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- 100rpm DOEHFERTIX, 50rpm O RBRIKIZI VT, 30 /5y ANICEEAERLA] AR5 & H I
85% LA HIRH L7=72%, 100rpm DA HRER A EME LT,
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100 r 100
80 80 r
60 60 r
40 - 40 r
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100 ¢ 100 -
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7.2 HGREES OB MBS U CREXIREEZRGTT 5 2 &, el RSB L2854,
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ARBMECRBIT 57 7R xR E L ZHERKEGRICEN T, A7 2= RUEHIZT T ERIC
HRT 52 % DOIHEEOR F 242 2 LAVRENT (R 17-1), b, ARBRORIRIT, JFAY
178 OV E APEE R AT IR IES 4 WRERET O R 3EVE VR MEIiT 25 O B R O 2 I 2L Y |2 6 & I Js M i
HEFE & ZWr S, BERNZEM L Ly RIAZ AWz 6 o BRIT RO 97 /ER SpO2 FKAE A
85%LL b7z SpOs & DFEN 5% L THHHRE L L= Y,

R AT RO 2 () He e

o ) TR REEL DL
\ B | A | -
# S @ | R BEEHOR L
(90% /2RI P
0.07
1800mg/H 104 -0.09 0.02 0.0416
. . (0.01, 0.13)
LT =Ry
0.09
1200mg/ H 54 -0.08 0.03 0.0394
(0.02, 0.16)
7 IR 103 -0.16 0.02 - -

Ko RGEME A LR L Lot

BIWEA GER) X, €7 == F 8 1800mg/ H £ T 96/109 f] (88.1%), E /L7 = = K §E 1200mg/
HEET 43/55 5] (78.2%) ([ZRDH BNz, ERRIEM GER) 1. /7 == F 8 1800mg/ H BT
IERRBBEUE 56 B (51.4%) . BHARIE 15 #1] (13.8%), BAPEK 11 4] (10.1%), EL 7 ==K
#E 1200mg/ H B TIIIEHEBUE 29 #1 (52.7%) . BEKAIR LK OVHE ANPRIENE 6 61 (10.9%) Th-oT-,
F72. BIER (BEMAM) 1%, Ev 7 == R 8 1800mg/ H & T 46/109 i (42.2%), BV 7 ==
K88 1200mg/ H BT 20/55 B (36.4%) 120 b, EREWEH (BERMREM) X, err=z=
R $E 1800mg/ HEE T v -GTP EH- 18 #1 (16.5%), CRP EH 1341 (11.9%)., B/ 7 == R $E
1200mg/ H#E Tl v -GTP L& 8] (14.5%) ThH -7,

2) REHHEER
U ERR L

(5) BE - WEAHEER
MR L

(6) AEMER

1) SEARERE (—REAKERE. SECEARERE. CARBLERAE). RERFTERT 4R
—RARE. REFRFTREBRAROAR
U ERR L

2) RBEHELTERFEORNENITEEL-RHE - RBROBME
% L7

(7) =0ttt
% L7

10



VI. EMEBICEYTSEE

1. FEEMNICEEHSLEMNIILEYH
P bl (L R=y ey, TFHRAZ L)
HE  BEEOD LAY OREE - RS, BFORMNCEELSRT DL,

2. ¥BEER

(1) {ERERL - VEFBFF
RIEVED A A > (TNF-a . IL-1, 1L-6 %) OpEANH & PIRIEMES A M A > (IL-10) O
ATt Z R L, Th2 BA~DfF Y Otk (Thl - Th2 T ZADEIE) 1257435 IFN-y L-~UL D
KT oMflZ7R L, SR 53 285K 1 (TGF-B 1, b-FGF, PDGF) DA% =
TR EOXFEY A NI A R OMRER ok 2 EAREIER 2635, 7o, SMEE s
BIERSC 2 7 — 7V EAMGHER AT 5, 2o OEGHRERICES & FiiEbER 2R3 &
Ezohbd®,

(2) ENERMT SRR
HMERR L

(3) {ERAZRIRFA - Fribs
MR L

11



VI. EMBEICET HRE

1. MPREOHR

(1) AERLEWLGoLFRE
YR L

(2) BERBEBRTHERESL-OPRE

16.1.1 ZERHEERS
Rk A B 6 Bl B L7 = = R $E 200mg, 400mg & (Y 600mg % ZEfEREH AR 05 L7z & &
DIEYBYRE T A —H %% 16-1 1277, Cmax, AUC (T b GBI fl L TR L%,

# 16-1 ZEMERFHLARE O & G O S BN RE N T X — X
b5 . Cmax Tmax AUCo-48 Tz
Bi%
(mg) (u g/mL) (hr) (u g+ hr/mL) (hr)
200 6 3.88+0.82 0.75+£0.27 13.97+2.71 2.10£0.45
400 6 9.24+1.74 0.58+0.20 29.10+11.77 1.96*0.55
600 6 10.57+£1.78 0.831+0.26 37.03+=11.97 1.76t0.40
(M - HPLC) CEME R Z)
16.1.2 RE®E

fEFER A B 12 61 v 0 7 = = K 88 200mg. 400mg K O 600mg # Witik T Fi 1 B 3 =5,
B, A omEke B (BHEHE1BELKV6 HEIFFHERELED 1 B 2[8) 3 18 HMXER D&
L7z b EDEWYERENRT A =2 %K 162 1737, HHRERZICBITL2HE5HE 1 HE L 6 HHOMEH
TEEIXIZIEREBE OB Z R L, #5558 6 HH® Cmax, AUC [TV N b G EICIFITHMIL T
R LY,

#16-2 [EEGRFOFEYENE AT X —H

110H] . . . . .
e |, | EH | Cmaxo-4™1 | Tmaxo-—4™! | Cmaxs-—242 | Tmaxs—24°2| AUCo-24™3 Tz
whE | .
(mng) (@#%) | (ug/ml) (hr) (1 g/mL) (hr) (ug+hr/mL)| (hr)
m
1 2.71* 1.08+ 2.83* 6.04+ 19.17+ 2.17+
900 0.91 0.47 1.12 1.05 6.46 0.30
5 3.06+ 1.08+ 2.70+ 6.29+ 22.03* 2.25+
1.28 0.82 0.51 0.96 5.47 0.29
1 4.94+ 1.79+ 6.22+ 5.79* 46.13* 242+
1.29 0.89 1.59 1.36 10.01 0.48
400 12
6 (12) 6.19+ 1.17% 5.91% 6.38+ 48.69+ 2.36+
1.89 0.54 2.09 1.15 11.21 0.38
1 (13) 8.20+ 1.25+ 9.21+ 6.33+ 77.22=* 2.63+
600 1.29 0.45 1.97 1.15 15.44 0.42
6 (18) 8.19+ 1.71+ 10.00* 6.13+ 82.31+ 2.55+
1.54 0.54 1.70 1.00 16.50 0.45

K1 GIHRGICB T HE (W7Ei% - HPLC) (CFfE = R YE(R 22)
X2 BERGICBIT 5 E

#3:1H 2EFRGICBITHE

12



16.1.3 £MFHNFF1EHER
BRIEIR DA FORGEMERBR T A BT 4 VO SIEICOWT CER 24 42 A 29 B 3EA%
A3 0229 5§ 10 &)

BT = RUgE 200mg [AET] RO L AR 200mg %, 7 B AA4— S—iEIC LY Zh2h 1
BE (L7 == R & LT 200mg) fEEER A BMICHAEER DG L Ciih e L7 == NojgE
ZHE L, HoN-mENEE T A —% (AUC, Cmax) (22T 90%(3 #8 X BVEIC TRERHENT 217
STAER, log (0.80) ~log (1.25) O#PFHNTH V. WAl EMFNFESIENHER ST,

#*16-3 KYEE T A -

HIE/NT A—H BEINTG A —H
AUCo-12 Cmax Tmax tue
(ug * hr/mL) (u g/mL) (hr) (hr)
LT = R
15.32+4.68 5.381+-2.38 0.75£t0.35 2.04+0.50
200mg HEET )
B L A/REE 200mg 15.69+4.49 5.24+1.60 0.76£0.40 2.07*=0.46

(1 $8#%5-, Mean*S.D., n=25)

(ug/mL)
6 -
@ EILT 1= KE200mg [HEI]
== E L Z758E200mg
18E#% 5, Mean+S.D., n=25
7
i
E
Jb
7
I
= 2
=
B
0 T T T T T +
0| 2 4 6 8 10 12

8RS (hr)
X 16-1 M S 2 e

MmAEFRHEREI ONC AUC, Cmax 0/ 8T7 A —F 1%, #ERE OBR, (KK ORI - B 0 RE5R
FC L TR D FREEND D,

(3) shmiE
MR L

13



(4) BE - ffREOTE

16.21 BEDREE

FEEERR A B 6 lIC L7 = = FUBE 400mg 2 &% K O ZEIERFEER O 5 Lz L 2o 3Eydhke
RIA—=H5EFR16-4 1277, BFEICEY Cmax. AUCIZEEIZIE T L., Tmax I EICEEL-

8, [1.3 ]
# 16-4 BH% K OZEERHRIRE O 5 OZEYERE T XA —XF

Cmax Tmax AUCo- T
P (mg) | Bk o "
(1 g/mL) (hr) (1 g+ hr/mL) (hr)
400 n% 6 4.88+1.72 1.83+0.75 92.13+10.63 1.77%+0.55
22 N 9.24+1.74 0.58+0.20 99.10+11.77 1.96+0.55

(WETE - HPLC) (P AR TR )

(Tvit. 7. MHAEAEH] OHEZR)

2. EYEERB/INTA—S
(1) fBAE
MUERR L
(2) BALERETEH
U ERR L
(3) HEEETEH
MR L
(4) Y73 2R
MUERR L
(5) HHEE
MR L
(6) Tttt
MR L

3. BEM (REaL—>ay) @&
(1) BAE
BRI L
(2) RSA—2EBHER
MBI L

4. R
(TVI. 1. (4) &% - JFHIK OHESR)

5. 9%
(1) mi&-fxBaFTmiE
MR L
(2) mE-fadREar9E G
(IVIl. 6. (5) 4fhwr) OHES)
(3) Fit~DBiTiE
(TVIl. 6. (6) #ZHbw| OHESM)
(4) BEBE~DOBITHE
MR L

14



(5) ZofhoiBB~DRBITHE
16.3.1 fHBBIT
7 v MZ[UCl-E V7 = = R 100mglkg & HEIRE 5 Uiz & & i X0 & B iR 4 7= 37l
PR RRRRIE. FPDEL, B, IR OVBERTH o Tm, KES Oligs < MRk T RER X, B 5% 5
~30 TR AR U2t e 4~7 BRI CIER L2 AS, B RIR O R i Ak I c e~ E <
K15 K TH 72,
(6) MFEEAKEAE
16.3.2 EAHAEE
B ANICE LT = = R BE 600mg & ZZfERFHEIRE OG- L7z & & RO AIVEIC THRIE L 72 Mg
EAMERIT, B5% 1RFHKLO 3 FFHEI%ICIB N T, 54~62%Th 72 19,
6.
(1) REBLEIRUCKBER
v MFI 78 Y —AIBWT, EICHHEESE CYP1A2 TE &, CYP2C9, 2C19, 2D6 &K U 2E1
HENLT == FUBEORBNCES L TWA Y 12 (in vitro), [10. ]
(2) RMICEIE5T 5B F% (CYPE) OHFiE. 5=
AFNT, EICHFHIEESE CYP1A2 TR a5, [16.4 ]
(3) PEEEMNROEERUVTOEE
Pl v/
(4) REVOFHEOERRUELL, FHELE
MM ERR L

7. BEitt

HEHERASHES 6 Bl 07 = = 1926 200mg, 400mg % X 600mg % 2R HIFRE 1147 LT & &
WTFNOREGEIZBW TS 48 FFfE] £ TOIRPHRIERIREIR 1% KM, E 7 == N5 TR
Bk (RGBT 0 90% T o7,

8. FSVARR—A—IZBHT S1EH
MR L

0. BHFI-LIREE
DR L

10. BEDERZETH8F
MR L

1. Z0Oith
MG RR L

15



VI. £t (EAELOZXESF) CEYHEE

1. &

RELEDHERA

F-
[=]
-9
1.5

ok

FHOFERAT, FREMBRHECARICHEEL TLAIEMDLETITS>CE
(i)

S >

AFNL, B R PEAHEE ORI R OMRIEICHER L TWAERDO S & T, AFIOME A EY) & Ebn
HEEIIH L TCOREESEITH Z &,

. ERRBRLENEH

2.EE (ROBEIZIFBELLGZIN &)
AHN DRI

(-

b U iEuE O BEEE O & 2 84
(i)

RFNOFRA 5 U CEEUE O BRI 5 258 . 510 L0 BEABEEN S Hbhs = & Hb
BOT, TAROENCR UBBRE OBEIED & % B | ~DRHFI OB 51T 2 BENR 5 5,
3

. THEER I RICEEET HFE L TDER
BRIE STV

RERUREICEEY 53X L ZOEA
(TV. 4. HEROHEICEET SR 22402 8,)

. BEEGEFNIE L ZOEH
BERLERMIE

8.1 WHBBIEN S L NDZ ENH DD, |EITHT- > T, FANTEFE I LN FO AT D0
THoIlHRET L2 L,

SRR O KR, BTEOF A B 4R,
PA+++) OfiHIZ X Y| %R

HEETIEORIROE WY 27 U —2 (SPF50+,
[15.2.2 &)

BRI HTDZ LR DR Y, HIRFEICKHTIHEREFHE LD L&,
B, FOEEOREDORENRD BNZEE

-
(-

WX, SO EMICEE T Z L,
8.2 [RG. WFEW, SHLOEINEZAZENHAD T, AABEG P OERITITIEHBHEOEREGR L
FED B DO BMEICER SR VWE I ICEETH Z &,

8.3 JiTHREEE, BIENH LD Z ENH LD T, AARREGTIXEMMICHRE 21TV, BEDIREE
AESCEET S L, [11.1.1 2]

4

8.4 MEFERIERIE, HIMERMEAD ., IFHERBAD RS LoD 2 ENH DD T, EMHICMEHRELZITS 2
L, [11.1.2 M)

BHEDERZAITLBBICEATIIE
) BHHE - MEEZEOHLEBE

BRE I TWHZRWN

(2) BcEERE

9.2 BEREEEETRA

R REIR E B AR & L ERRRBRITE M L Tuany,

16




(3

) FrReEEsE

93H%?E$%%
IS REMR S 2 B L S 2 BN H D,

(4) 4REREZRT HF

(5

(6

(7

(8

BEEIN TR
) bR

9.5 TR

TR SUTIENRE L CW D ATREME D 8 5 ZPEICIFR G- LW ENZEE Ly, T v MIBWT, fHiEY
B OIER M O ARDOIRT ., BIR~OBITHRED LN TWDE, Filo, vV FTld, WMESITIREN
BOLNTWE, B, WTFNOBEWRERICBW T HIEFEMEIIERD Dozt 8 14

(i an)

YRR (Z v M, 7R B THABIEERD Do, UTORRERGELNEZ &
MO IR TIEIR L CW D AEEMED & D NIZITR G LW Z EREELWEE I HND,
<T7v k>

HIRT v MZEALZ7 == K% 100, 300 XN 1000mg/keg/ H D HECHER KRG L-L X,
1000mg/kg/ B @ H & Tl gz I ] D JE K e OMENR RN EG] O RFEM 36T LTz 2 & AZPE D HpER
®ﬁT# WO b, o, HAERDET RO LN, £/, EAT7 == RUIBEz@Em L, ik
WABAITT 5 Z ENHERE R TNE TS 14,

<THF>

IR IV T7 == R & 30, 100 KON 300mg/kg/H O HECTHREROES L-E X,
100mg/kg/ H 0 & THEE, 300mg/kg/ H O & THRENDVEEITRD b3 14,

) =3

9.6 RELIB
RILLBRVWZENRLEE LY, 7y MTBWT, AT ~ORBAT R OWHE T LU 2 AR R o R E Y
THMHIAGED HAL TN D P 19,

(i)
AT ~OHRGIZET 57— 21320, R (7 > 8 1280 T, LT ~OBITROHE
LR L2 AR I DR EHINENHI N8 0 b e Z L b | ARG IR 28T 5 K O BEICH
e R R

) INRF

9.7 NR¥H
N A S & LT BRI 20 L TRy,

) EinE

9.8 BiNE
— I A RE MR T LTV B,

7. tHE{ER

10.48EEH
AFNL, FITAHCHIRESE CYP1A2 TRETE 5, [16.4 ]

17




(1

) GtRAREETOER
BE I TV

(2) HRAFE L ZDEK

(

—r

(2

10.2 BEREE (BERICEET S L)

K4 BEAEAR - HE & 1A FEF - fElRR 1

TNRFY I o~ LA VEBE|IAFIO AUC 234 4 (FH88N L7 & o | 2 b 03EAIT CYP1A2 %
N D, HES 5,

VA= A=E 55 AHID AUC 72347 1.8 789N L7- & DR

H R AHID AUC 2549 50%IZ384 L= & O |83 X CYP1A2 #3544 5,
ERnH 5,

. Bl{ER
11.El4EH

RORWERRH 6N 2 ENRHDHDOT, BEZTHITITV, BEPRO DN HEITITRE
Bz P id 572 EE R EE1T ) 2 &,

) EXGENER & OHER

1.1 EXGEMER
11.1.1 FrREREE (BEA9), B|IE (0.4%)
AST, ALT %0 E5-%0¢ 2 IFERERE S, EHEA/H bbb, HFARICEDZ L3h 5, [8.3 BH]
11.1.2 MEERIERGE. HMBRED . FHERBLY (Wb HERH)
(8.4 &)

) EOHDEIER

11.2 FOHDOEIEA

5%LL k= 1~5% AT 1% Al BEEE R B
B JERRMBUE (51.7%) . FZ | Z 95 FE, ALEE, W2,
i V- ik
H b BHAIR (23.0%) . B APE @R, mit, [DE0LA
(14.0%) . a5 (12.1%). T |6, Wit RE 2%,
N TRl bl A%, IR R,
Mg, nER
TE B # EUNES
R AR RE, HFEWV, SHox () (JH, JHE Mmoo, RN,
AR
Jr M y-GTP k5 (20.0%). AST|E' U LvEr E5
5. ALT E5-. Al-P E5-
LDH L5
1IR(3 FEREE AN, A B | i/ i ek
Hm
Z Dt TR IRERAD . JEEL, B
T A E TR
EFTH

18




10.

1.

12,

. BRRERBRICRITTEE

BE I LTV

BERE
BE STV

BALOIE

14EBRELEDERE
141 ERIZHBOIE

PTP @20 FKANL PTP v — M bWV L CIRAT 2 X 58352 L, PTP v — hOEAKIC
D VSN RIEREASEIA L, BRI E B D Lfﬁ%ﬂ%%@i%@éﬁf%%%fé
ZEWBH D,

ZDHDITE

(1) EREREEAICE D < 1B

BE I TV

(2) FEEREKHARICE IS HR

15.2 JEERPREAERICE D < 1H&R

15.2.1 & MNIBIT DIHBBEITIE O KEDOFRER A DAREIEIZ DWW TH SR IEFRIT RV T ¥ A =—
NI AL — il RS A O 7ot B R B RRBRIC I W T RIS X D Yt IR I SRR
PERFRO BN TEY, emtE CeRuliuE) NER S D MEFRE EOLBEHEEE A U 2Rk
Eﬁlaiﬁ%ﬁaifﬁb‘lm‘ 17)O

15.2.2 EVE v b ERAWZEEEFEERRICB T, KEXEEEZAFTH 2 0RO LN, B,
SPF50+, PA+++DH 2 A7 U — 2 THEMEORIE T TE 5 Z EMNHERELTNE Y, [81 &
]

15.2.3 v U A, 7 v FEHWZEEAARMERER (104 8) 280\ T, FHMiaEE (~ 7 X 800mg/kg/
HEL L, 7> b 750mg/kg/ HUL ) ROV EIEE (F > b 1500mg/kg/H) DOIEAEHMAZED 6
e, Wb > WEICHRNREFICL 2 b0 EEZOND, B, BaEtRBRoOK RixkE
‘l‘if“&’?)ole 6). 19) -2 1)O

15.24 7 v b, A XEHWZLIEZRBRICE W T, MEET (F vk 300mg/kg) . DA% (F
v b, A X EHIT100me/kg LA L) BNEiIER S, DEXTIE, EE7 ey 2 (7 v b 100mgkg LA

) ERMEDILE %%%Wm(7/h%mwmy\Qkﬁ%m@%@(%?lmmwgui)ﬂ
R bz, 7B, in vitro DIRER/AEFFLHFER CIX, OAIEEIEN > hERG Bk 5 8
TN ERRERR STV S 2,

(fi#sh)

15.2.1 F¥ A =— AN L2 Z —filifREEE M 2 O 7Ot R E R R ERBRIC ISV T, LREICE D
PSS REHREEA AT DI NGRS N, 70, BTy bERAWZEEEEERRICE
WCEEHFEERRD N TS, 2 b ORBRIZE T 2 AKOBRERIL, ek EmiiRice
WCYAAR R FREDIRD DI & O 16 1 g/mL YL E, B EEERBRICBWCHEMNERK
IR D R E O RIELZENRD 5l L & ® Cmax 28 11.9 u g/mL THH 7=, —J5., BEEEK
ANBMEIZ BT 5 KAEE 5 BT 1800mg/ H % 57D Cmax 1% 10 1 g/mL THholz, ZiLb DRk
BED | BEFE & TR OEFRBREUE 2 4 U 2 MY I K& 2Tffidn <. KBS X
0 NRBICFED RIEORNADREMENS D EEZ LT, LasL, [ERG O 2R
lidA N4> CFpli26 45 21 B, EEFET 0521 5 1 5) PRESH, Ykl #ioRi
&g o T EARF MR IR R RN < AR R E T 5 2 & | linsEERRT — 2 Off
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W, 7205, BRIICEEMNEOH 2 UVAKIFEED ZJEN AEINCR T 2B R B AHETH L Z &
D, FEHERZRTRMERR T 0 7T A0 e LTEMT S Z LIRS NN 2 LR ST,
BHEHTA RTA L OREICLY | NBEFERBRER DO M ~OI/MFOEEINEN AR & e o7 2
&L FIZ, 2008 4FE 12 H ORFLME, EWNIZB W T TEBAA L X5 STy (2017 4 3
HABER) Zemb, KBTI D RIFOFN A0 ReMEIZBI T 2 5od & HIbR - i L7z,

15.2.2 E/LE v &AW EEEERBRIZB VT, 40mg/kg/H LA EO B CHABERIZE®EN DS
HEEEDORIEMEN A LI, REXEEEZE T2 EDRBOLNATWNWDS, 22T, Ho02 U
v 227 ) —r (SPF20, PA+~SPF50+, PA+++) # ENEEICEBA L. KEEERBRICHB W T
B 2R ALBE AN FR D BTz 160me/kg HEIRE 1 % 5.4 Rk K2R /ME (UVA) K O R 4854 (UVB)
Z [ IRET U, RS EF MR 53 0 2 7 U — BAGIC & B TR R a2 st L7k 5. SPF50+.
PA+++DH 2 A7 ) — U OBAIZ LY . WIRAIZIZEA B ORLEEDS . 8 R P A I RIEME A
LRI S izt ®),

15.2.3 v U AR OT v N HW e 104 BIREER 512 X 2 B3 AJRMERBRIC IV T, FialEg (~ o &
800mg/kg/ HLA . 7> b 750mg/kg/ HEL b)) KOVFEMEE (7~ b 1500mg/kg/H) DFEABENN
DERD bz, FAEIEE L7 = / S B ¥ — VTR AT S REIIE R5 E Ik O T bic k5 b,
FESIMEROMR LT RECEIHCL O THY . WIS - #EICH RN I8 s
TEEEORDIAMFICEI DO THDL EZEZLNT WD, 2B, BIEEMERER TIIEMEOR RN
hEERTNHLY 2D

15.2.4 L& RRBRICB W T, LT OfERA™E S22,

<Tvh>
MEFRERZ » b TlE, 100mg/kg UL EOHETLBEIEME OEZE7 1 > 7 300mg/kg DM & Tl
FEME D LB PEIIANIGHE S ONMILEAR T 2358 BTz,

<A >
HEFRER A X TlX, 100mg/kg LA L H & TOMEEEIN, 100mg/kg DHET QT KU QTe fHlFFEDIE
. 300mg/kg D& T QT LU QTe MifEDHEMEM 270 Hivlz, Zd QT KT QTe FIFEIZ X3
DIERZREET D BT, B X2 O 700 R akER 28 N3 L7 k55, 100mg/kg LA Lo
METHIEET., DB NRED b2, Qe BfEEZ &t LER T A — X |[THEBITRD b
oo ls, 2B, In vitro DIEESEFAHER TIX. & b ether-a-go-go Bli#iE{s v (hERG) 3
BB\, 185.2 1 g/mL DEE TH hERG EFRMNHIRITMELS . £/F v MILIEGOIEENE
PRIV T RIRE COMISBI B ICBEE B2 KT ST, {EEEMERERIEGRD b
Mol
QTe kg : #E QT kg
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L
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X, BEMERICEYTSRE

1.

RER 5

B BT == R 200mgl HET

IS, AL S P S
M) R —EAIE 0L LD TS 2

A5y

| PRt g AV

B S

. AR

34

. AERETOIE

R IRAF

. BEVWEDEER

BEEN TV

. BERITEM

BEMERLTA RN A
<FvoLky : A

FOMOBZEmTEM A ((XI. 2. FOMOBEEE OESMH)

. BF—m45 - RBhE

[l —R&45y B L A/NE 200mg

. ERfEEEAR

R

. RERFTRBFEABRVRRBES. EMELRBFAD. REMEBFAB

ongs

RGO KGBAEA K&

FAMAEMEGRAEA B | koeBAsa4EA B

BT 2= R
200mg! H[E 1

20202 H 17 H

30200AMX00233000

2020 -6 H 19 H | 2020 4-6 H 19 H

9. MREXCHREN. RERVABREEENFOFEABRUZOART

FPAROSA

10. BEEHER. BAERARERHARUVZTONE

FAROSA

1. BEETHMN
Y L

12. BFEREIRICRET 18R
ARENL, HBERYBICET2HIRIZED S0 TW 70,

13. a1 —F
B2 B AT B e | R = — R L7 AL
Hr 584 HOT (9 #7 =
. IEE S = — R (YT =—F) (O &5 L 2T Lfa— R
LT == N5E
3999025F1030 3999025F1030 127882801 622788201

200mgl H[E T )

22




14. REHRTLOIE
AFNL, TR EOBREELTH S,
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XI.

AR

1)

. SIFAX#E

FEPNERE - et

FEPVERE B HIPERR
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e MR R MEE WL, RACIEE LT 2= Rud U CHIHHE1E200meg % 1 H 3
(1H600mg) BFZICHEAOHKE L, BFEORELEE LN 61EE
%200mg3 i L, 1[F1600mg (1H1800mg) F TH&ET 5,
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<DailyMed (USA), 2023 4 8 H 5 >

E4 TAY D

SHE4 Genentech, Inc.

k5844 ESBRIET- pirfenidone tablet, coated
A - Biks | 267 mg, 801 mg

INDICATIONS AND USAGE

ESBRIET is indicated for the treatment of idiopathic pulmonary fibrosis IPF).

DOSAGE AND ADMINISTRATION
2.1 Testing Prior to ESBRIET Administration
Conduct liver function tests prior to initiating treatment with ESBRIET.

2.2 Recommended Dosage
The recommended daily maintenance dosage of ESBRIET is 801 mg three times daily for a total of
2403 mg/day. Doses should be taken with food at the same time each day.

Upon initiation of treatment, titrate to the full dosage of 2403 mg/day over a 14-day period as
follows:

Table 1. Dosage Titration for ESBRIET in Patients with IPF

Treatment days Dosage
Days 1 through 7 267 mg three times daily (801 mg/day)
Days 8 through 14 534 mg three times daily (1602 mg/day)
Days 15 onward 801 mg three times daily (2403 mg/day)

Dosages above 2403 mg/day are not recommended for any patient. Patients should not take 2 doses
at the same time to make up for a missed dose. Patients should not take more than 3 doses per day.

2.3 Dosage Modifications due to Adverse Reactions

Patients who miss 14 or more days of ESBRIET should re-initiate treatment by undergoing the
initial 2-week titration regimen up to the full maintenance dosage. For treatment interruption of
less than 14 days, the dosage prior to the interruption can be resumed.

If patients experience significant adverse reactions (i.e., gastrointestinal, photosensitivity reaction
or rash, severe cutaneous adverse reactions (SCAR)), consider temporary dosage reductions or
interruptions of ESBRIET to allow for resolution of symptoms. If a SCAR is confirmed, permanently
discontinue ESBRIET

Dosage Modification due to Elevated Liver Enzymes

Dosage modifications or interruptions may also be necessary when liver enzyme and bilirubin
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elevations are exhibited. For liver enzyme elevations, modify the dosage as follows:

If a patient exhibits >3 but <5 X the upper limit of normal (ULN) ALT and/or AST without
symptoms or hyperbilirubinemia after starting ESBRIET therapy:

+ Discontinue confounding medications, exclude other causes, and monitor the patient closely.

* Repeat liver chemistry tests as clinically indicated.

* The full daily dosage may be maintained, if clinically appropriate, or reduced or interrupted (e.g.,
until liver chemistry tests are within normal limits) with subsequent re-titration to the full
dosage as tolerated.

If a patient exhibits >3 but <5 x ULN ALT and/or AST accompanied by symptoms or
hyperbilirubinemia:

+ Permanently discontinue ESBRIET.
+ Do not rechallenge patient with ESBRIET.

If a patient exhibits >5 x ULN ALT and/or AST:

+ Permanently discontinue ESBRIET.
+ Do not rechallenge patient with ESBRIET.

2.4 Dosage Modification due to Drug Interactions

Strong CYP1A2 Inhibitors (e.g., fluvoxamine, enoxacin)
Reduce ESBRIET to 267 mg three times a day (801 mg/day).

Moderate CYP1A2 Inhibitors (e.g., ciprofloxacin)

With use of ciprofloxacin at a dosage of 750 mg twice daily, reduce ESBRIET to 534 mg three times
a day (1602 mg/day).

2. BUCEBITLBEKRZERR
WEIRICEE T HBIMER (A—RX S VT HE)
AR T 2N LOTBEOHDER E A —A T VT ML TR D,
( TVl 6. FrEDHE Rz AT HBHEICHET LR OEHEMR)

Drug Name Category
A=A T VT DHIA pirfenidone B3
(2021 4 4 H k)

2% BROME
A —A +Z U7 D434 (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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