20234F12H I (1A

Bl 1 iR R AT

AR - 34

7Ov 4 —+EHEEH
L Oy —Iuge

LiOYJ=)bs22.5mg rov K.

BFRREmAIMEES
874291, 872529

ARES  |22900AMX00689000
BR5EREIE 2018431

Letrozole Tablets 2.5mg [SANDOZ]

VIR SN UyTE 475
(EE - EEEOMTZICL VT2 8)

2. B2 (ROBHITFHBELEWVI L)

(GhREHE)

2.4 MR SUTTIR L T A ek 5 &t [9.4, 9.5517]
2.2 3 [9.651R]

2.3 RHEIO AR LBHEOBERE O H 5 B
(EFERBNEREC & (T AN ERH. SEMMINEERS
126 2HENEER. FERATBARITICE T 2HER)
2.4 FEE o mgsEREREORE DERPELT L 8%

N 5.1 [9.1.1, 11.1.58H]

3. AR - MR
3.1 fHRL
Hi7E 44 L bay—)V$E2.5mg [ K]
BRI 1L bo v — )Lk LT2.5mg
LM, by EDaYF LSy, kru— A, ks A
i B, FrTv ) a—ViEF )AL ATT) VR

ITATTA, BTORAT—A, vz aIT— ), ¥
7. Wby v =k

3.2 EHAEN DMK

R7E% L bay—VEE2 5mg [~ K]
[E2) WREBDTANLT—T 1 ¥ ThE
=
El‘?%%; K LTZ Sz
K&s () EE6.2mm JEE :3.2mm E&E :0.10g
4. HEENXIIHE
O #3E

OHJEMBIERE C 3 | 2 FAEBIERH
O% R IAMINSEERMICH (T HHIFHRE
OFERETEAREICE T 2 BEIREES

5. MEEREHRICEET EE

(EIEREBIERC & (T ZEAESD SRR, S ATIEID SRR (C
BT HHIMFER. FEETATIEICH T 2BEI0FESR)

5.1 AHNOEG-OME L, BHERU/S— M —ofEz 512
ol ECHITT 2 2 & BEEMINEAN &0 5N L6
ROIFHRANRE 7 Mk 35T SRR\ AN ) 7 7 i 0 5 R
DRI EAE L G A 3AR 245 L vl & £/, H
RIRBEREIER T BB T, 709 7 F VIE R O

ROLIHUR FRIEE S 05380 b E . UREOREL
BRI DL,
6. RERUVAE

(FARRRILE)

FHEL. AL ba Yy — vk LTLHLE2. 5meg % 1% 5
T 5,
(EFEEBRNERE IS (T 2 AN ERR. LRI INEEREEIC
BT 2HMER. EERHATRITICSE T 2HIFER)

HE. Lhoy—) k& L CIH1M2.5mg% HREBEEISH H»
S5HBIREORS T 5. T REIMELNL VAL K
JARI O 1A 5 % SmglZHE TE %,

7. BERUVHEICEET 5EE
(FREMMRERBICH T ZHMFER. FERTHENITICHT
B HIRFES)

7.1 Kl AR K LT o TH TRk o n
WA, BHEOFEREFLEE L. BREAHZ NN

S A0 RS O TIE % < EREBIE N & & D Mo i) 2
TREZETDHZ Lo

8. EELEXKER

(ZhEEH@)

8.1 JE97. wF v, FIUMRNS KL LDH DD T, KA
BHHROBEFIE, AEHOEEREGER % 0 ) B2 e
HEUCIXERSEL T &,

(FARZEILE)

8.2 RAIDFEIZ L o T, HHBRIE. BRI VR TR
DT, BHESOFRELENNIBIRT LI E0EFE L,

8.3 RANINGWMIRFHITH ) . DA T AIEYREICO N
T Rl & B FEOERT O b & T, RHNT X BIHHEH
B L HIR SN BFICOVWTOABHT S L,

8.4 AHNI7 U~y —¥xHET S I LIZL ) HERR T T
T2HDTHY ., IHFERINEERERLE T 5RO RS
TE7u~ s —EEHETLIHREIALT T THL EFHESN
52 b, I HETIE O BE TR S L x
ZELC, BRIAEOREIT LER L 2w &,

(ETEMBIEEICH (T 2 AR, SEAMIPEAEREEIC
BT 2HFER. EETHEATEICS T 2HMER)

8.5 AHNL. AUGHEIC T ik L BBEOH L EMO L & T
5528 REGICEIDFREND ) A7 RONERET
NEEIRIZOWT, SO LDEFIHMEIT) 2 &,

8.6 AHK & H /ARG LD . IIEBRUHEEFERER D &
DNDLZENHLDT, REDOSHMOEGHETHLEDD
% b L MR, UToE=41) v 7 2%
L. RSB O O JR B ST B N7 Al Y) 72
MEEITH) 2 &, [8.7, 9.1.1, 11.1.5&]
BEOBREEIR (VIESE, TRESEEK, Bl S
- B AR E RN

B A X B IR R

8.7 BHEIIHLTIX, o2 LOUTOEZHMTLZ &,

[8.6. 9.1.1, 11.1.5&]
- R EREED D SO NDL LN H LD T, HEE
ROCFIERRRE. TIEMEE, Bl NS Salnrng
FHMATED H A AIITE B ICERISE ISR T 5 2 &,
- ZENIVEINHIE BRI BT A HEINEE S M O R R RN 12
B LHINEIS AR A & 72856 IIELE RS o R
&L CHIRITHREDO T M S 5 2 &)

9. BENEREFIHREICHT AR

A BHHE - REEFOH 58F

9.1.1 FARUREOEFEZEDO—MFICMSERERREY X7
PEVWERDONZEE
REE ATAREER AT ) Bt AFROBG- O THIZOWT
13 ARFIDMARZERIEDFHB ) A7 2 NS5 L2 HEL
THI§ 52 &0 2B, EIRAKIZ L > THMARIERIED ) A
ZIEEL A LI ET AL, [2.4. 8.6, 8.7, 11.1.58H]

9.2 BRREREERE

9.2.1 EENEEEERE
HEOBRERT 2R E L BREBIIFER L Ty,

9.3 frReRRERE

9.3.1 EEQHREREERE
HEEOFHREE A 2R E LRSI L T
Vi, [16.6. 18]

©



9.4 4JEREEH T 5

(ETEMBIEEICH (T 2 AR, LM IPEAEREEIC
B 2HER. ERAERITICE T 2HNFER)
IFENH OG22 8T 5720, LTOMISEITI &,
[2.1. 9.5%&]

- RN G- BRGSO G ANC IR L T nw S &
T k.

- SN VEIN AR 2 30 B HEINEE IS I VIR A AN 2
B HEIFEICB TR, BEIC, AFERGHIL R
D1 F K OE BRI R o SRR & T RieE S 2, BE
JOFMmABERT L L,

9.5 1113
TR AR L T B AT REME D & 2 LeMEIc i35 L 2w 2
Lo HWETMZ BT, SEISYEE U CHERET K ORI A %
BeH sN7-BECHRERTLREHELL L OREDD
Bo BWEER (7 ) IBWTIE, JREFRC R RSN
(F— ZIREEE I OHEAIEA) 36 N E 0Bl ST
Who Frz, BWER (v ) THRENORBITAED S
TWwWhe [2.1. 9.428]

9.6 3L
BAPOLUENIHE L W b ROEETRET LHE
IRAE R S D 2L, BWER (T v ) THIBATS
BOENTN D, Tz, BIER (T v 8 TRIMIIARH]
RIS LA, o AR oA EE O T A3 e
ENTWD, [2.22H]

9.8 =&

— IR TIEAEERESMME T L TR Y. BIEA S 5b

A Sar BIVAYS

10. tHE/EH

RHNL, FFAHTEEECYP3A4 N 'CYP2A6 THREI SN B DT,
REER DO EZ T T A L O 28 1R L
THE5$5 2 &, CYP3A4K O'CYP2AGTEM: % B3 2 354,
VIZCYP3A4 K INCYP2A6IC & o T S 12 38541 & o ik
X0 AHORBATE S M A GEEE DS F 573 5 BEEA
Hbo Frz. CYP3A4% FHES DA L OB HIC X D AH
DA A S I EEAME T 3 2 RS 50—
AFENL, CYP2A6DMEMERAZAHT 52 &hn, REERTHR
WENLMOIEF O M EE S LH7 S LR D 5o
10.2 HRER BFRISEERT 22 &)

Vo AbTaFy
-V, FYayy
— VAR 4

ESiEE BRAEIR - $58 ik BT - fEhET
CYP2A6% MET 5 [AF O Mg 25 | A ML SEodERI
FEF TLUHEELD B, CYP2A6IE % IET %

A b FHL oL LX) REoRHE
PAES %o
CYP3A4% [ET % [ o i i B 2S B5| 7 v — v bt 25 0 ) 45
A THHEELD B DHEHICYPIA4IH %
T = VR HESTZIE LD, K
H (rbarv— HlORHEAET L,

CYP3A4%FHET 5
FH
yEXFT TV
DIPEASEE

ARF O AL BE YR
T HEMELD B
KE LI EFTT2OD
Xl EE 2SN U I N
#I D AUCHHI40%IE T
L7z OEDH BV,
7720, MEERHICRE
W3 2 %558 055 f O
BIEH O 32,

N6 OFEHILCYP3A4
RHFETLIELICED,
RAENORH 2T 2o

1. 8ER

KOBWERN S LMD ENHDDT, BlEx 151247
W SREDERD B3R G R Ik B Sl 2 AL

EEIT) 2 Lo
1.1 EXLEMEA

11.1.1 MEGE. B]HRE (W3S HHEARR)
PG, MARZE, BUIRIMASIE., MMARPERRIRZE. CHiRZEDS
HoHbNDLIEDNH D,

11.1.2 DFRL, FOE (31 HEARR)
11.1.3 FABEREE. BE (W9 HERH)
AST. ALTO# L\ EHEZ k) IHERERE, #E5H 5
bNDLIEND D,
11.1.4 hHMRFEIESE (Toxic Epidermal Necrolysis :
TEN). SRAIHE (9771 b SR
11.1.5 BNEEFIRIBGERSE (BERH)
A% W7 ALERIC L ) . SR, TR, TIER
SRHBG, PEARL WOZK. IR R B £ ) DR S o ) S i B
HobNdI ey, TNEMZ, JIEERE, .
FEM & A O MR SEAE ., KR, BAREEN B OLNL Z &
b Do AHNEG-H I I HEBFR DT b N2
WZIE, EAEREICIR U CHY) 2 LB AT 2 L. EEOINEHE
FRIBOERERE TR O A1 TId . AR S & Cll) 2 i
#1192 &8s [2.4, 8.6, 8.7, 9.1.151]
1.2 ZOOEIER
5%

5% A i BEEAW]
FMERE A ) >0 S| /RN, IR 55 1
BB A I AR B R
Hbhn, HEREGRA
M L 2\ AR, RN

KBNS -

AN AMGE, TIVT

T H— L Y- raT) A,
AR OV N ML A7 8 — )V,
[ E M7 284, IREH
IMSE, I 27 & — Vg,
AROUE, RE R
e i _ _ 5}@@'[&\ ’\)")ﬂ‘ﬁ‘ Z<
MR T
HI TS v R EREDEE, @ik, LY
TR R i U, ElfEES s, G
BREE, RERE
RpEE — — IR, R,
FROkE  _ |HmW _
i
LR — BiE LillR
MERE 13T e I R AL

_ _ WREEG . TP PR e

RSN

L, MEr. LA | EIEERE . R, R
H.OBiE. N% B, BEEBNE. TR
y=GTP#/n. LDHEE I ) b e > #n

= =N
=
b —

ASTHEfI,

[ C|ALTHIN. |0

- ALPE I
7 R _ | BOEIE. B BT, RITERE R

- . WE. BTE W FRE

R | BERR |, PAERREIE. W EOE. BT EHRE
& RN EPS
HRORE _ |R&EBABTE BEIR. JREFIEe. BUNE
Fd i
AEREARCY LB, BRHm. | ez
FLERE R/l

W, AR, FHEUE, BT BERG R
B M. LIBCRIE, (R ERE
o gk

14. BREDZE

14.1 BEHIZSEOXE
PTPAEEDHEXIZPTPY — F 5B ML TIRHT A &9
883528, PTPY— bORRAKICE b . BECELA RS
HilEATIA L, B3Il B2 LTt AS0EREE 246
PHEZ T A2 WD 5.

16. EHBHHEE

16.1 IMiEE

16.1.1 BEKRE
BRI RO (126) 121 b1 — L2 Smg# Zeff i |2 M (AR
L5 L7z e & MEEREEIE LT O L ) IcH#B LY,

Tmax Cmax AUCo-inf tiz
(h) (ng/mL) (ng - h/mL) (h)
1.5+0.6 43.2+16.1 2,066+1,147 68.6+36.7
S = AR
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& 40
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0
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e 5-1% 0 (h)

16.1.2 R1IE#H%RE

PR R R ZcE (1060) 120 L hu = )L2 Smgx 1 H 1M, A8
P L7 8 EOMETRSE LR X, S RIBAEZ 512 L7205
THEACEA L, 54 TIRIZ—2MI2Tow7z, RS-
Xt % 4B S DO AUCeutt (RFELRED) 137.2TH o729,
F7o. MBS B 12V be Y —L2. 5mgx1H]
I BAEREOFG L7 & EombEid b7 7iEiL, #5408 H D&
IF—EETHB L, EFIRETHL LEZLNLY,

250

MAEREEY IR EE (ng/mL)

P 512050 ()
PR (10B0) 12 L N 1Y — V2. 5mg % 43 [ SRR L%
G L7z & oMmBErhsig e ofers  CFIgE + =)

400

300

200 r
18

IM#EHEEIREE (ng/mL)

25
2 . 94 20 21
100 |
0 L L L L L L L
0 4 8 12 16 20 24 28
G-t ER ()

MR HIAEES GUA) 12V PV — )2 Smex FEHES L7k
S0l b7 7IREOHER CPgM + BHRERZE, PRI
FIR)
16.2 TRYR

MRS (128)) 12V b1y — L2 Smgk HiEEE OG- L
o & EDOMINA FTNA T ) T 4 —13H100%TH - 720
EADTF—%),
16.3 9%

E MIBITEL Ma Yy — Lol E AR GEIZR60%TH Y (n
vitro) . EFESEAITIVT IV THAHY,
16.4 X35

L b Oy — VISR I AREE D OV e — )UK S e
#®iz, ZvrarBiasahl LTEICERE» SRS NS,

v MFIZz Oy — 2% f\vizn vitroifBRICBWT, L hoy—)u
T HEEFECYP3A4, CYP2AGIZ X » THREFENSD Z L AVR
BETW5b, $72, ACYPHTFRICHT 2L Fay— LoHE
BH A AT LA 9. CYP2A6 /& OFCYP2C19I 4 A Kifl i3 % 11
Z10.12umol/L K U8 . 5umol/LTad - 7279,
16.5 it

PRE TR ERE LM (661) 12 [MC] L b e Y —)v2.5mga H L
PG L& &, %5 143360 0 £ Tl G088 2% R,

3. 8% HHICHRI S N7z F 72 IR 6 IS N TEED 5
5. FI6B DKLU, F9T5%DSH VY ) — VKD L-0-7 v 7 a v
Blaaikch o722 GHEADT—%),

16.6 HENEREHT HBE

16.6.1 FFikpeEE
R OB O R ReRE = (PRt (761) . Child-Pugh
SHETTL— FARKUB) 12V b oV — L2 5mg%k HIAKE#% 5 L
7oL EDOAUCIE., RS (46)) LI L T Ind AE N
FALNL ol —F . BEOHERERES (F 861) 7L —
FC) TOAUCIK. fEHEE (861) (2t L TR2fETH - 721010
FHEADT—%4), [9.3.12]

16.6.2 CYP2A6EIEZEY
PRSI RE L by — )12 5me#x 1 H 1Al BER %S Lz &
&, FEWAHEERECYP2A6D RIAD 2\ IXTHMHIR T 25| S5 2 33
a1 (CYP2A6%4. CYP2A6'7. CYP2A6*9. CYP2A6%10) T+
OMAEOEEET HE (SMEF) . TERBRTCThHLHCYPLA6*
1A HWIICYPZAG IB% H¥ A8 (EMEE) & 12, 1MdEd ~ 5
7B G A4~ 8E TREFIREBIGE L 72 00, FHimEEsh
b 7 HEEEIFEMBELZ LI L CSMEBECRI2RE 00 - 7212,

17. ERPREGHE

17.1 BHHRURLSMICET 25

(AR IR

17.1.1 ERE I HHER
P a har v HIC X B EREOD 5 HREGEILE GEFT - 5%
BESLIBI 2RI, AHI2. 5mex 1 H BRI S- L7ze [T - 1
FAMRE B B HEA RO EIE ] ICHEOSXRRHEE L
ToAE S ZERI329.0% (9/3161) T, ZHBIIZ240 M DL EAZE
HIHRAE L 72 B % I 2 7= 41354.8% (17/3161) T - 720 (2004
ETH FCoER B HIMohE 2408, RE  1120H)
BIVEMZE B X, 67.7% (21/3161) THh o720 ERFEMTIL.
1E3CH25.8% (8/3161), Ik L A5 10— )Li22.6% (7/31
Bl). ALT¥IN16.1% (5/3161). BI&ER. ¥, ASTH#IN%
12.9% (4/3181) TH-o72Y,

17.1.2 ER%EE IHERBR (E22REH)

P A haZ U HNCH LTI & 7% o 72 R IR GETT - 58)
BESTH 2 RS, AH2. 5mgk L HIRRE IS L7ze [HEAT - 1
FAMRF B B IEES RO EIRE ] ISR ERRHEE L
Tk, ZaERI321.1% (12/5761) Td -7z (20054E4H FTD
FEF B o YLE - 1680, & © 364H)
HIVEF S BUIRE 1L, 57.9% (33/5761) TdH o720 FREIEHIZ.
3TN 15.8% (9/5761), Ik oL 250 — uHEhi0.5% (6/57
Bl) THor,

17.1.3 BAENHERAR (FEXP 7 12 EOREHER : F1KERE)

PR O AT VESLRE 00761 & oh i, A#IEE (1H1[I2.5mgfk
5y XixreF v 72 o8 (LH1A20mgft ) (MRS 128 ) 1)
V. CEE R BGAR A M L 7. EEEHIEH T B HFIR
AL A FTOMM (Time to progression : TTP) o HiJfl
AAKBETIAn A, ¥ EXFT 72 VBET6.00 A TH o720 TTP
DN — FI1£0.72 (95%EHEXH  0.62~0.83. p<0.0001) T
HO. RKFBEEYEF D 7 2 UL L CORIRSEALT S X
7 % RIB0%IT SR 720 Tz, BIRAYEHE H Td 2 BRI 4K
HIBET32% (145/453%1) . % EF ¥ 7 = Y EET21% (95/45411)
THholeo BRIEOF v X, #EFT 72 VB LTL.78
1 (95%ZHEIX ) 1.32~2.40. p=0.0002) THH L by —)
HEAHEICEN TV, BB, BLKRIGEIE S 7 { ko 72T
JUAF—=N=%T L L6 ABIETRRERF LA, 249
AE COEFERTIIARRBILY EXF S 7 2 VBTG IS,
-7z (p=0.0010~0.0246) Y,
ARG BEOFEMFEHAE X, 40.9% (186/45561) Tdh - 72
FARAERIZ, 12TH16.7% (76/45561) . MH46.6% (30/455
B) . BEAES.5% (25/45561) . JE572.6% (12/45561) . fHfh2.4%
(11/455f%1) . W&m:2. 2% (10/45561) . HEAF2.2% (10/45561) . %
2.0% (9/45561) Td -7z,



17.1.4 BHELTHERR (FEXP7 12 EDOHBHER 17

wEBEE (WHEERE)
RVE V2B RBYEO AR B RIS LEC B T Bl 4
HighEEomyaERE L LT, AAB (LHLE2. 5mefe’)
Wix s EF Y7 o 8 (TH1E20mefe ) (ZHEA 2%
DA, HEE AR E LR 2 F R L 7 (B o
wgufi ;25,8 . fROKAE 774 H) o EEEFIIEE T
%A% (Disease Free Survival : DFS) 2B L T
ARHNHEELA, 0036 351 E D FHIE L 72Dk LT, ¥ EF
T 7 YHETIE4,007HI 428 B DS FESS L. AKX Y £
FTT UL L THEDY A7 A IHIZ19%K
TEE OV — FI0.81. 95% S HEX M © 0.70~0.93. p
=0.003). 54EEE I TODFSIZAHKIFETS4.0%, ¥ EF ¥
T T8l A% TH o7 (M #2.6%) . 72, FLHE
DEELFHRNTTh 2K v/ SHEREEGIZB W
T, AHFEZFEF Y 72 VBB LTHEDY 22
AR IGIZ29% MK T S & (VB — FI0.71. 95% {5 HEIX
i :0.59~0.85, p<0.001). SEMILTOY ¥ HHilEk
Ptk Bl B 2 DFSIZARABETT7.9%, ¥ EXF > T2 v
HCT1.4%TH -7z (Hixt76.5%) . BRRIFHMIEHR CTH
BEEAERIZB TN ISR EEEER0 5N
Hirolzb OO (= FH0.86. 95%EFXM  0.70
~1.06. p=0.15), HMREBOIED Y R 7 & HAHIIZ
27%IETF &872 (O — FH0.73. 95%EHEX : 0.60~
0.88, p=0.001) 9,

17.1.5 BHELHEFR (77 REDLEKRAER @ HEH
L (BRAEE))
BRI Y BF S 7 = V2 & AT % 5
V72 RS EFLE RS, 1708 & ik S ARKIEE (1H LI
2. 5mg#%) Xid 7T L REEICEESIZEH Y M), =F
B P AR A S L7 (SR oo W gl 30
H. #iPA ; 1.5~61.4% H)o FEHIIEE T3 5DFSIZH
LCy AHIHEIE2, 58361026 255 L 72Dk LT 7
5L AREETIE2, 587 IS5 BIATEIE L. AFIEIL 7T R
T L CTHED) A7 ZAHMIIIZA2% T &4 (O
— NH0.58, 95%EHEX M 1 0.45~0.76. p<0.001). 44
B T ODFSIEAFIEETI4.4%. 77 L REET89.8% TH
o7z (Hixt#4.6%) . F 7. BRKWEHMIEHE Td 2 2HEAF
RKIZOWTIE, RFFEL2, 5836 H51BIA T L 72 D12 xf
LT, 77 RMETIE2,587FIH626I255C1C L. MHEEHIC
MEMFEIA EA TR 5N (O — F110.82, 95%51H
X[ 1 0.57~1.19, p=0.3), 44EE S TOSEARRIZAS]
HETI5.4%. 7T LAREETI5.0%TH -7 (Hixt7£0.4%) o
Lo L7ads s, B > 7 SERERB R MEBIZ 35 v CARHIEE
37T REEE L TILEDY A7 %A IIZ39%ET
7 (O — FH0.61. 95%EHEXH © 0.38~0.98, p
=0.04), HIZ, WEIBIEAD ) X7 % A EIIZ40%1EK
T8 (O — FI0.60. 95%fSHEX AT : 0.43~0.84. p
=0.002), 44ERFECOMERBEBEFE L, KA T
96.6%. 77 LAREETI3. 7% TH -7z (HExF752.9%) 617,

18. FhEIE
18.1 {EAHFE
Lhav—pid7vuxy —EoiEtkrmamicilE T %
N i G BN A M= B A NI Y e S G N = B a2 o3 o 2]
L, BoOMmEIHT 5. BRI oETE, A
b ur s EREOM S, FSH (UMfligA v E>) 4
WASFE S, JIHEAICBWTT ¥ Far v 23E8 T 5,
FSHE U7 v Fa7r v OfEHIZ L 0 JIEAH & Uik
FEEMEMES LY,
18.2 7O~V #—tEHEER
18.2.1 L hav—)Lid, e MEEI 70V —AEG 050
BLz7u~y —YoOFEEE, BANICHE L (Kifi=
2.1nM) (n vitro)o F7:. T v MIBIF L7 Fo
ATy IVF VEROTERRE, HETEY S —EERNL

THASNDZA MOTF VKET 525, L hay—)uik
0.3ug/kg/H UL EORETZ OFE R Z I L72Y,

18.2.2 PAMEfAMEST - W2 FEEZEICL ba Yy — L1H1E
2.5mgk ARG Lz &, Tovy -Vt ER TR
il (99.1%) F CTHES Y,

18.3 M#FhT X b O4 > imENFIER
PR EAT - TSR E L oY — ) V1H1M2. 5mg
FHAROHG T A LICE D, MEhT A NT U F —
IVIEFE ¥ GiE GRATF393.55pg/mL) (2xf L. #6454
WA CERTEM (1.21pg/mL) M E T, MmiEh T
A b v gk b G EE (RMFIY13. 16pg/mL) (2t
L. #5488 CEs TR (9.90pg/mL) F T
L. #5 8PNy 2o Riddg L 24,

18.4 HIEBHE
5 FONMU (N-= b V-N-XF )7 L 7) iH5EILR
% s ODMBA (7. 12-Y AF AR YT k)
FIEFURIEE I L, L b oy —)uid0.01mg/kg/ H ML
OGRS (1H20E, 42HH) 12X b, %563
e 6. 54T O2AME%E T RIS 5
L7 72, 0.003mg/kg/ H UL EofOHS-C, #Hi7:
T BT & PO L 72 (GG TIE) 2V,

18.5 Z DAtk

18.5.1 NA RS —IIRYIN (n vitro) & M\ 7-ilBRICE
WC, L OV = VIZLHFRRIC L A Z A TV — Vi
A %0 0LuMEL EORETHIHIL 7245, 7arA7ua viE
HIZOWTIBHE R EH 2R S e o 722, F720 v b
BB R (n vitro) I2BWTL ha v —)Lid, ACTHH
MK BTNV AT Y ROT)NF AT v EEI
L CHERIEM A RS o 722,

18.5.2 L bV —)L1.0mg/kgD 14 H BRI GIZL Y,
T v boTERERIZIVEMB T v b okiEF TR
L7z%, F7:0 L havy—) ik, ACTHRIF L -1t »
FOIMBEINF I AT 0 RERTT IV AT T ViR
Wt LA RIS I dr o 729,

19. B2 ICBIT 2I(LFEFR
— A
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