAA BRI 95 S0 . AT, RIFEIRHE (ST 50 D2 BiE S5 901
il CYP2B6, [HUAA I 2 EAhBd I HERE R . AR FARFEI K
W2, EUMRFERFERTE (200mg, —HMK, BHAPH) 5%k
fEA 2 E M TAER, REFFERHRE AR R EA 2 HI 2k
bR JEE T AR
RERERZGY)
s . | 20pg qd 100 q12h 1~350 % 1~25 1%
W NHH S VRS A — -
%W%Z%%W@ COEHRIE, 7E3H 52 RIFEH0 35 AN B 5 055 Y R 4 R A 1) s 3 bt B

Ao 4 B B TSI SR, A FE AR RS AR AN B R (R B T
S BT L3 KT BRAIR 86% )5 FEARIS CYPIA AR IR & B o K il e (
A I AR AN il 221D Pt SR RIS N . PRIEAS ECRIFE AR A
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NGB 753 5505 BT S e 0 B 250 5 K S B R B
F s BRARIGYT (0 R] BE s AR I 1 R 5 S e 4 B S KRS (0L K
BED. & I R4 8 FERRE BB 77 &1 & D) Il 42 5 R
RSN, B BT AN IS CYP3A4 ML e W B S5 IR (I 5K ) -
BEAh, Bl BRI 7 B D R R R R e, 5 I 8] ] g

S

AFCIS T3 A N 2ARB) 7722 1 5 BT S e S 85 25 W) 2= 1| CYP3A,

HFEK AL R] L Bl 5 38 0 0 5 i TR PRIV B o 6 A {1 P M B KA 5 RFE TR =
B 3 1) W I R AR B R
20 200 q12h 128% 19%
WIers e WRIBIA I G RFEIRE & AN, ECa by SO AR R L. SRR
AEAF 4 8014 K5, B M ARBII AUC 43 50840 37%F1 28%.
FOR IR B T 1
W LSRR, A FIEE TR 7= R e PR R 25 2 I AR (e V7
TEWE IR R 2 (RUAR ELAE o R 70 M FFOR B 2607 10 5828 187 1 FROHR 5 388 2% (TSH,

ZD AT AR/ B AE VLT AT A E S — M H .

ND: AHiE
1: FETPATARTHR
2 T R L SR b B AR R e A R .

CARIERR, HAFEAE S MR, SCPiH BRTEMEER & IR, B O A2 R G
o ABEHERRZGYIA EAR AT RE -

B T UL ESIZERIZSYIA EAR R, DOAFEIR R R A4 & R Em, M A B A a N,

TRCHAYIE AL G B, ARG INIA T AEEE S o
F 55 ARERREXFELADRH TR W
Ui RZ
REPP, REIT, REHZ, FZIEmA CYPIA4 iS5, X e FER
KL%z, R =B AAFEAS 5 10 2 R B AR, I AT RE S B0 B 22 ORI AE A 2R
ESIE S WEREH S0 IE£RD.
PURRY
FIET ﬂ%?%ﬁcw&g%%ﬁhﬁﬂ%%ﬁ%ﬂﬁ%ﬂﬁﬂ%%%ﬁﬁ
DR RNV IR ERR, W EH (S [ERD.
RN

5 R B TR e A
ik
HE, Al

AFEISFAE TSI S B 25 I 40 CYP3A4, M Fitil &
DI SN 113 i NI i A 0111277 0 A 75
2 DIIAN S ST 0 S AU ) L 75 9 E (V0 0 1 5 I e 25, AR
BB T e DA S REAMR PR FR) R, e G S e A1 o) 7 2 e AT i
Ja A R NI R, B YA AN A S A

4155«
e o PN R FLS B4 TR 2GR AP £
ol R R, A RLCR YIRS
VAP (31 [EEFAD.

AT

Rimegepant W S A A 2.

N

A & WS A I

i RV 17 T R A 2 0P L2 0 19 T W 3
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tor/fARRFE, MKAK
+FE, Tezacaftor/{K
fR%RHE

AR 5 RS T G 45 24 ] e 5 B AR T T YA KT BRI B
HEREE B S

B R ST A B 2 i ORI I A HE R I 3 BRI AH SG AN R S KR BG m y
- W, BRAERTEZERS2HRE LS, PNKESH.

TN B IR SR TG

Elexacaftor/Tezacaf

\\

ARG AR S AU TREZEE.

BHRIL/MRAF | T WRESEURB AN R, TR FEm s, 2AEaH (21
e 2D

“RKEEFKES 4 (DPP4) HIHIF

A BITT HVGIATIAEINT HI R R . 2 Wb AT 25 i BB T i 25 5.
Janus B JAK) FWHIF]

iR il BUGHTIEB AR E R, S IEEB AP THEZEE.
B SiHE e 5 A MBS A G RFEE IR T S0 eiENE. 1S
B MAEE e 25 U1 T R 245 5.

(it &]

A2 BRI N AATE — B SRR RS i CELFRE W AR i AR AE RO R A B AROIR S

). A2 8B R U

(s Rz )
%R S1%

O RS2 103 T e T A3 B/ AR F (1 25 (R3h 1120t 7

2 A IR 2R DIRES ISR o /ARIFEIR S A 300mg/100mg J&5, R I9%F
Toax I RELES 1 K 55 10 K519 1.76h, 2.00h, Coax I UAIIMELES 1 K. 5 10 Ko
514 3082ng/mL.4500ng/mL, AUC12( 55 1 K ) AUC w5 10 KD JUAATEIE S 514 19660ngshr/mL .
32010ngehr/mL. £ X% 255 3R F R3] Tip 2979 6.8he Coaxs AUCu BB FREL 11N
1.461. 1.627, (EAKW “ A

FIFEHRF A CYP3A4 #HIF,
TR A LK.

BEAMIT I R A RS2 IR B IR 1 IR R F Ry 5 TR 2 ) 250mg 5 AUCinss AUChasi~
Comax FIJUATIME S 504 3513ngeh/mL. 3318ngeh/mL. 883.1ng/mL, W] T\ ZK 5.6h; H

R R ZS F 5 5 YR B )/AIFE AR 6 A 250mg/100mg J5 28394545 AUCints AUCasts Conax LT )
B 54 28220ngeh/mL. 27600ngsh/mL. 2882ng/mL, (ZEHA T1» Z1N 6.9h.

FHEFEEF/RTV F 250/100mg | ZEHEEHEE7 250mg
(N=4) (N=4)
28220 (14%) 3513 (38%)
27600 (13%) 3318 (35%)
2882 (25%) 883.1 (37%)
6.935+1.0794 5.626+3.0407
2.75 (1.50~4.00) 1.00 (0.500~4.00)

SRR R IR R A ik B, HARIE

ZH

AUCiy¢ (h-ng/mL)
AUCs (h-ng/mL)
Cmax (ng/mL)
Tiz (h)

Tmax (h)

220, 31T
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BAHIER LT FIGE JLIT%CY )y FF Toas 9 FHLEE ESEDs 112 AR FEIIE £SD o o [ 15 F A -

RS2 A B A I T s R 5 VR B R/ARIHE I 5 250mg/100meg~750mg/100mg, %3535
R REERWIMLE /N TREEMEE . 2R O0KRESERHIRS R/ FIEBSE A
75mg/100mg~500mg/100mg /5, Z%FRE 45 2 F S LL /N T e, ZRFRrHAESR2
RIBFFE . FSREFIORNBEHEMEY, ERLNHEIRM2MG.

LiLi'e

{52 B s IS RS B /AR i 300mg/100mg Ji5, MK AR IR Crnaxe
AUClsts AUCins [ LA 34148 23 51 /9 2210ng/mL+ 22450h-ng/mL. 23010h-ng/mL, Tz A 6h,
A7 Trnax N 3ho M2 FIFEIR S Cinaxs AUChases AUCing I T LA 25148 43 51 A 359.3ng/mL+ 3414h-ng/mL.
3599h-ng/mL, Tin A 6h, H{7 Tmax 9 4ho

- FIGRFF F/FFERE - 300/100mg (N=12)
RIRF FIFEHRH
AUCiy (h-ng/mL) 23010 (23%) 3599 (47%)
AUChs (h-ng/mL) 22450 (23%) 3414 (47%)
Crmax (ng/mL) 2210 (33%) 359.3 (46%)
Tin (h) 6.053+1.7939 6.149 +2.2413
Tomax (h) 3.00 (1.02~6.00) 3.98 (1.48~4.20)
BT TR Y 1T 524

gL, IR B /AR A 300mg/100mg 5 & AR & R R JG , AUC FHE2 20%,
Crnax FH 514 61%.

2% FIGRFF F/FFEHRE F 300/100mg  (N=12)
alii] &G
AUCiyr (h-ng/mL) 36810 (36%) 44050 (31%)
AUCps (hng/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)

piKiii}

RS s i D RS F0 4R+ A /AIFE R A 300mg/100mg &, FSI4EHAIRIFEINSH
(IR AR V2/F 2305109 109.41 234.0L. Z3HHR 3 FRIFEHRF 19 M3 5 [ 458 245 5]
Y15 69%- 98~99%.

Rt

AN R R, RI4FF 2 N MDR1 (P-gp) Al CYP3A HIEY, 9F BCRP. MATE2K.
OAT1. OAT3. OATPI1B3 1 OCT2 I#. #3454 3 2 CYP3A4 AR, B nT I A a]
M O] CYP3A4 A MDR1. EIPRAH DGR, BIFEHEXTHE CYP BELiE S1EA,
%t CYP2D6. CYP2C9. CYP2C19. CYP2C8 B CYP1A2 J&al i P:4MiI1E H

2300, 310
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NHFCRLARBEAT ARSI 72 22 0H , FIFTEHRH 322 CYP3A IR, A2 CYP2D6
J&Y), CYP2D6 25 7 A MEMSEACE (M-2) HITERL. FIFEIRFEXT CYP3A EA#HIfE
Hl, *F CYP2D6 il /£ H 55 F CYP3A.

FIFEA 5 R H RN, REWHNH IR 1R . S IDRF 37 1 3 rp 32 B DR 2R A7
15, HEYy QRAZEE) fFAEDEm /K=Y M5 (12.1%) F1 M8 (4.2%).

SRFCAFHEHN, 205 F R A S I HE . fa B A2 R B e I O IR AR F
FIREF/FFCHE H 300mg/100mg J5 , FRIBFNZEAE b i HEME 53 51 75 &2 1 49.6%- 35.3%.

A8 HT 14C TRUR AR R AR E BORIFE IR H N ARBIE 78 o AR 45 2 A R Gl R . 20
AT IECR 2 86% TS VE I AR ey, AR RSB AT 5

TEBRANEE

FHREFTIES)

IR RAERE . ARE PERI RIE /AR 2B 122 s .
JLFINTE

M ARAEF I <18 % 15210 T I PR AT 7T o

%

BRI O R B R AR 43 300mg/100mg J& , A Mg S IR R F RS R 4t
FiEmEm TIEFREAR, AUCL FHEZ) 14%, Crmax JHREIZ) 39%. 2 S HE DRSS IR B /RIFE
45 300mg/100mg J&, FEEFEZRE MR FRERAZELTIEPEAR, AUCw
FEAKZ) 4%, Conax FFIKZ) 4%

2K | PEARE (N=14) | EHEAR (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)
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

IR R R R BEE W D Re A A AL R A N o hn

2471, 31T
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YRS I IRZE B 5 ARHE 6 1 100me/100mg J5, 55 Thiig

WAREML, B

(eGFR >60 #<90mL/min). FJ¥ (eGFR >30 £ <60mL/min). =¥ FIhfEAR4 (eGFR<
30mL/min) ZiRXH 1 AUCiws 2 24% 87%- 204%, Comax T8 IZ) 30%. 38%-. 48%.

23 B IhREIE R REBRAE FEERAE | EEBEDRAE
= (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 EEFF I REAN 4 32k 3 T R i PR 7
ALY I VIR B B AR AR 100me/100mg J5, S FFDIREIE R 2R E M,

JHIhREA 4> (Child-Pugh Class B) 32 #H I MK S T 1057 (AUCines Crax) S8R
R Y.

=

FFTIREIE R
(N=8)

RO REAN &
(N=8)

AUCiy (h-ng/mL)

15280 (36%)

15070 (43%)

Cmax (ng/mL)

1890 (20%)

1920 (48%)

Tin (h)

7 (29

5.5 (32)

Tmax (h)

2 (0.5~2)

1.5 (1~2)

[ R iR ]

KR L SIS S 12 &Y SARS-CoV-2 AR AR N Z i E I T —I
W . BENL. WE . ZEFG IS (EPIC-HR W55, ZFRANZIRE NERB>18 &,
HZEDHUUT =M RN ERER S RSFE R : fRP . BE (BMI>25kg/m?). f@EME
FEEENG D VB RO . B AT S i B B AR L O U L L
PRI . PR BRI TESIERE . TR EM G T MR, 8k 60 & K UL CAHE
A IR COVID-19 SR KAESS RISZIRE NN BT 7B A COVID-19 J&
Huul, COVID-19 FE e fh s 1) 2

SARNEREHL (1D B2 CREFFR/AFEATE 300 mg/100 mg) B R M ARkE 24,
12 /NI — IR, #5825 Ko FRYTRIRARRBEEE 28 RWKAE COVID-19 MAT: e BUAE ]
JRFBET 2R Lol fEck R A RMEIRYT (mITT) 7&K IE<3 RNHEZIRYT H Ik
LRI RILZBIAA 2% COVID-19 877 1 H e EHTA (mAb)IRTT T 21X % ] mITT1
IirEE GIERRAESS RINIESZIATT HARLIN REZSHUNA 2152 COVID-19 #6771 mAb
ITPA 2R E ) A mITT2 A8 CERARAIESS RINEIBITIBTA 32D o 13
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TR AT T 90 HT

A 2,113 G132 R G PEENL B A Sk 22 5] FELRR, PR N 45 %, o 12%05%21R

TN 65 B MUL L (3%K 75 % UL FDs 51% 51 71% AN, 4% AR ANSAEFEE A,
15% N 41%ANTEHEF BB T SEME; 67%152 3 F ERE IR <3 RN FFEEIF R IGIT
80% 1) 321X K 4B [BMI]>25 kg/m? (36% BMI>30 kg/m?); 11% A MR : AF] 1%
FNBER GPEEE; 49% 1 5208 R FE LRI TS R A R B, 49% ME R 2 WoR B P
(hrdEZ) LR FEHEN 4.71 logio $#£01/mL (2.89); 27%H1%RE MFRLHTFRE >107
(# D1/mL); 6.0%[1) 52 17 FEREALIL I O3z BUTH 21252 COVID-19 1697 YE mAb 697,
HeHERR H mITT A mITT1 734745 MEIT R E 2 SARS-CoV-2 2 74k~ Delta #£(99%),
ZHCRATR 217,

A% i AN 2RI H 22 R B N 1 G i 22 AR R AL 70 AT 20167

mITT1 28 ANBER B 27 S hr G B L3R 3. T R EF2d6hs, mITT1 87 Ak
£ 28 K COVID-19 AHFAEBZBATAT IR FE T K AEZ, RIGHA 22 HH 59N 0.9%
(9/977) H16.5% (64/989),

£ 3: IEREAEE 5 RWEZAHHELN REZ COVID-19 RRESHE (mAb)
BT HIAEERE COVID-19 BRABEFHITHER (mITT1 HrEED)

A LRI
(N=977) (N =989)
BAEH 28 K COVID-19 FHIAE e 8T J5 K FET
n (%) 9 (0.9%) 64 (6.5%)
5z AMLLmZME (95% CD -5.64 (-7.31,-3.97)
P 18 <0.0001
BEE 28 RERT, % 0 12 (1.2%)

HimgiE: Cl= BEfEX[H; COVID-19=# RSy mAb= FBIEFESIA; mITTI= KRR
T 1 (BN BCEFFRIRIT T B2 % 1 IRIFiRIT Tl BEE 28 RAEED 1 RELEFVM.
RSN KB AIIA 8% COVID-19 #BI7HE mAb 677, BEEZIRITR COVID-19 SERRIERNHE
s RMPTAZRE)

b. BT GCP Jiii i@, F)5MikR 133 4555 WEHRE, HdE T8 CEH

FE mITT A1 mITT2 ZpHr NBEPOEE S — SIS R . mITT 708 AREIEOAN 1,318 321K
., Hi, KEHERFESREZRRN 0.75% (5/671), ZRFIHN 6.80% (44/647) .

£ mITT1 2 i ANBER, 0 MEEIR A A B U2 10T IR (<3 R, >3 KD\ JEEREE
FEEFEE R, PR, FlE (<65 %, >65 £, M (B, &t AR (AL T
A BAEEAEME . HAlD . BRFEE (BMI<25 kg /m?, BMI>25 H<30 kg /m>, BMI>30 kg
/m?). FELIHTFRE (<4logl0 ¥ I/mL. = 4logl0 #Ul/mL; Bi<7logl0 #Ul/mL. = 7
logl0 # U1/mL). 2k SAR-CoV-2 MLiE A CHIME BHIED . & I E (0-1. 2-3. >4),
FLG A IR BRSO G 750 BRI G 75D~ Tl i sl S Jsa T (2.
T YRR G, B SiE G &) DMK G 7). BB IR G 7).
FEEMM G ) HIV G GE. ). FetRaifm G2, 5 MEREMEER g, 5.
FEIE ey 1) VT 7 WA, 1 mITT2 208 ARE s 52/ Wi &4%% COVID-19
mAb 8J7 G, &) AT T WA ERER, BT FHEN D BREA 2 E KAt
ML AT G AR I WS DAL, 48K 22 B0 20 3= 7 30 s A V(5 A N I =8 7 R
HAIE .

2671, 31T
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£ mITT AT NBEH, (R385 5 KRB, AR SIETT 5 22 RAR Lo A SR RE A s 2 402 1 1%
#10.9 logio #£U1/mL. 7E mITT1 A1 mITT2 204 AEE R0 82 2 A ALK 45 5.

76 mITT 7 NBE, AR5 28 KIAZIFTA H bR AAE IR FR SR 2 M (i (7], 356 40 Fn 22
REFIZHAY N 12 RAT 15 K 8RS 28 KIEBIFTA HAMAIE IR EF S B TR, 155624
M BFNES HA 16 KA 18 Ko #E mITT1 A mITT2 730 AN FE MEL R AL 25 5 .

[z EH]
2R
e B

RIS —Fh SARS-CoV-2 T EIE 1 Mpro (WFR N 3C-FEE B, 3CLpro) MUK
FAME ), H0H] SARS-CoV-2 Mpro A HIGiEAb 3 2 85 U AiTAA, AT BHELE s 85 & i

AFEAFHAMFICYPIAN FHZRIRFFACH, AT =30 T MR
1S T B I 1

HIEEERIEH AN S % E R (ANHBE) 200 (—FhEAC A E g4I E) 1
SARS-CoV-2 (USA-WA1/2020 &tk BRI PrmaiiatE, 9% 5 3 K5, ECs)
ECoo {55128 62 nM #1181 nM.

1 P-gp MMHIFIAEAE TS, {E Vero E6-TMPRSS2 4 4k 7 23 F 45 A8%F T Omicron WP
4% BA.2, BA2.12.1, BA.4, BA.4.6, BA.5, BE.7 (P252L+F294L), BF.7 (T2431), BQ.1.11, BQ.1,
' XBB.1.5 BIFR ST . BT T Omicron W4 3Z 1) ECso FFEA 83 nM (VG : 39-
146 nM), ECso i <<USA-WA1/2020 7 B ¥k 1.5 1% .

HAh, 1E Vero E6 P-gp 2[RI bR 40 A vFAL 1 233947 F5 % SARS-CoV-2as By V5 8 As
Mu A Omicron BA.1 8 ARG I HTR 5510 1 . S I4FH A AL ECso fHN 25 nM (GE[: 16-
141 M) B RN e AN BUR AR S0k, AT USA-WA1/2020, ECso [EEECRE N 3.7, F
AR SR ECso fE A5 HCR AL AT T- USA-WAL /2020<1.1.

GBI A i T 70 EE i 2 1

LI Z RN R B 5 E T 0 RS I 2 PEAH OC ) SARS-CoV-2 MPe 5k, i
YE 7 EFE SARS-CoV-2 MHZGPEIEE . #5Hr Mro B #5841 B 2 SARS-CoV-2 R & kL,
LR R A G R B M AR U B2 SARS-CoV-2 MPe HEAT (AL IRES . 2% 4 %1 T 7E 40
B R h & 2 R R B SARS-CoV-2 MP B i L)L Jz MPro B #2045 o BT 41 I L) MPre. B 46 ]
REBAETE, Wl REFEBE LA Mro B, TEVER, MPeS301P fil T304l B#HE T T MroC
A¥fi nsp5/msp6 VIEIL S P6 Al P3 fi7. 4HfsEIRrhHAl Meo IEIA7 S0 E B S5 ST
P 25 PR AE A G . IX B B I R R AT 2

2701, 31T
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x 4: MRS RS RN SARS-CoV-2 MPr EHHEME#: (ECs B
F 55

S144A (2.2-5.3). E166V (25-288). P252L (5.9). T304l (1.4-5.5). T211+S144A (9.4).

T21I+E166V (83). T211+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+T3041 (15). L50F+F140L+L167F+T3041 (54.7)

B4 SARS-CoV-2 ML, K2 B Mufn 5 e 8 Mo 22 3L 2 B 1/ SARS-CoV-2 %
IV I BUBYE R BE, S5 ECs Thm (BN T 5 %), =AU E Mrr &4 B
HHAE ECso T B R TEARIN 5 5. X B HAlE RS CE i BIRER,

I B 24 S Bk

fE EPIC-HR B} A i A 22 A A, AN e 523 & B T Fh COVID-19 SR, 255 10 &
F/ELES 14 R RNVAYT G 2% 5 RNA k. EPIC-HR B 77 B A i 20 AN 22 B 7 40 35 4 5%
WE KA R, B EANARRERE S (6.3%vs4.2%). COVID-19 7% Bk FE
RERA WS REANERE, ORFER . JET e 251 H .

FHETT
BfeE

R F ) Ames 156 AWKELEFZEL TK6 20 A4 4 Mok 1050 A1 K B A4 A A i e 4 2
EIRBAE -

HMHFEIFH Ames 156« RSN/ B TR AR . bk EE 4 i %t A e AR 10 A /) SRR P9
PRI 25 RN

AR
FINEH

FE—TUK BAE M EIAIRAG K G R gt HEEAEr: X R B ASRCRT 14 RAFUR BN
FCSIRE R — IR 45 T 28 B 15, MEVE R SRR 45 24 32 UK, MEPE K BRIFSE40 25 AR AR5 6 K.
FIE RIS 1000 mg/kg/ K[ R G F Fe i (AUC) A7 TS5/ AT H N HER IR 71 (300
mg/100 mg &FH PO T 4 (51, R WRIEHNAE J1. AR BRI & & 5
M o

EAR A BRTIEE AR G4 31 T3 ) R EORMIE 6-17 R S BEURES 6-19 ) £
DAT2EES, LR IRI-IA R B . KI8T & B SRR, 5
1000 mg/kg/F AR (AUCHs H124 T 28 B4 RTIR 4 \HERE AT AR T I 8 45) F AR LA IE
FA-FAAE R B RO B0 . SRR R B BRI, 76 R LI AR 1000 me/kg/
FHIRE (AUCa M2 T 2 E05 o FE I A6 7 LR IO 10 65 F, ol JIAFT A E
{6 CWEAE 9%). 7ERLETIS 1000 me/kg/ REFIE R, HILICMH SR E S (RIRATEIR-IAT
HPEH). 1 300me/kg AR (AUCa 24T 2505 o/ RIL IS ARG P AL RO 3 ) F
I G- AT 7 OB

TER BRI, 76 1000mg/ke / FAIRAUCH 2AZI / FFEIRH A&
FEAMR T 10 18 o7 I FARKR A AT O HRALIN 0.92 1) AR/ R,

28T, 31T
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MFEHH

FIFEISHAE R IR H /AT AR TR =D 2 5 G A4 £ O REE=T
XK ERAEE SRR .

IR (15 35 f1 75 mg/kg/ KD FIEEHRS (25, 50 A1 110 mg/kg/RK) 45 T2 5 k4
W CRR: IEUREE 6~17 K f: WEIRES 6~19 K) LA TRIFLHY . £ RGi#TE = (AUC)
AUNZS IR T FIFE IS5 ANHEFE VAT FE T 4 50, 78K B S 25 R WAIFE AR =6 1) Soms o4
EHE . AE R B ILEHMA R FIFIE (AUC LR B 1/RFEI 35 AR TR = T 4 £
T, AT LR EASE IR BB IR RR B S IR AR N, DL IRAT AR E R . 7K BRI
PEFIE (AUC ZNAIR /AR E AR T HIR R0 5 5 T, el RS2 kA kA
B, fERBHARMERIE (MRRERIT, L8R IEEEE/AFI T AR RIER 1165
T, ATLER EATER D R AT R E R B

E—TREF=AFE R, KR TR 6 REHAFE 20 REGTHRFEHF 15, 35
F1 60 mg/kg/ K (DAARTHATE, LUNRIFEHR/AFEIH ARG RIER 3 5, RIKE
B

BuEtE

IR M AR T R U R AL

FE/NBRAIR B A EAT 7 RSB T B0 P 7T . fEREE /N R, FFIEDN 50, 100 #1200
mg/kg/ R, JEE A RIRT DL K G 5 g A 1) R AR 20 SR O e 3G, v ) N EENE S )
#irE (LLAUC 1) 2PN HR/AFEI B AR R E A NMEREER 2 5. £ EIK
WAE T, MEES R REUENE, SR T E S 0 R R 2 N A IR /AR N
TR FE T A NEREER 4 . £LL7. 15 F1 30 mg/kg/ RIFIEL AR, KK
JE e, mTE T R R LN R IR/ AR AR AR T AR REE R 36%.

Hesh

FIFEAF

FIFEIRFH H G AR MR ORI S ZE A BRI, BORIRAVE . AR
WV KT AuM . RV FOFFWR AR, PR RS . CERIFEIRH BB A M UG SR Bt e )
AT DLW € 2 b R 3 AR R X AR 1, (EAE R R R LI B A . B E FE R ok, Xk
PRI S S AR ] B4k e T B R UTRRAE o AR, Il RS 2R 24 it 5 | A AR 350 5 3R e B o 45 FH A
FEAF G, FrA FORIR AR T . NI PRAFF 78 A I FFOIR R T REAS £ 45 R R AR B IR =
XA FER R AR R E A S, BREE/NERME. B REMEOR, A E T R
JEARE e R o AL, RN AR RS A LA I PR R S I S

(a9 |

W, AN 25 CIRAF. TREAS S IE ) LA RE A K3t 5
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% F: Pfizer Limited
VEMHAE: Ramsgate Road, Sandwich, Kent, CT13 9NJ, United Kingdom
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FEEAY 1 #4FK: Pfizer Manufacturing Deutschland GmbH
AL : Mooswaldallee 1, Freiburg Im Breisgau, D-79108, Germany
A 2 A FK: Pfizer Italia SRL
FLAEHAE: Localita Marino Del Tronto, Ascoli Piceno, 1-63100, Italy
HE ORI
M4 FK: Pfizer Manufacturing Deutschland GmbH
A= HLbE: Mooswaldallee 1, Freiburg Im Breisgau, D-79108, Germany
HE B PRI
)k #FK: Hetero Labs Limited

AE =il : Unit 101, 22-110, Industrial Development Area, Jeedimetla, Hyderabad, Telangana,
In-500 055, India
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