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EBBEE AR H LT,

3 EMEIBRER (5 24, Bt ACTH FEAES 1 41,

2) REMHB
MR L

(5) BE - HEHHR
AR L

(v. wecmysmn |
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(6)

AR A

1) FABBERE (—REAKERE. FEERAAERE. FAKLERAER). ®E

BREET—IXN—RAE. HERTERERABRONS

OFERBERE
1983 4 9 H 21 HOAGRMD 1989 4 9 A 20 HE To 6 M T, &F 179 Jitis%
227 JEF & IVE LT,
HhEOHEIX, THEERI. A7 0 A RELAICKHT IR0 KO T—H
WEE ] ICESWEREMN R EREHTICE 22RO LEEICONT [FHKE,
B, O E., AL, B k) O 5B TITo .
AN PEFE e B 1%, 227 BlD 5 BLEEARBEL O 44 i, HRTHICHES S

(7)

7o 6fl, hFRHENMMOEDE R DZEETHRE SN 5 2R 172 61& LT,
SR BEE
*F BLPRE FR o DL R/ %K
7w v JIEGERE 52/90 (57.8%)
ol s 10/80 (12.5%)
ZhHE - BRAFE 62/170 (36.5%)
BhEE - Zh LIS 0/2
95 45l 62/172 (36.0%)

IR PR TR BRAC A

MR e G ] 1%, IR HRE T oo B E B & G T AR RS IR SE ) 436 B & %)

Gl L., BIEMARELEIL 65.8% (287/436 ffl) Th -1,
(FIER OFERIIC > Wik TV, 8. BIER) 2% M].)

2) RBEFUHELTERFPEOAERXFIERLEFAE - ABOME

YL

Z Ot
M B L

(v. wecmysmn |
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VI. BEHEB(CEIT HIEE

1. ZFEZMICEHELHSILEYMXRITIEEMEH
BB, 7 v v JEBBROBRBICHWONDREOIERZH T 5 HEKAIRD N TV
AR

2. EBEEHR
(1) YEAEREL - EAHF
VER AL « B R E
TERHEF
1. ‘fﬂiﬂ’ﬂﬂfﬁﬁﬁ (FEMEA) (41 X)7
BAEOZILITEEICRRTH Y, L ITREOHRIKE, MR8 O ZENE BN
4’51 IBENTROD LN TWD,
2. 2704 FERBAEERSY
ZTU4F TWEDOIK TNEO LNL0, TOEMILERIMIZ, FLERESN TN
Vo flx DFEBRIC I DHEEMFHAIL, ROISEETH D,
s 2L AT u— LSBT OB - BB KON v v v TREES 6 6 Y,
4 X (in vitro) ¥
c AL KFEDOBRME  BIBEME Y v v VIEBRER 661Y. v (in vitro) '
- 21 NLKERAL 0 BePE - B e B A 3 B Y
< 11 ALK ER(L 0 BERE - BB B 34 1Y, v v (in vitro) '?
- 18 (KR L DEBE - & b o BB
3.XATO0A4 FRE~ADER WEAT—42)
aANFY—=LORFFYHDH>H, 6t ReF I (KElnsyEs,

(Vi sessenicpe 5 mp |
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S A UDHEEREL
I Viowane DHEE S

o
_____________________ .
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i estrone
desmolase J CHs CHa !
| I 1
C=0 C=0 Y 0 H
g OH
et
—
" " dehydroepiandro HO
i - .
pregrenolone 17-0H- pmgnenolune sterone(DHEA) zBlradluI
3f-dehydrogenase 1 CH CHJ |
e ——— = G e R
+3-ketoisomerase C=0
a--OH
— i
0 o ﬂs“ arbdrostenadlona testosterone
progesterons 17-OH-progesterone
HO ?HEU‘H l :'T‘HzDH l (I:HEDI'[
| e = =

HaC =0 C—ﬂ' “ C__?DH

o
18-0OH-deoxy- deoxy-corticosterone 11-deoxy-hydro-
corticosterone (DoC) cortisone (sub.S) * 0
HO '
1
o GHioH 1 CH:0H < S e
C=0 c=0 HaOH
HO HC (1: 0 o
C=0
— - Ho L o--OH 113-0H-44
androstenedione
O
aldosterone corticosterone
{comp.B) o
H 1“ hy%m-cun.is;:m
comp.F
OH CH:CH o CHOH
CHTL_ﬂ HO I‘IIL
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(2) EHEREM 5 RBAM
ML L

(3) {EMRIMBEAT - FEHEEERD
WML L

(Vi sessenicpe 5 mp |
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VI. EMENREICEET HIEHE

1. MRS
(1) A% LA MR
ML L

(2) BRRABR CHRE SN MPIRE

1) BE&kS
HEAT—%)
IMF U 10g ERAKET D EMPREIT4A~6 REHZICKE LY. TO®HKRLIZ
KT 2,
Tmax (hr) Cmax (pg/mL) AUCo-24n (pgrhr/mL)
4.7 3.2 29.43

5 Bl > -2 fiE

(pg/mL)

-

4 = n=5
v

I

rfr

i 1—

i

R o e s I
12 4 6 8 10 24  (hr)

SR PE T U
D9 UIEBEBROBEICS PV 10 1 ABRS5EOOTRE

(. sepmiEcmTomn |
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2) RIEE®E
(FRET—4)
AFlOMAEF R L RESEGEOZRIZITRO LB THhb 19,

o (b K=
(reg/ml)
60 - 2 - . .
- * . .
50 4 o e,
.. .. - " .
P .
l” i ]“ 9 .-.. . L] . .
~’ . L] .
i . &£ o S .t
::I‘l . . ‘{’ * . .
i1 30 4
s ' p . ‘t' -: *
;:.'\. . l. '. .
.1‘_ 0, * 0 - r T 1
S | . 0 1, 000 2, 000
": . . ..‘ ." . R .
IOHeE, *
o " " *
RO (n=140)
0] AL

T T T 1

5000 6,000 7,000 8,000 (g

0 1,000 2,000 3,000

1, 000
AR

AKEOMBPREELRZBERE=E
(ERILRIEHR S E 2,000g, MFREE 20ug/mL FTHIHLKRE)

NEAT—%)

Hf R ET 5 L MPRETIERIASZLZEZ L, HAZITIREVDN, BEEERAENIC
ERALDMm AR, UL, M A &R0 R M Ol o 52 B2 & BIE A oo [ AR
BIBILRIZER ® B v g 17,

(ug/mL)

EETE 7w

50 100 150 200 250 300 350 400 450 500 550 (g)
I hE RS R
BIBEARVIEEEICI M2 T 10/BEERKRSEOMPIRE

NHEAT—%)
B BB B E THNC X b X Ui 200g &5 LT & & OARAR G- 1k ol 4
PR O RRAR L NIE 18~159 A (HHRfE 53 H) Th o7 ',

%%%ﬁm%#a@a]
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(3)
ML L

(4) BE - HRAEOHE
WML L

2. EMEERIS A — 5
(1) BT 3
AR L

(2) BRI SE M
AR L

(3) HEEEEH
AR L

@) SUTFUR
AR L

(5) BB
AR L

(6) ZDit
AR L

3. BEE (KEalL—vav) @i
(1) BB F %
M B L

(2) K5 A—SEHER
R L

4. RIR
(HAEAT—%)
WAL - H B
W I o 35~40%

(. sepmiEcmTomn |
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5. o

(HNEAT—%) 7

RIBRmEBEICI M Y 10g/H 25425 & IEMEBNICR b SREICEETY . K
WTRITICZEE D,
FHEPIEZICHHMBENICEE L, BE5PIE 1A RICORT LD EORBY BB S 7z,

BIBEREOMBNI FE VIRE

e 2 RE i ek 55 Bl it T ik B #4195

(g) (nglg) (nglg) (ngl/g) (nglg) (nglg) (pg/mL)
1 700 2,680 145 763 39 187 19
2 320 1,270 49 0* 18 29 8
3 210 1,730 114 209 13 444 6
4 410 3,490 167 987 48 15 15
5 120 460 9 114 5 18 3
7 1,900 8,750 915 * * % 99 60
8 310 2,840 458 427 107 440 * %

*Infarcted

**Not available

(1) % — M B8 P ol a8 1

R L

(2) 1% —RREERS Y@ A 1%

% E R L

<BESAXIZHBEITEHHBB~DOBITHE
4 HR 25mg/kg/H® DDD ## 5 L7z 1 lEOA XMhbOHERE ST LIZEZ A,

3.7mg/kg ® DDD 23l &= Z &6, DDD IR ERAM Z @i T 5 Z & AH#EE S,

(3) Eit~DBITH

R L

(4) ER~NDHITHE

BATIZR O B,

HNEAT—%) 7
M3 BBV S IR AL R I S g

(. sepmiEcmTomn |
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(ng/g wet tissue weight)




(5) TOHDOMEEB~DBITHE
M EE e L
<BES>SAXIIETEA2RELSHOMEBRNSF
DDD % 2 [ X% 4 MR 25mg/kg/ B TR O &5 L 72RO &R N IR E 2 & L7,
B b 4B % i, BN, ROTEIBICKRECOMAT D Z M LE Y,

DDD # 2~4;AfEEEEOFES L4 XDHBFD DDD EF =

DDD B (mg/fLik kg)
11 2 1 [ 4 H H
A4 XDE D-4 D-5 D-1 D-2 D-3
JHF Mgk 0 0 1.6 0 24
R Mt 15 4.3 13 14 15
1L Jik 3.8 0 11 12 13
fibd 0 0 3.5 4.1 5.2
Hiti 0 0 1.9 3.9 R
i ik 0 0 8.9 29 12
R ik 0 1.7 0 12 4.7
| P 0 0 150 0 210
=30 76 270 880 360 300
e (H ) 7.6 5.2 R 20 28
& 90 7.2 28 128 18
LB — — — — —

(6) MiEEEHAE
AR L

(. sepmiEcmTomn |
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6. fXH
(1) HRBERAL B UMK B %
HNEAT—%) 2
IR ERARG LB, T VORI E R OKBRIL & % T 72 5 O
WK REDOEEPEH SN &b, EREKIZLLTO X 5 ITHEE S LT,

thcawé:hapwﬁiﬁw%%

Sl

H—C—Cl

YiFEKEe Frxindl Cl -HCI
A cl
@ 0o @—ﬁ@—c'

H—C—Cl (l:_C]
Cl H
g lz[u]
Fe Nk
Cl T
OO0
(HO)2 |
SUcw an
H—C_Cl A E B~ORE & [FEE H
(31 l-nm
Cl
A DB B~k & Rk
O c@m
cl T l|l
(HO)2
— cl cl n”

J4-Feloky

| . i
-~ HO [o]
CO:H :C4©>—Cl . ll-}zo." o]
C

4,5 Fadis

J-bBFoeF
e o
I‘ﬂé‘ﬁi l?@. &
Cl H
OO
(LDNHCH:COlH

(. sepmiEcmTomn |
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<BE>S>SY MRUIYXIZE TSR, EhoBEy 2"
HRE#HEHIZBWT, “C THEHFLZI hZ 2 100mg 2 3IEO T v MR &EE L, R
HEOEEF ORI ERE LT,
b F THERINTRBHDOMIZ, ROSOPHER I,

X NE OB VREAERLEDT ART X UBEEIR

1l (o-Z7mmr7xz=))1-(pZ/rR7xz=)L)-2-7rarxF L (o,p-DDMu)

« X RNE O —IKEBAL K O K EEAL W)
HHEREICBWT, 4L 7Y X2 1.18~2.13g/HDO I X % 11~18 AR O &% 5
L., RHER#®WEZ GLC, TLCIZL > THfL7-L 25, DDA ThHDHZ LNfER SN,

(2) RBMIZE5THHR (CVPH) OATFHE. FEE
B R L

(3) NEBBHROERRUTOHE
B R L

(4) REMOEEOERRUEMEL . 7 E
B YRR L

7. B
(HNEAT—%5) 7
BIERELOCAREBEICI P U E2RARET DL KERED 60~65% T & ¢ FEfH
PIZHEtt S e, £72. 1 HEREGEOK 10% B8 RPICREY & L THt s iz,

<BE>SY FRUARIZEITSHEM

1EEEICBNT, UC TV L7 FZ¥ 2 100mg % 3ED T v Moo EG5#%, 8 HH
D 9 BITHK 94.9% B HEM X T,

G IZBW T, 2 & (o,p-DDD) KO p,p'-DDD =D DEAY TH % DDD %
A XIZ 25mglkg/Hfem 4 BEZEOREG L, RAPLXOEFER P ELRE LIHELR, RF
(21X DDA & L CHEtE &, &5 1 BB Tk 0.63mg/kg. 2 B TiX 0.50mg/kg. 4 ¥
Tl 1.25mg/kg A PEIE X 7=,

DDD # 2~4BMEARAOBRS LA XDEFEFTDODDD DEFE

DDD )%
1 il 2 1 [ 4 JE R
A4 XD D-4 D-5 D-1 D-2 D-3
Fe {5 ik
(mg/kg/48h) 0.9 4.2 3.9 2.2 3.9

8. FSURK—4—ICET B
MR L

(. sepmiEcmTomn |
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(gt ]
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2 ==
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22 At /)57y, XURMAALEX =L FTIEU U EESEFTORE [10.1 &
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Za

21 IV 1. Z2ERBEZTDER] 251,
22 (V. 7. ME/ER, 22K,
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(V. 2. MEXIEINRICEETDIEE] 22RT5HZ &,

4. RERUVREICEHET IR EENERH

REI TV

5. EERGERMIRELTDERH
8. EELEAMEE
81 WEBENHET D E TIHRIEIZARTICHGT 22 &,
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e, —EHH Z & IATE M RO 24T 9 2 &, [13.1, 13.2 &[]
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ET I+t EESRED 2 L,
(fi i ]

8.2 [VI. 10. BEKRE] &M,
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6. RENERZHIHEEICHT HIE

(1)

(2)

(3)

(4)

BHE - BEEZFEOHLIEE

91 BHHE - BMERFEOHIEE

911 RFDEAIZH LBABEDCEETEOHSEH
REESLODESROEHBIENIHGAZRE, 5LV &,

912 MARDEKREZEL TSI EE

AKAOERIZE Y ARPHHET LB H D, (9.4 M

§58
912 V. 6. ¥FENEEXEITHEEICHT I FTEDEEREZETHIE] 251,

FFHEESES

9.3 MREEEESE
931 BIBREN COEBEZUNOFERENHLEE
R#EBT 5N TEMT 2BZN0 D5, [11.1.7 B8]
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. 8. BIFAMEXGEMEREMBER] 22,
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9.6 ZELIF
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(7) MR
9.7 INRF
INREE 25 S b U R BR ITEM L T, NRIZBWT, 5~6 % H&ICH
AR IR S FEBL L, IR A hRED ERZ KL Tzt oWmERd 5 2,
(i 7 ]
E W& AN BT 2 /0 R OIRHREERIL D 700,
KM SmPC O/NREFE OFLRICEED & | PR R IEET O R B & LW EhRE O 5 #H &
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(8) EEE
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BETL22EEFEETHZ L, —RICHEERE CITABBKENKTLTWS,

1. HEEHR
(1) BtREZRETDER
10.1 $EAZEZ (FRALGWIZ &)
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Avw /77 N ARHENOERANEEIND L | BFITHME TRV, I b

(TNZ27 b A) FNRD D, 2UDEPPEEIND &

[2.2 ZR] DI HENH D 2,

N R EHZ— )L MEREAPZEE T 28 | BFITHME TR VLR, X

(7 AF) AR PRI KL e 4 — L O fi R VR

[2.2 &[] %7@55)@‘6&0)@%%&%753‘
B,

FZEYy v RV romPRENMS | AFOKFF M7 v —2 P-

(7= kr) TL., IERAXETT25% | 450 (CYP3A4) # BEI/EM

[2.2 & ] nnbd s, kv, F7EeY rofRHE
NREESND EEZ DN
2o

(i)

AER/ SO LY

LT VRAT RV THL AR ) 77 hr eI R DRI, 2 b & DS
EILET D ENEATHRESHLTWD P =) ’%ﬁ*ﬁikLiW\é

KSEY Y

F1Z CYP3A4 TR#AZZITARIEY & CYPBAMAFEEHEZEHETHI RF L OO
Hix, FZe 0 romMPBEELZKFIE, (EHZEHIELBZAH L7720, OFH
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. 2. #ERARLEETDER] 22 M,
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(2) HRFE L ENDER

102 fHRAZEE (FRICEET S &)

S 5 B PR - F LT R s
EC VIV FROEMNIE S NS5 | AR ORD % =1L 5 O KA
XL ENBd D, ODEI (Arwm /) J77 b

¥) BHEFET L L OEER
HD,

NR=0Z S %

R P R B B IR D 205 Y

U\ 22 TREE RE A

VANV =0 g QR

MTDBENND D, F A RFRNLEES K

EEREHT S,
CYP3A4 TR Z = 28K | OFHER O M RENK T | KANIZHFF 7 v — A P-
RHEY T A L. fEABNEIT28Zn | 450 (CYP3A4) % #FE 4
TAuIr Nd D, H7=%, CYP3A4 T %

Z AT 2 KA o i o

Beb5 22 @ERD S,

(A A )

IJLL/ o, IHXxEL/ Y

IO DOFEFEARFEDHAEFERIZOWTIL, BUED L ZAREZTRVA, Ar )/
T M ERBRICTT VR AT B 3O 26 DOFH G ARA O HL) 2 BHEHE 5 rTRENE
WD s, PRHERTE LTEEREL T 5,

NN = B I
FU a2 3 ARR ERBICEIBREAT oA RALVECEAAKILEER 2G4 572
O, Ml exXLoFHICET2EEZBRL L, EEEZWMEL TW5,

CYP3AA THREMZZITHEHR : S AV L

ARRNNIZY T LOEYEREICE LIETEELRFT LIEER, KRR EH &g L
T, ARFBEGH CTIERBRBEEOE AN AA 21k L=% b7 72 CYP3A4 I&1ERS
ERBEDO LI, XY T AREFEOHAD CF¥ AUCo-12n [95%CI] : 7.6 [5.5~9.7] ug
Xh/L vs 139.0 [95.1~182.9] pngxh/L, P=0.001), I ¥V 7 L0R#WTHH 1-t
Rexy I Xy T AgEOEM (CF¥ AUCo12n [95%CI] : 409.6 [290.5~528.7] g
Xh/L vs 35.0 [26.4~43.6] pgxh/L, P=0.008) 2#&H 5 iz, BKKDFMNCE
AER L EE L, SPHEEE LTHEEBRE L TV,

[m.ﬁé@(ﬁ%ﬁw@ﬁ%)ﬁ@#é@a]
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8. ElEH

1. gl4¥EA
KORIERARS LN ERHLOT, BELE STV, BEXRBOLNTS
Al G 2P IET 2Rl R MEEITY 2L,

(1) EXGEIER & MEAGEK

1.1 EXGEIER

1111 BiEE (BEARY), Badm (BHEAH)

11.1.2 $TRFE (BHEEARE)

11.1.3 BEE (BHEAH), B8 (HEAH)

11.1.4 BIBEFRE (BHE R
AKEOFEGEICIVEIERENEZDZENDD, 2L I RGAIT. BITAT
2o FHREITH Z &,

11.1.5 (R (R

11.1.6 BEET (REEREST) (HELH)

11.1.7 FF#REES (WE AP, |BE (BHEARH)
AST. ALT. y-GTP, ALP ® ¥ L\ B4 1F 5 TR E ., FHHE1 D Db
L2EMBDDH, 19.3.1 K]

(g 7 )
1117 (V. 6. B ENDEEZE T HEFICEHITIFTEQHEERESTESE) 221,
(2) Z0 o EIEHR
11.2 Z0HDEI1ER
10% 2Lk 10% ATl B8 K BA
Hib %% RAAER, R, WH., |[E#H, OB bR, SR
T
B & TV BE. =58 L FbaE . &R
FRAX f AR R | B R . I AT ARG TE ., PR H

SEEE. Rk, KE.
R, S, APRREE .
MRREE, LU

A EARUA B R H NN, MM,
ACTH & &

JHF Jik AST kH. ALT ER5H.
ALP 5. y-GTP -5
R - % |arxaru—1 LR RIREEMAE, K7 U D
LHIE, (KA Y 7 A E
i 9% 9 if BR Jk 2 2, /NN, AR JE
H I
R ik FRIE, TR, mgEL =
M 5
5 B8t m i, BiE, QT iEER
Z D R RE ., BHEw. A | 2Bk, T, E
IM . B oIFER, B
1%
(A 5]

BIEHSEHMAE LT, EN—HERRBICESXETE L, KEKRRBRIAMC THE X
NEEIERICOWTITHEERRA L LT,
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SEEARTKR %
ARG E T OHRRER 46 lOBEN BRI TROL B9 Th 5.

BIERAREBERE -8

o B %t 2 151 3% 46
- " BIERRBEHEH
e (% : RBHH RBEHIN D)

BHEMEEA
EE 1/47  (2.1)
BRE (5E) 3/47  (6.4)
®2 8/47 (17.0)
ER:0R 1/47  (2.1)
AR 1/47  (2.1)
G1ERES 4/47  (8.5)
HEL 4/47  (8.5)
KREE 2/47  (4.3)
I R 8/47 (17.0)
& & 26/47 (55.3)
& it 7/47 (14.9)
T 7/47 (14.9)
BT IR 28/47 (59.6)
7 1/47  (2.1)
(mp=} 1/47  (2.1)
ZHRIE 1/47  (2.1)

BERBELEDEIER
AST (GOT) k& 7/45 (15.6)
ALT (GPT) £8& 7/45 (15.6)
LAP £ & 3/25 (12.0)
y-GTP £ & 6/27 (22.2)
ALP L 8§ 7/42  (16.7)
mFIALRTO—/LLER 19/39 (48.7)
BMmERE D (iE) 2/45  (4.4)

1 1N O W TIE, 28, 2 EBRICBWTHFEENTZDT, 250D
F—a L L THoT=,

*2 BREMEMERICOWTIE 47 #l, BERBE LOoRIERIZ >\ T
R A E BT b T 2 BBIBIBIC RS EHE LR H L7,

[m.ﬁé@(ﬁmﬁ@@ﬁ%>m@¢5@a]
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SEIEREERRE—&

ol R A A B 1 D AR R 436 BIORIEMEHRRIZITRDO LEBY TH D,

BIERRERKE—E

[m.ﬁé@(ﬁmﬁ@@ﬁ%>m@¢5@a]

SR xR EK 436 SREE o A5 5L 436

BERARTREH BIERAHRHEH
BEERDESE (% : FBEHH ElERDESE (% : IG5
SAEERIE) SAEESIE)

KIE - KBt ESRES 36 (8.26) HIEBEREE 112 (25.69)
#LRZAE 2 (0.46) BiE%S 1 (0.23)
EFE 2 (0.46) B I 1 (0.23)
N OFS 1 (0.23) ES 25 (5.73)
EEER 2 (0.46) Bl 11 (2.52)
BRE (E) 4 (0.92) Mg it 22 (5.05)
i3 18  (4.13) THi 14 (3.21)
423 3 (0.69) IKERE 1 (0.23)
x5 1 (0.23) BE 2 (0.46)
BRILE 3 (0.69) ORNEER 1 (0.23)
REBRILE 2 (0.46) BEMAFIR 61 (13.99)
AT A 1 (0.23) BRARIR 9 (2.06)
- BRREE 3 (0.69) oRES 3 (0.69)
E3ERES 3 (0.69) B 12 1 (0.23)
PR - RIEHBREE 23  (5.28) B AR 1 (0.23)
e 1 (0.23) B BB B =% 1 (0.23)
SHEREE 6 (1.38) LEEEE 1 (0.23)
$EF| 1 (0.23) RE BB ko AR 1 (0.23)
R 3 (0.69) REERAS 1R 3% 1 (0.23)
GED=3 5 (1.15) i B s i % 1 (0.23)
BEE (%) 3 (0.69) MmiE 1 (0.23)
LUR () 1 (0.23) BEAER 5 (1.15)
SRHVAE 1 (0.23) FFiE - REREE 130 (29.82)
HEW 4 (0.92) FFHERER = 8 (1.83)
ADDE (B 1 (0.23) FFigae =1L 2 (0.46)
PARMREE 1 (0.23) FHEERERRE 1 (0.23)
RE - piEEE 1 (0.23) FHaeEE 31 (7.11)
HiE 1 (0.23) FiEE 18  (4.13)
ZDMOBHBRERE 4 (0,92 AST (GOT) Lt 34 (7.80)
Tk 3 (0.69) ALT (GPT) L& 31 (7.11)
HREEL 1 (0.23) AEMERE 2 (0.46)
%mgﬁ% 31 (7.11) .|I|1/§ F%VXTEj'_tJZFEF 4 (0.92)
IR 1 (0.92) LAP L5 14 (3.21)
BEER 16 (3.67) Y-GTP L& 45 (10.32)
BE= () 1 (0.23) K& - REEE 80 (18.35)
MR 1 (0.23) ALP E& 22 (5.05)
HRB® () 1 (0.23) LDH £5 1 (2.52)
R 1 (0.23) 0% 1 (0.23)
g 1 (0.23) &3 L AT A—)LIfE 20 (4.59)
Fi= 1 (0.23) mMEFILATA—ILER 31 (7.11)
=48 1 (0.23) =g MIE 5 (1.15)
5 T 4 3 (0.69) bl Pl 1 (0.23)
FHHEEE 1 (0.23) 1Bh Y L 1 (0.23)
mEHYDLET 1 (0.23)
{65 i %% 4 (0.92)
EF b LM 3 (0.69)
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ERE xR I ER 436

BIfEARERGH

ElERDESE (% : FIEMH
SAEERIE)

A7 EE 24 (5.50)
mE T3 ERS 2 (0.46)
mE T4 ERS 2 (0.46)
ZHERIE 7 (1.61)
BETE 12 (2.75)
BIEHEEET 1 (0.23)
ACTH L& 3 (0.69)
i MEREE (—H%) 4 (0.92)
QT EE 3 (0.69)
=mE 1 (0.23)
Dag - D) XLEE 1 (0.23)
EUfES 1 (0.23)
FRMBKES 5 (1.15)
=yl 4 (0.92)
FRInERE A 1 (0.23)
BIMmEk - MRRES 12 (2.75)
BEMIEREY (E) 1 (0.23)
WFERERIEZ  (JE) 1 (0.23)
BmEKELD GE) 10 (2.29)
/MR - sk mpEE 4 (0.92)
/MR AN 1 (0.23)
ARJE i 3 (0.69)
IR RIEE 3 (0.69)
mPL=—VFELER 1 (0.23)
BEEE 1 (0.23)
Z R 1 (0.23)
ZHETE () BE 2 (0.46)
FE (F8) HMm 1 (0.23)
R 1 (0.23)
—RHLEEE 20 (4.59)
EEmEiEIE 1 (0.23)
&I 1 (0.23)
fEE 1 (0.23)
FEh 2 (0.46)
IR F R 1 (0.23)
£H5BR () 9 (2.06)
FE 3 (0.69)
EDIETY 1 (0.23)
DIFE () 1 (0.23)
R ZE 1 (0.23)
TEREE 2 (0.46)
B (%) 2 (0.46)
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OEEERADREERRIHEE
fE RS A CUNEE L7z 227 ERBNIC B T 2 BB ZORMER BRBEMEEIZIFTED LB

Th b,
% 47 %t R 4E 15 81 227
BIERREBEFLE (%) 163 (71.81%)
E2ET fiE 151 31 Bl 1F AR R R AE 5 3K (%)
] 5 80 55 . 68.75
& 147 108 L 73.47
Fih 0~10 &% 8 4 .50
11~20 &% 13 8 6154
21~30 1% 18 13 b 72.22
31~40 &% 42 30 L 71.43
41~50 &% 41 30 L7817
51~60 5% 56 43 L 76.79
61~70 % 31 21 L 67.74
71 8~ 18 14 L7778
1% FA 22 B Vv U TERRE 104 78 L T5
BB = 119 83 L 69.75
TH - Z0H 4 2 : 50
1E&R5E 0.0~1.0g 11 4 I 36.36
(&RK) |1.1~2.0g 50 37 b4
2.1~3.0g 56 32 I 57.14
3.1~40g 7 7 I 100
4.1~50g 27 22 I 81.48
5.1~10.0g 64 50 1 78.13
10.1g~ 12 11 L 91.67
1R%R5E 0.0~1.0g 15 8 | 53.33
(FE1g) | 1.1~2.0g 73 51 I 69.86
2.1~30g 48 32 I 66.67
3.1~40g 34 29 | 85.29
41~50g 20 16 P80
5.1~10.0g 35 26 L 74.29
10.1g~ 1 1 100
B - RECH 1 0 | 0
w58 0.5~50g 218 15 ; 6.88
() |50.1~100g 191 13 ; 6.81
100.1~200g 167 17 | 10.18
200.1~300g 135 23 | 17.04
300.1~400g 103 14 | 13.59
400.1~500g 88 11 | 12.5
500.1~1000g 72 31 | 43.06
1000.1g~ 33 31 L 93.94
TEH - REHE 9 8 ; 88.89
fEREME 1~7H 217 3 ; 1.38
($#) |8~14A8 207 3 ; 1.45
15~30 H 199 11 5 5.53
31~90 H 180 38 5 21.11
91~180 B 122 40 b32.79
181~360 H 71 28 I 39.44
361 B~ 33 31 I 93.94
TH - REH 10 9 L 90
it FAZE A A 194 143 i 73.71
i 21 12 i 57.14
TH - REH 12 8 5 66.67
& HHE A 119 86 i 72.27
i 106 75 i 70.75
TE - RECHE 2 2 1100
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9.

10.

11.

12.

RERRERBRICRETZE

RE ST

BERE

13. BEERSE
13.1 EIR
FRXARRIER D oD 2 D 5, FrIZIME IR E D 20pug/mL %8 2 72 %
BT MRIER N Z LS RBOONTZEDOMENH D O (HEAT—F), [8.2
Z W]
13.2 &
AFNIHE R B REN E0b, FIEZS —EHMMBIEZITI 2L, v,
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v, [8.2 &)

(i)
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I R B R ONH R B ic S Wik, VI EMEBRERICEAT 2EBE ) 25,
JREEEIZ W T T, 1. YEBEEHHEE 6) DEFREH 25,

KA OREMEYTBREETT VOMEIZE N T, SHEBMNKE W & R3S T
SNnTW5b,

BEEHELE LT (V. 5. EEGEARMIELZOER) 22H,

BRAEDOIEE
REIN TV

ZOHMDIE

(1) BRERERICE D CIER

BE STV

(2) FEERRABRICED CHER
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7THBATW, 7T BRIZIFTE M 21T CRMEBEMEEREZRF Lz, 7y b, EALEY R ED
ICERICELIER O b, MEE S IRA R CTH S bglkg 5 THRLHIT RN - 722,

S h2 20D LDs fE

) Fl 5 R B P ] LDso
7 v b (Wistar ;&) &N SN >b5glkg
E/NE v b (Hartley &) Y| g, ? >b5glkg
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1 2y rRUAXBO2 ARRERSSHRAR

7w MZI F& 2 75, 150, 300mg/kg % 28 HICh=En&5 L= 2 A, Al-P
EHOMATE DEALITRD o T,

A4 X2 b H 210, 50, 100 G&H 2D 75 (A H) mg/kg % 1 BEMEMES 3 Uiz 28
HREIICOT>TRAOEG LcEZ A, 10mgkg TIHEF IR0 ->7228, 50mg/kg O
1PER 23 HEHEH#%IZ. Thmg/kg $¢ 5D 4 JLH 14~17 HRE#H 5%12. 100mg/kg
WA 512 1 PEASETE L=, 50mg/kg TITEE ORI ZEHi . 7omg/kg TILEER
B EME . IFIROIBITARD D=y, Z ORI B T8> 72,

28 H R 5% 28 H IR S W74 X CIEAFIRAAME X EIE L7223, AP @ L7 & |
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(. sFskatEIc T 5 |

33



2) 4 X#036~150 HEIREKXRSHHRAER
A4 X 10 JEiZ 2 M ¥ > 50mg/kg % 36~150 HMRAOHEGE L7=L 24, 5 ILOIREIC
BB RAE LN, fHRITIEY TH-o7z,

FRRIEOZEIZOWTIH, BE—27 /LRI 50mg/kg % 26 @ HEFEEG LB %
TolofEd, 26 WM GH], FECH L RTHE BRI OWT T TH MR IC 5
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MR L

(6) J&F I B 5L 88
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1) SHICET28ME. HE. RRE
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EY Y UhF UVETITIETORZERD D, B NI, A XE EDEZ D7
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XI. SZ&%

1. FEHETORTKR
AFIZBT HNEXITER, HELOCHEZLUTO LB THY ., SETOAEIRD &
TR D, ENOKBARORME TARZMEN T2 2 &,

AR T 2R TR FR, HEL O E

NRE ST %h B OBIERE
OFMBIEELDIEWNWI YO VT EIEE
AELE O H & WEEANLIE 1D T EAL~2 7L 1 H3EBRAKENSBHIBL.

AR EE TEHE L, Uk, fER, mh - JRPRXT oA FRE, &l
RIS L @ EIERET 5,

FE2R5EI BT 5 AGRRI

Hi i85/ [ 4 KIE (2021 4 6 H USPLIZH&-5<)

=4 HRA Pharma Rare Diseases

W 5e 44 LYSODREN

A - & & 500mg tablets

KR H 1970 7 H 8 H

FEeHEH H A

BIEESEESSES LYSODREN is indicated for the treatment of patients with
inoperable, functional or nonfunctional, adrenal cortical
carcinoma.

FE KR OV & The recommended initial dose of LYSODREN is 2 g to 6 g orally,

in three or four divided doses per day. Increase doses
incrementally to achieve a blood concentration of 14 to 20 mg/L,

or as tolerated.

Hit 3/ [ 4 BN (2021 4F 4 H SmPC (25 <)

e HRA Pharma Rare Diseases

i nea Lysodren 500mg tablets

B - &= 500mg tablets

AKREHH M

¥t A H M

HIEESEESSES Symptomatic treatment of advanced (unresectable, metastatic

or relapsed) adrenal cortical carcinoma (ACC).

The effect of Lysodren on non functional adrenal cortical

carcinoma is not established.

EXs
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2.

HiEKR OCH&E Treatment in adults should be started with 2 - 3 g mitotane per
day and increased progressively (e.g. at two-week intervals)
until mitotane plasma levels reach the therapeutic window 14 —
20 mg/L.

If it is urgent to control Cushing’s symptoms in highly
symptomatic patients, higher starting doses between 4 - 6 g per
day could be necessary and daily dose increased more rapidly

(e.g. every week). A starting dose higher than 6 g/day is

generally not recommended.

BYCE T SBRRIIERR
(1) EHICEHT BN IE®

AIICB T2 EOEEORZFIZLL T LBV TH Y . KE USPI & BN SmPC &
T8 725,

94 AIEREEF T HFE
BEHR T 2 ATREME D & D eI IE . REIE G- KO 5-8& T %+ 47 70 1 ] 1) 70 38
HETLHELOFETLHZ L, [9.1.2 5]

9.5 WEim
R TR L CW A AREE D B 5 L tEicixis B Lo g attnfamit 4 LR s &
HIrEN DG A ICOBREET D L, A ABEERBITERL TRy,

9.6 =3l4m

B EOFRMEXRONIAREDO AWML EZR L, &I OM TP 2 BT 5

Z &,

s FLE A

Kk E USPI 5 WARNINGS AND PRECAUTIONS
LYSODREN 5.4 Embryo—Fetal Toxicity
HRA Pharma Rare LYSODREN can cause fetal harm when administered to
Diseases a pregnant woman. Abnormal pregnancy outcomes, such
(2021 4 6 H) as preterm births and early pregnancy loss, can occur in

patients exposed to mitotane during pregnancy. Advise
pregnant women of the potential risk to a fetus. Advise
females of reproductive potential to use effective
contraception during treatment with LYSODREN and
after discontinuation of treatment for as long as
mitotane plasma levels are detectable /see Use in
Specific Populations (8.1, 8.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

LYSODREN can cause fetal harm. Limited

postmarketing cases report preterm births and early

EXs
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AL AN A

pregnancy loss in women treated with LYSODREN
during pregnancy. Animal reproduction studies have not
been conducted with mitotane. Advise pregnant women
of the potential risk to a fetus. The background risk of
major birth defects and miscarriage for the indicated
population is unknown. In the U.S. general population,
the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4%

and 15-20%, respectively.

8.2 Lactation

Risk Summary

Mitotane is excreted in human milk; however, the effect
of LYSODREN on the breastfed infant, or effect on milk
production is unknown. Because of the potential for
serious adverse reactions in the breastfed infant, advise
nursing women that breastfeeding is not recommended
during treatment with LYSODREN and after
discontinuation of treatment for as long as mitotane

plasma levels are detectable.

8.3 Females and Males of Reproductive Potential
Contraception

Females

LYSODREN can cause fetal harm when administered to
a pregnant woman /see Use in Specific Populations
(8.1)]. Advise female patients of reproductive potential to
use effective contraception during treatment with
LYSODREN and after discontinuation of therapy for as
long as mitotane plasma levels are detectable /see
Clinical Pharmacology (12.3)].

KM SmPC
Lysodren 500mg
tablets

HRA Pharma Rare

Diseases

(2021 45 4 H)

4. CLINICAL PARTICULARS

4.4 Special warnings and precautions for use

Women of childbearing potential- Women of childbearing
potential must use effective contraception during

treatment with mitotane (see section 4.6).

4.6 Fertility, pregnancy and lactation

Pregnancy

Data on a limited number of exposed pregnancies
indicate abnormalities on the adrenals of the foetus after
exposure to mitotane. Animal reproduction studies have

not been conducted with mitotane. Animal studies with

EXs
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similar substances have shown reproductive toxicity (see
section 5.3). Lysodren should be given to pregnant
women only if clearly needed and if the clinical benefit

clearly outweighs any potential risk to the foetus.

Women of childbearing potential must use an effective
contraception during treatment and after
discontinuation of treatment as long as mitotane plasma
levels are detectable. The prolonged elimination of
mitotane from the body after discontinuation of Lysodren

should be considered.

Breast-feeding

Due to the lipophilic nature of mitotane, it is likely to be
excreted in breast milk. Breast-feeding is
contraindicated while taking mitotane (see section 4.3)
and after treatment discontinuation as long as mitotane

plasma levels are detectable.

(2) MRIZEHY 2B ER

AR TLEH EOEBEORLHEIZILLTO LB TH Y, KE USPI X OEM SmPC &

TR D,

9.7 /MR

INREE L RS e UT-EIRRBRITER L T, /NRICBWT, 5~6 3 H%loH
MRARRER AR B L, BT RED LRA2RL TV ELEOWMERDH D 2,

Lysodren 500mg
tablets
HRA Pharma Rare

Diseases

(2021 4 4 )

oo EAE AaES
k[ USPI 8 USE IN SPECIFIC POPULATIONS
LYSODREN 8.4 Pediatric Use
HRA Pharma Rare Safety and effectiveness in pediatric patients have not
Diseases been established.
(2021 4 6 1)
M SmPC 4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Special populations

Paediatric population

The experience in children is limited.

The paediatric posology of mitotane has not been well
characterised but appears equivalent to that of adults
after correction for body surface.

Treatment should be initiated at 1.5 to 3.5 g/m2/day in
children and adolescents with the objective of reaching 4

EXs
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A AL AN A

g/m2/day. Mitotane plasma levels should be monitored as
for adults, with particular attention when plasma levels
reach 10 mg/L as a quick increase in plasma levels may
be observed. Dose may be reduced after 2 or 3 months
according to the mitotane plasma levels or in case of

serious toxicity.

4.4 Special warnings and precautions for use
Paediatric population’ In children and adolescents,
neuro-psychological retardation can be observed during
mitotane treatment. In such cases, thyroid function

should be investigated in order to identify a possible

thyroid impairment linked to mitotane treatment.

k[E USPI (202146 H)
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/016885s0291bl.pdf
(2021 11 A7 7 & R)

BRI SmPC (2021 4 4 H)
https://www.ema.europa.eu/en/documents/product-information/lysodren-epar-product-
information_en.pdf
(2021 % 11 A7 7 & R)
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