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Bl (12.0%) TH o7z,
BHYBEMCED T++, +. —1 © 3 BEOHETIZ., TEDOLEBY 47 fi
3161 (K 66%) THHAMENED b,

" ARt
;%;:\\\\\\\\\\‘ DI ++ + — R
7 VDA 16 8 5 0 3
Y| G IR 5 1 1 0 3
e v =
e | BIERE 16 2 4 3 7
7 | zomEY 3 2 1 0 0
Z DAt O Bl 6" 2 5 0 0
&t 46 15 16 3 13
E1) 1HIZONTIE, 2. 2ERICBWTHIEENT-DT, 22907 =%+ LTH -7,
@2)Eﬁ%@¢m_omfi47ﬁ %ﬁ@ﬁk@@@%_owfiﬁﬁrﬁﬁ WCHEo X
%ﬁ%ﬁ%%ﬁbt

Ik 3) REENVERIE R (BE) 2 61, RFriE ACTH pEANES 1 41,

2) REMEHR
M BRI L

(5) ,%%‘ 97 8 Bl 54 BR
% E R L

[V.%ﬁﬁ%%é@ﬁ]
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(6) ;AEMER
1) FABBERE (—REAKERE. FEEARERE. FARBELERAER). HE
BREET—IRN—XRAE. HERTERBERABROANS
OFERAERE
1983 42 9 A 21 HOAGEN D 1989 4 9 A 20 HE T 6 EM <, 4[H 179 itk
227 SER &= INEE L 7=,
B EIX, THh %%%JTXTD4FF$ IRT DR KO T—ixH
WHE ] ICHE DOV TR AEN R EREHEICL 22BN EEICOWT [FHSE,
B, Rl E., ~E, EMJ@5&BTHOKO
ﬁm PEREAMG cF G251, 227 Bl 5 HHIEAREE L VAR 44 #, B THHICEE S
6 i, hARHENMDO G DL FBip D HAETHSE SN b HIZERS 172 fil & LTz,

LRMNNEE
P 3/ o DL /%K
7w v T EGERE 52/90 (57.8%)
ol e 10/80 (12.5%)
Zhae - ZhREF 62/170 (36.5%)
Zhie - B RS 0/2
TR 151 62/172 (36.0%)

FIRSEPENT R BRACAR AR

M T G %, B — B o EEIEN & & T AR RS INESEF] 436 B & %t
Gl L. BIEHRELZEIL 65.8% (287/436 i) Th o1,
(BIER OZEMIc Wik (VI 8. ElER) 2#5W.)

2) RBEFHBELTEEFEOPHNEBXITIERELEZFAE - KBOME
M LN

() Z0H
ML L

[V.%ﬁh%ﬁé@ﬁ]
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VI. EEEICEYT SIAEE

1. EEZMICEEHSILEMXITILEYEH
BIEW, 7y JTHEBHOBRICHWONARKOIERZ AT 2 EATRD 5T
QAN

2. XBEHR
(1) ¥ERASML - ERERF
TERERAL - BB ReE
TERT
1. HMRRSEER (REMER) (41 X)7
BIB AR O Z TR BRI TH Y, & ITREOFRKE. MR8 O FEHEOEEN
A XNZEBWVWTHEDLNL TS,
22704 FERBEEERY™
AT A RpWEDOIKRTRRD NN, TOEMKEERMIZ, ELEREIN TN
WV, FlEx OEBRIC K DHEERESAMIZ., KOKIGEETH 5,
c I L AT — VI SHEIE OB BRI E OV v v TIRBRE A 6 Y
4 X (in vitro) ¥
- SNLWLKFE DB  BIBEE O v ZiREES 661Y, vy (in vitro) 'V
- 21 AL KERAL D BERE ¢ B B 3 Y
< 11 NEKERAL 0 BEFE - BB B 34 1Y, v (in vitro) '¥
- 18 Wi KEE L D BEBE © B b O B Y
3.R270A4 FRE~DER (BAEAT—4%2)
ANFY—=LORBIOSIH, 6B-E R X fKkZBNIE5,

(Vi s pr s me |
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S MR UDOHETEEREAL
QRN Micowane DHEEE R

O
_____________________ .
1
cholesterol ) HO
! estrone
desmolase 1 CHs CHa !
| i !
C=0 c=0 Y 0 H
: on
et
—_—
" " dehydroepiandro HO
i - .
pregnenolone 17-0OH- pmgnenolune sterone(DHEA) zBlradluI
3fi-dehydrogenase CHy CHJ |
e —— = G L R
+3-keloisomerase C=0
a--OH
= 9533 g:?j
0 o 4t androstenedione testosterone
progesterons 17-0H-progesterone
HO ?HEU‘H l (I.'I-lzl')H J (l:i'izﬂ'l{
| = - =

HaC =0 C—ﬂ' “ C__?DH

(4]
18-OH-deoxy- deoxy-corticosterone Il -deoxy-hydro-
corticosterone (DOoC) cortisone (sub.S) Y 0
HO .
1
o CH:OH 1 CH2OH Resesay ~&Es |
C- C=0 H20H
HO HC‘ (1: 0 O
C=0
— HO L o--OH 11-OH-44
androstenedione
O
aldosterone corlicosterons
(comp.B) o
H 1“ hyilm-cun.is]?m
comp.F
o l:im:ﬂ (:H’C'H
CHTL_ﬂ HO I‘IIL
(hemiacetal) 18-0H-

corlicosterone

SHE B - 3 7 T ]
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(2) EHEREM T D HBRAM
AR L

(3) fERRTEER] - FHIEREAD
R L

(Vi s pr s me |
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VI. E¥EREICEET 5I1EH

1. MR EO S
(1) AREEY T MR RE
B L

(2) BERABRCTHEASNI-OPRE

1) BEE&kE
NHNEBAT—%)
I hFU10gEARAKRET D EMPIREITA~6REHBICREERD ., ZO®RKAIC
KF+ 2,
Tmax (hr) Cmax (pg/mL) AUCo-24n (pg-hr/mL)
4.7 3.2 29.43

5 151 O -2 fE

(ng/mL)

B

i 2 n=5
o

iiIA

i

i3 1—

B

0

T 1T T T 1 |
12 4 6 8 10 24 (hr)

I b & B G RRRBR

DOV TEGBODBEICIS P2 U 102 1 AREEOMPRE

(. semmeicprsma |
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2) RIE®RE
(hERET—4)
AFIOMAETERE L BERGEOBBRIZITHO LB THDH 19,
(3 KE)

(reg/ml)

60 - 20 - . .

.
%* *ee g
-

rd)
-
-

o0 4+

-
.
..y

10 4

s
)

-l‘w.ﬁ
‘c

[, 000 2,000

“seae 4
-
-
-
'.
.
.
-
.

(n=140)

T T T

0,000 6,000 7,000

0 1,000 2,000 3,000

1,000 8,000 (g)

VS e ST

AFEOMBPHEEELZBEREE
(BERILBIE®/R S E 2,000g, MIFFREE 20ug/mL EFTHDILKRE)

NHEAT—%)

H R G5 L MPRETIERAZZEZ L, FAZITRETWR, KEBEFHIZ
ERFLIME AR, LU, M &R R & O i & BIE R o I
BIRIMRIZARD B ave v 17,

n=13

(ug/mL)

BEREEE T/

50 100 150 200 250 300 350 400 450 500 550 (g)
I MRS
BIEERUVUIEEEICIS P2 UFEY 10/ EERBSEONPRE

NBEAT—42)
BB RERBEE THICI ¥ URE200g 25 LTz & & O AK 5 d 1k #% o {4 h
TR DR LWL 18~159 H (FHRfE 53 H) Thotm ¥,

%%@%m%f%%a]
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(3) hEHE
B E e L

(4) BE - HAEOHE
MR L

2. EMEEBHINAS A — 5
(1) BB i
R L

(2) TR
B B L

(3) HEREEEY
B B L

@) 775V
R L

(5) A MAER
R ER L

(6) Z D4
B B L

3. BEM (KEaL—>3>) @
(1) BBHT 73k
ML L

(2) 155 A — 2 EHEE
ML L

4. IR
(HAEAT—%)
WL ERAL - H RS
W 0 = 35~40%

(. semmeicprsma |
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5. o
(HNEAT—%5) 7
RIBmEEICI P2 U FY10g/H 2% 535 &, BIMBAICKRbEREICEED ., K
WTRIBIZEZEE D,
G P IERICHMMANIIRE L, EPIE 1 DARICHRT LD BEOREM A H ST,

BIBEREOMBNI N VIRE

o P =g i 5 Bl ik JF Mk e 44 1.3
(g) (uglg) (nglg) (nglg) (nglg) (nglg) (ug/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 * ok

*Infarcted **Not available (ug/g wet tissue weight)

(1) Mm%k — KBS @B
YGRS L

(2) Mik—RBEAMEAM%
EUER R L
<BESAXIZETH2HRE~ADHBITHE"Y
4 M 25mg/kg/H > DDD %##% 5 L7 1 lEDOA XML DOHERESHTLIZEZ A,
3.7mg/kg ® DDD "t &= L5, DDD B Z@iEad 5 2 & " H#EE S h i,

(3) Rt~ DBITHE
KR L

(4) BEBER~DHITH
BATIER D ey,
NBEAT—%5) 7
AT BEHR I TR LRI S 3, B DTS HFEE LT,

(. semmeicprsma |
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(5) T~ DBITH
M ER R L
<BES>SAXIIEITHRELESHOMHEBRNS A
DDD % 2 M XX 4 B[ 25mg/kg/ B TR O &L L7-FEORIFNIEE 2 € L7z,
b 4 BM% T, BN, RO TRIBICKECOMAT S Z EVHB L Y,

DDD # 2~4 BMEEEAERS L4 XDEBHFODDDEE=E

DDD B (mg/#lfk keg)
1 [H 2 HH 4 ¥
A XDOFEF D-4 D-5 D-1 D-2 D-3
JHF ik 0 0 1.6 0 24
R M 15 4.3 13 14 15
i ik 3.8 0 11 12 13
Jibd 0 0 3.5 4.1 5.2
i 0 0 1.9 3.9 R
i ik 0 0 8.9 29 12
1o ik 0 1.7 0 12 4.7
| 0 0 150 0 210
lil=gil 76 270 880 360 300
i () 7.6 5.2 K 20 28
& 90 7.2 28 128 18
L= — — — — —

(6) MIEBEMEE
B B L

(. semmeicprsma |
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6. RH
(1) BB R OB 8
(%@A?—@)m

S M UEROKREG LR, 7RO L H EFERO KB A2 T 7= 5 FE O

ﬁ%&0%®ﬁﬁ¢ﬂ@ﬁéﬂk:kﬂ%\ﬁ%ﬁ%muT®i5K%ﬁéﬂko
ERIZETEI FEUODOHERBBE

Cl

H
Qr+Ore

7

H—(|3—Cl
ke Fadx ik Cl _HCI

A Cl
@ (O s
I

Wﬂ—ﬂ c—ad
(31 H
. lZ[H]
SeRodi il
Cl T
OO
(HO)2 |
Lo iy
w—c——m A G B0k E [FEE H
Cl l-HCl
Cl
AdnB B~OEE L R
OO0
=z I
(HO)2
- cl a n’ w

| A i
- HO Cj fo]
CO2H :C O a . ll—]zo.-' o
C

34-FeFaf
4,5.-UrFadgi

J-BFoeF
nen ;E:::i: co:i B
?ﬂ;ﬁi l?@. &
a
OO
(LDNHCHZCO’lH

(. semmeicprsma |
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<BES>SYMRUYDHYFIZBITIR., Eh Dty 2"
HE#EGICBWT, 4C THEFLZI FX 2 100mg 2 3L T v MG L, R
e OV OB & B LT,
b N TR INTEREDOMIZ, ROLOPER T,
I MFORY VG EREDRT ART X CBIAIR
cl-(oc-Z7umn7xz=)L)-1-(p-7aua7=z=))-2-7nuaxF L (o,p-DDMu)
< X ME U O—IKEBRLY KO KLY
HERGICBWT, 4B 7Y X2 1.18~2.13g/HD I X % 11~18 AR 0% 5
L. RPR#®Z GLC, TLC ICX->THiiL72& 2 A, DDA Th D Z LRI NI,

(2) REIEETZEE (CYP%) OHTH. H5E
ML L

(3) YEBBHEOERRVZOHE
ML L

(4) REMOFHOBRRGFML, FELE
ML L

7. Bt
HBEAT—%) 7
RIEEEOABEEZFICI N v 2RABET 2L, HEED 60~65%IFRIN S T HEE
FIzHEt Sz, 7o, 1 HESEORN 10% 28R PISREY & LTt ST,

<BE>S>ZY MRUAXIZHEITHHEH Y

1E#FSICBWT, “C TV L7 ¥ 100mg &2 3ED T v MIREOEE#%, 8 HIH
D D BITHK 94.9% B HEME X T,

Hig &G IcBWT, 2 ¥ (o,p-DDD) L p,p'-DDD =D dRAM TH S DDD %
A X 25mglkg/H i 4 BE&EAHKREG L, RPLOFEERYMELZIE LCHER, RT
(21X DDA & L CHEE S, #5 1 B Tk 0.63mg/kg. 2 M TiX 0.50mg/kg. 4 #H[H
Tl 1.25mg/kg M HEIE X 7z,

DDD # 2~4 A EBAZKAES LA XDEEFODDDD DEHE

DDD &)=
191 2 ¥R 4
43@%% D-4 D-5 D-1 D-2 D-3
3 {5 P it
(mg/kg/48h) 0.9 4.2 3.9 2.2 3.9

8. FTIVRKR—A2—IZEAT H1E#HR
UG R L

(. semmeicprsma |
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9. BINFICKDBER
M E R L

10. BEOEREETHBE
MR L

1. ZDih
MG R L

(. semmeicprsma |
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(w

W

ZDHEMR

£t (FRLDOIESF) ICEI HIEH

AVIBPEELGHE TR TEICIE.
T hEF I

—RMICkEERIET LS L, [218K]

BDHEZ2DONDERE 2D

*=® 2

ZIS 1o

2. EEAREETDER
.%% (ROBHICEERELGEWVNI L)

X 2EIBREHEMHEIERICE > T, va v 7 REAMERFO @ HE O A (KK
\—gaﬁ L/f:o
BEERMEOH 5 EE L T 2

REELEDER] 22 M

22 Atvwva /)77 Mo, XU E X —)L
Eﬁ‘\

3

(it ]

VAR ELEERGTROEE [10.1 R
2.1 VI

1 K A

1ERNEOLEF [RIBAHZEZITBTthrd 5] [1.Z]R]

FovEY, =ML AELT <L
Z a2ty

REFDOER| 2
22 (. 7. HEER) 25K

MEXIEHMRICEET HETELZTDER

(V. 2. MERXIIHNRICEETDIEE] 22752 L,
4. BERUVHEICHET S FEEZTOER
REIN TV W

5. EEREARMIE LT DHER
8. EEREAAMIEE

81 B EENHET D F TIHRBEIZIABFICHIET 52 &,

8.2 Rl K &Eix 5 D, MoOWEREZEZT 210D
Baid, —EWM I & IATE M R O RFRRHn 21T O 2 &,

83 iLm, BIRENHOLOLNAZ ENHHOT, HEHEDEIR
ET D BRIC

o 1R & R IWkBE S 5

[13.1, 13.2 &&]
R A PE O Bk A
Lt mIcERSEL L,
(g7 )
8.2 [VI. 10.

BERE 22

8.3 fabRZ £ 5 Mk z BIET DR D IERE

TOWT, BRKD UK SCEFTHCOR I L VK HF O
HETHDHA PR (%7’“7?‘/) B FEILDETFIRL

RHER L BE L,
BT H B3O HE RO O #RAE

Ak L7z, BUED L Z A, KANC
EEZONDHERETFETSA TR

Aotk (LTS %):%f@@a]

23
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6. BENERZHIVEFICHT HEERE

(1)

(2)

(3)

(4)

(5)

(6)

BHE - BREEZFOHLIEE

91 BHHE - BIEREOHIEE
911 RFDEAIZH LBABEDCEFTENOHSEH

R ESDER/RVEHSNIGAZRE, HE LW &,
912 BMARDEKRZELTWIES

AKADOERIZE Y ARPERETL2ZEBH D, [9.4 5]

(fif 7]
912 V. 6. BFENEEL2EITHEBICHAT I FTEDEEREZETHIE] 251,

BHEEEERE
BEI LTV

ARl EEE

9.3 FFHREEEESE

93.1 BIBREN A CDEBESGUNDOHERENHHEE
R#2/GTF O CERT BTN H D, [11.1.7 3R]

(fif i)

. 8. BIMERMEXGEMEREMMER 22,

HiEREZxH T HE

94 KiEREE BT HE
HIRT 2 AREMED & B e tElCid, ARFBE G R OB G4 T %+ 4y 72 B 5 6 B 72 58
HE35Lko2BE8552 L, [9.1.2 58]

§58

V. 6. ¥ENDESEZXZEITHELEICEHITIIENEHE - BEEFEOHLIEE) 25,
1T 47

9.5 1Eim

PEA ST IEAR LT 2 AIREE D & D L MEIZITIE R Eo AN it 4 LR % &
s HEICORKET D T L, AMMBEAFERBRITEL L T,

2 L5

9.6 1RILIR
W O AR OB R DA A A BB L, AL OMEE T & R S
ce.

[m.%

éﬁ(ﬁ%h@&%%)ﬁ%f%@ﬁ]
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(7) MR

9.7 INR%E
INREEZ S L LR RBRITHER L TRy, NEICBWT, 5~6 5 A%ICH
AR S B L, B ARmERRED LR 2R L T ofERH D 22,
(g )
E N & OHEIMZ BT 5 /0 R OB BRIL D 720,
BRI SmPC O /N EBE OFHICES & | PRI RIEE OB & KW BNRE O F W %
RLEL L7,

(8) EtmE

9.8 B E
BEITL2REEET LI L, —RICEWE CITABBKEENETFTLTWS,

1. HEHER
(1) BtRERETDER

10.1 $HAZEZS (FALGWCZ &)

SR 4 B R AE K - REE A By - faR 1
=0 A A RAOERNPELEINS B | #BAFEHE TRV, 2 b
(TNZ7 b A) ENDRDH D, 2 DEHGMNPEIND &
[2.2 ZR] DS RE N B B Y,
Ry R E X — )L MEREANDHBT 2820 | BFEIHETROE, X2
(ZAR7F) WD, RSOV B & — L o R R 1E
[2.2 /] I T D & OWFES AN

b5,

FZEU > INLOREAOMAFREN | RAOHF N7 v — A P-
(7= bnm) BTFL., fEAREI T 5K | 450 (CYP3A4) 3% EEH
TV RLAELTAR | ENRH D, WE, ZnboEF oM
(Y a—nN) HAREShDEEZDLN
L B 5,
(L)
[2.2 ZR]

(g )

AEQO/ SO Y

TNV ATR VR THDL AR ) T 7 b eI ME U EDOHAIZ, 2 b& 0D
ARETL LN THRESN TS P =0, JRHHAZKSRLE LTS,

KSEY>Y, TV RLILELIRILEE., LT AHNREL

INHOHEA L CYP3AA FEEAEZETHAI MNX U EO0EHIIX. 26 0L oM+
BEZKTIE, FHZEHSE2B8FN0 5720, fFHER L L TWVW5D,

. 2. #RARLEDER] 22,

[m.%éﬁ(ﬁ%im@%%)ﬁ%f%@ﬁ]
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(2) FRFE L ENER

102 BtEE (BFRICEE TS L)

KRN 4 5 W R AR - HE TR e - fERK T
L L) ARNOEANPLEESND B | KB OELE2 Zh 5 oA
z¥FkL v ENnd 5, DI (A¥nm /77 +

¥) BHEFT L L OEENR
b5,

rlaxzw

R PR BB B BRI E L 205 4

MU m 22 3RIE RE A

7o) An~A v

WMToBENDH D, TaA KELVEe L AESKIE

EEREHT S,
CYP3A4 TR Z= T 28A | ffHER O M IRENKT | KAIXHFF M7 v — A P-
RV T A L. fERAMNEI T8N | 450 (CYP3A4) # #%E 4
TAaIr Ndh D, Hi=, CYP3A4 T H %

B HEAN O iR E

BreH 25 WRIERH 5,

(i)

IJLvL/y, TYXEL/ Y
INBOHEKEARAEDOMEERICOWVWTIE, BEDOL ZAREFRVA, AR/
T R LREBEICH T VR AT o o 20 b oA G ARHK OIS % [LE S 5 A REME
NHHZ b, FHEFEEE L CHEREBREL TS,

fyBoRA2 Y
MU 2AE I ARK EFRBRICEIBREAT oA RELVECASKIBEERZE T 572
O, Plexx o offHICET 2EEZEBREL, EEE2HBELTWS,

CYP3A4 THHMZZITHER . S 4VYT L

KRN IZY T LOEYEREICE LT TEELRF LR, ARIFERGH & gL
T, ARFNBEGHCIERBEEOE A BNICAF ZHIEL7-% iR )17 CYP3A4 G4
HBPRRBEOLIL, XY T LBEOHAD (F¥ AUCo-12n [95%CI] : 7.6 [5.5~9.7] ng
Xh/L vs 139.0 [95.1~182.9] pugXh/L, P=0.001), 3%V I 20R#HTH5 1-t
Redxy I 7y T AgEORM (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) M#&H 57z, FKKDFRMN CE
R L BE L, FAEE S L THEEBREL TV D,

[m.ﬁéﬁ(ﬁ%im@%%)ﬁ%f%@ﬁ]
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8. BIERA

1. 8lEA
WORMWERARH LN DZ ENHDLDOT, BLEEL+HITITV., BEN
Bl G 2P IET 2R PR MEEZITO 2L,

v

D BT

(1) EXGEIER & AHER

1.1 EXGEIER

1111 BiEE BHEARY), BipHm (BHERH)

11.1.2 $IRGE (BHEARH)

11.1.3 BEE (BHEAH), B8 (BHEARH)

11.1.4 BIEFE (WHEAH)
ABNOEHICEIVEIBARAENEZL2Z 08305, 20X RGAEE., BIBAT
nA NAREITO 2 &,

11.1.5 B (BHE AR

11.1.6 BEET (KRMAEREST) (BHERH)

11.1.7 F#aEES (HEAY), BE (HEAH)

AST, ALT, y-GTP., ALP ®# L\ LA FZ {5 IFEEE . HE D L bh
LZ2EmBDH, [9.3.1 58]

S5
1117 TVI. 6. B ENDERZEITHEEHICEHT LI TEQIHMEREETRSE 221,
(2) o EI1ER
1.2 DD EIER
10% 2L k 10 % A ifs 18 A B
HAb# BHRARE, R, B, |FEf, 0B OB, B
i
FZ & S BE., &9 ARILAE . G
HAR AR R | B IR IR A 4 AT R L TE . B
SEEE, Rk, R,
R, S, MR,
HRE, LU
N 57 W MR L HONEIN, MEgR
ACTH & &
JHF Hik AST k&, ALT k&,
ALP b5 y-GTP L&
fR# - %8B | Bzl xTa—L ER RREMAE, K7 Y v
LSE ., &S YU 7 A iE
iiR73 [ 1f BR 820 g, N REE N, R K
H 1
B ik B, 2R, gL =
wEE EH
716 5% % EIE ., #BhE, QT it E
Z D BB, BEfiW. TR | B K., B, E
I . FEE. 03, WhH
&
(i3]

BIMER BB R, EWN—RERRBRICE S HE Lz, RERRBRAMC THE S
NTEERIZ O WTITHEARR & Lz,

[m.ﬁéﬁ(ﬁ%im@%%)ﬁ%f%@ﬁ]
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SEEARTKR %
ARG E T OHRRER 46 FIOBENRRRII TROL B9 Th 5.

BIERERRKE—5

5 B it 22 151 $ 46
- " BIERA KR HHK
Bl A OER (% : SIS BB B *7)

BEEMEIERA

E 1/47  (2.1)
B E () 3/47  (6.4)
%5 8/47 (17.0)
B & & 1/47  (2.1)
AR 1/47  (2.1)
F1ERES 4/47  (8.5)
HEL 4/47  (8.5)
KEEE 2/47  (4.3)
I R 8/47 (17.0)
g 5% 26/47 (55.3)
nE it 7/47 (14.9)
T4 7/47 (14.9)
EMTIR 28/47 (59.6)
F 7 1/47  (2.1)
=} 1/47  (2.1)
TEREE 1/47  (2.1)
BEERRE DRI

AST (GOT) L& 7/45 (15.6)
ALT (GPT) L& 7/45 (15.6)
LAP L& 3/25 (12.0)
Y-GTP L & 6/27 (22.2)
ALP L 8§ 7/42  (16.7)
mEFaLRFO—ILLER 19/39 (48.7)
BmEkE D GE) 2/45  (4.4)

1 1HIZHOWTIE, 28, 2HERICBWVWTHIRINTZDOT, 250D
T—2 L LTHEoT,

*2 HRERMAMERIZ DWW TIX 47 fl, BRBRAE LoRIERIC W T
MRAEREGIEIC KT 2 BBFIBICESEHELZ R T LT,

[m.ﬁéﬁ(ﬁ%im@%%)ﬁ%f%@ﬁ]
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SEIEREERTE—&
i R A A I B 1 D A R 436 BIORIEHBBRRIZTERDO LB TH D,

BIERERIKE—F

SR Xt R 515 436 AR R B 436
BERRTRHH BlERARBHE

B DiELE (% : FBEHH EEROELE (% : FIEMH

SREREHIE) SRE B

KIE - RIE(MTEHRES 36 (8.26) HILERES 112 (25.69)
HLRZAE 2 (0.46) BiE% 1 (0.23)
EFE 2 (0.46) B G I 1 (0.23)
np & 1 (0.23) & S 25 (5.73)
EER 2 (0.46) =il 11 (2.52)
RE GE) 4 (0.92) Mg it 22 (5.05)
5 18  (4.13) TH 14 (3.21)
42 3 (0.69) TKER(E 1 (0.23)
x5 1 (0.23) BiE 2 (0.46)
BRILE 3 (0.69) OREER 1 (0.23)
RERRILE 2 (0.46) BRI 61 (13.99)
RIBE1% 1 (0.23) BRI 9 (2.06)
- BRREE 3 (0.69) [RE 3 (0.69)
FAEiE 3 (0.69) B 12k 1 (0.23)
FiR - RIEHBERES 23 (5.28) B ARk 1 (0.23)
e 1 (0.23) B B Fl Rk 1 (0.23)
SHEEE 6 (1.38) L 1 (023)
FAEL 1 (0.23) FE R ZA K 1 (0.23)
R 3 (0.69) FEER A IR % 1 (0.23)
GIEPE 5 (1.15) i B s i 1 (0.23)
BEE (&) 3 (0.69) (gL 1 (0.23)
LUK (B%) 1 (0.23) B BAAE R 5 (1.15)
By ibnd 1 (0.23) BT - REREE 130 (29.82)
HEL 4 (0.92) e R E 8 (1.83)
ABDE () 1 (0.23) FrigaeEiL 2 (0.46)
PAREREE 1 (0.23) FrgaerBgE 1 (0.23)
BE - piEEE 1 (0.23) FrigaepsEs 31 (7.11)
Hie 1 (0.23) FFIEE 18  (4.13)
ZOMOEHBREREE 4 (0.92) AST (GOT) tH 34 (7.80)
BRE R 3 (0.69) ALT (GPT) L& 31 (7.11)
REZIE 1 (0.23) HEhEE 2 (0.46)
1B 4(0.92) LAP £5 14 (3.21)
EERR 16 (3.67) Y-GTP £ & 45 (10.32)
B= () 1 (0.23) R - XEEE 80 (18.35)
PR L 1 (0.23) ALP LR 22 (5.05)
IR () 1 (0.23) LDH £ 11 (2.52)
IR e 1 (0.23) B& 1 (0.23)
P 1 (0.23) B3 LATFO—/LIMGE 20 (4.59)
i 1 (0.23) mFEIAILRAFO—ILER 31 (7.11)
=48 1 (0.23) S A8 MAE 5 (1.15)
FEHREIR 3 (0.69) m;EREE M 1 (0.23)
e 42 [ = 1 (0.23) B&H ) LME 1 (0.23)
mEH)DLET 1 (0.23)

1K Ifn #25 4 (0.92)

B b D LMSE 3 (0.69)
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SR xR BIEK 436

BIfERRERGH

EERDELE (% : FIEMH
SREAEHIE)

A7 EE 24 (5.50)
mETIERE 2 (0.46)
mET4ERE 2 (0.46)
ZHRIE 7 (1.61)
BELE 12 (2.75)
BIEHEEET 1 (0.23)
ACTH L& 3 (0.69)
i - MEEE (—i%) 4 (0.92)
QT &R 3 (0.69)
= IE 1 (0.23)
DA% - D) XLEE 1 (0.23)
EDfES 1 (0.23)
FRIMERES 5 (1.15)
=yl 4 (0.92)
FRInERE A 1 (0.23)
BAMmEk - MNRES 12 (2.75)
SRR E) 1 (0.23)
FEAERIEE (fiE) 1 (0.23)
BmEELD GE) 10 (2.29)
/MR - sk mpEE 4 (0.92)
/MR 1 (0.23)
ARJE M 3 (0.69)
WIRBRES 3 (0.69)
migL—vEHLR 1 (0.23)
BEEE 1 (0.23)
Z R 1 (0.23)
ZEENE (/) EFE 2 (0.46)
TE (F8) ¢ 1 (0.23)
W 1 (0.23)
— L BEE 20 (4.59)
PEEIRE 1 (0.23)
EiE 1 (0.23)
fEdE 1 (0.23)
FE 2 (0.46)
ZIRF 1 (0.23)
2588 (&) 9 (2.06)
FhE 3 (0.69)
EDIETY 1 (0.23)
DIEFLE (B) 1 (0.23)
R EZE 1 (0.23)
TEREE 2 (0.46)
B A (%) 2 (0.46)
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SEEERADBIERARIEE
fF PR R A CUNEE L7z 227 ERNIC B 1T 2 BB M ORMERRBEMEEIZI T ED LB

Tbhbd,
i T T SR IE 51 88 2217
BIERKREFEH (%) 163 (71.81%)
Ea2RATF 9iE 151 3¢ Bl 1 FA 56 35 4E 151 3¢ (%)
4 31 5 80 55 68.75
T 147 108 73.47
F i 0~10 &% 8 4 50
11~20 5% 13 8 61.54
21~30 & 18 13 72.22
31~40 & 42 30 71.43
41~50 % 41 30 73.17
51~60 &% 56 43 76.79
61~70 & 31 21 67.74
71 &~ 18 14 77.78
FAES 9w U EIER 104 78 75
BB = 119 83 69.75
TH- oMt 4 2 50
1BEREE 0.0~1.0g 11 4 36.36
(BK) |11~20g 50 37 74
2.1~3.0g 56 32 57.14
3.1~4.0g 7 7 100
4.1~5.0g 27 22 81.48
5.1~10.0g 64 50 78.13
10.1g~ 12 11 91.67
1HRE5E 0.0~1.0g 15 8 53.33
(FE1) | 11~20g 73 51 69.86
2.1~3.0g 48 32 66.67
3.1~4.0g 34 29 85.29
4.1~5.0g 20 16 80
5.1~10.0g 35 26 74.29
10.1g~ 1 1 100
TH - REHE 1 0 0
wits5= 0.5~50g 218 15 6.88
(2%) |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 93.94
B - REEH 9 8 88.89
{5 FA HA 1 1~7H 217 3 1.38
(£7%E) |8~14H 207 3 1.45
15~30 H 199 11 5.53
31~90 H 180 38 21.11
91~180 H 122 40 32.79
181~360 H 71 28 39.44
361 B~ 33 31 93.94
THH - REE# 10 9 90
GidcE3: A 194 143 73.71
3 21 12 57.14
THH - REEH 12 8 66.67
& BHE 2=l 119 86 72.27
106 75 70.75
B - REE#E 2 2 100
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9. BRBRERBRRICREIZE
WEIN TR

10. BEHRE

13. BEERS
13.1 fEAR
FRXARRRIER 2N > H oD Z L3 d D, RIS IRE 2 20ug/mL 2 8 2 7245
BT RHIER N ZLS RO NI LEORENDH S HWEAT—X), [8.2
Z W]
13.2 W&
AFNIHE R A RN e, Tk E s —EMMBIZE LTS 2 &, ok,
AFNINREENE L . DHERMBRKE WD, MEEIIC XD BREIHFGCTE
2N, [8.2 2]

(A )

K |E USPI 72 & QUZERIN SmPC Oft# NE 255 L Lz,

AT R K OB R iz >\ Tk, VI EYMBHEICET HEEH 251,
REEEMEICOWTIX T, 1. YEEENME (6) 2EEE 22,

AKEN O RFEMEYBREET T L OMHFERICE N T, SMHEMBRKE N & NN THA D
INTW5,

Bld I e LC [V 5. EEREARNIELZTOER| 22,

1. BEREDEE

REIN TV

12. Z0OfDEE

(1)

(2)

BEEREAICE D CIEHR
REI LTV

JEEERRREBRICE DB
REI LTV
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X. JEERAREERICEAY 2IHHE

. RIEHER
(1) EHDFEEHAER
VI, EHEEICEHISEE 0HEZMR

(2) REMEEHR
REER L

(3) OO EBHE
R L

2. EMHHER
2 OSCERN D, AR T2 BZHEOREITEIHREIC IV IEFICR LR, 4 X TE%
PERRLEWA, 7y FRLEALET Y MIFLEAERZHEZ RSNV ERXBDOLA T
%
(1) BEEEEHEHAR
Ty PROEALE Y b1 HEMMES 10CICI M2 ROES L, e ol HIEx
7THREA TV, 7T BRIITHR A T CRMEEFEREMmEI L, Ty b EALEY R ED
IZHEIZ B 1T mw%mﬁ\%ﬁﬁﬁﬁmﬁif%é5@g&51%%tMi&ﬂokmo

SRR 2D LDs{E

5 ) e 5% 3% P 1] LDso
7 v kb (Wistar &) & 1 SN > b5glkg
E/LE v b (Hartley &) &0 g, ¢ > b5glkg

(2) REEHEGEHHAER

1) Sy rRUAXBEO2EBRERSESHRAR
F v MZI FZ 2 75, 150, 300mg/kg % 28 HICh- kOG5 Lz 245, Al-P
EHOMATE DELITRD o T,
A X2 hZ 10, 50, 100 GRTF 2D 75 ICE¥) mglkg 2 1 BEMERES 3 PLIC
Hlchbzo TRAOEE L& Z A, 10mg/kg TIERF Lo 7203, 50mg/kg D
1 PEA 23 HIM#EE#%IZ, 7omg/kg 5D 4 JLy 14~17 HE #5412, 100mg/kg
WIE #5512 1TEMRET LT-, 50mg/kg TITEE ORI ZEHE. 7omg/kg Tl EEE|
B EM, HFIROBITNRO b=, £ OMOMERIC BREITEN - 72,
28 H B H5#% 28 HMRIE X724 X CIEAFIRAMIZEE L2, AI'P @ EH &
KRR O B ORIV B Ao 7 29

[ . eI 5
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2) 4 X#036~150 BHEIREKRSHHRAER
A X 10 PEIZ X h# > 50mg/kg % 36~150 HREIR AHK G L7-L 2 A, 5 ILDOREIC
BN RAE LN, fEITER TH-o 7=,
FRRIEDOZEMNIZONWTIEH, BE— 27/ KRIZ 50mgkg % 26 @EFERGE G LiBER %
TolofE R, 26 WM& GH, FECH L RUE BRI OWTHIZHE W TS EEIC 5

XA SNl n otz 20,

(3) EizEMHHAER
1) ZERMK
WAL 2HRBRICE W TERFEERE R o7,

(4) BAFIERER
R L

(5) EMBEHREEMHRE
MU ER L

(6) &I 14 5 BR
YGRS L

() ZDoEHHSH
1) BEICEIT28ME. HE. RRE
S NF KT LM, B oORMICIVIEFICR LD, 4 X TIX 100mg/kg 1
Bl CTHE LplsHD—), 7 v b Tik300mg/kg 2 28 HM#H L TH AN
NI TN D B,
ROEZHERENEBZIONTNLIDIE, A XTHY, EMENITEAERNES
Z6NTVDHEDE, STARBNLIALZ—THDH, TLEY F, Ty b, =TV MU,
bV Y UhX UVETHEETORZMERS D, B MI, A XITEOEZENZ
WA TRIRICHWO N ORIBEELL (A7 a4 FoWRT) & OEE O/
X, TCIcHE STV D,

2) HMBEEL
X. 2. SHHEER 2 RERSENHRR 22K,
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XI. SZ&%

1. EGHETORFTRKR
AKFIZB T DT ENER, HIELOCHEFTILTO LB THY | SETOAEIRE &
T8 D, ENOKBNEOFHH CAMZMLEN T2 2 L,

KIENZ I DRE XTI R, WLk O &

I QRSB S

O=IE &
OFMiBEIc &L BEWNT v VT EEE

MELCHE

BERALIBI1I DS EAL~2 71 H3EEROLGE LG L.
HhEE CHitg L., LAk, JER, M - R RT o0 FEE, &
TERSIC X v @ EEET 5,

EEAT NSNS SO RSV S S /LA

Hi I/ = 44 KE (2024 4F 10 A USPLIZAS<)
=ttt HRA Pharma Rare Diseases
W 5244 LYSODREN
K - & & 500mg tablets
AFAHEH R 197047 H 8 H
JEEEAH A~
I EESIIES LYSODREN is indicated for the treatment of patients with
inoperable, functional or nonfunctional, adrenocortical
carcinoma (ACC).
LK O H & ® The recommended initial dose of LYSODREN is 2000 mg to
6000 mg orally, in three or four divided doses per day.
® DMonitor mitotane plasma levels and increase the dose
based on patient tolerance and clinical response
incrementally to achieve a mitotane plasma level of 14 to
20 mg/L, or as tolerated. Consider monitoring mitotane
plasma levels every 2 weeks after starting treatment and
after each dose adjustment.
® The target plasma level is usually reached within a period
of 3 to 5 months.
® Monitor mitotane plasma levels periodically (e.g., monthly).
Severe neurotoxicity may occur with levels > 20 mg/L.
Hh I/ (= 4 BN (2025 4 4 H SmPC 255 <)
e Esteve Pharmaceuticals S.A.
W 7E 44 Lysodren 500mg tablets
K - & & 500mg tablets
KB H 2004 /- 4 A 28 H
FeEH H ANBA
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2.

LIS EESSES Symptomatic treatment of advanced (unresectable, metastatic
or relapsed) adrenocortical carcinoma (ACC).
The effect of Lysodren on non functional adrenocortical

carcinoma 1s not established.

AEROCH & 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.

BB TOBRRIERR
(1) ERICET 2B ER

AFZB T 2H EOEZEORFEIZILL FOLEBY TH Y, KE USPI & ORI SmPC &
T8 705,

94 HiEREEH T HE
AR T D AT ReE D & D LI ARFIE G KOG T 1%+ 5 72 9 [ w8 0) 72 06k
METH5E9ETLHZ L, [9.1.2 5]

9.5 1w
IR ATHEIR L CW D A EME D B 5 IS TR IR E OB SN G RME 2 BE S &
M SN DG B OREET 52 &, AHBAERBERBUIFEM L TR,

9.6 =3lw
BREEOARELOHILREOAEEELZE L, BAOME T IEEZRFT 2

&,
g RN A
K [E USPI 5 WARNINGS AND PRECAUTIONS
LYSODREN 5.8 Embryo-Fetal Toxicity
HRA Pharma Rare LYSODREN can cause fetal harm when administered to
Diseases a pregnant woman. Abnormal pregnancy outcomes, such
(2024 4 10 A) 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
nonhormonal contraception, during treatment with
LYSODREN and after discontinuation of treatment for as
long as mitotane plasma levels are detectable, since

LYSODREN can render some hormonal contraceptives

ineffective /see Drug Interactions (7.2), Use in Specific

ExXs=
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AL PN A

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
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.
In the U.S. general population, the estimated
background risk of major birth defects and miscarriage
in clinically recognized pregnancies is 2% to 4% and 15%
to 20%, respectively.

8.2 Lactation

Risk Summary

Mitotane is excreted in human milk; however, the effect
of LYSODREN on the breastfed child, or on milk
production is unknown. Because of the potential for
serious adverse reactions in a breastfed child, advise
women not to breastfeed 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
Pregnancy Testing

Verify the pregnancy status of females of reproductive
potential prior to initiating LYSODREN /see Use in
Specific Populations (8.1)].

Contraception
LYSODREN can cause fetal harm when administered to

a pregnant woman /see Use in Specific Populations

(8.1)].

Females

Advise females of reproductive potential to use effective
nonhormonal contraception during treatment with
LYSODREN and after discontinuation of therapy for as
long as mitotane plasma levels are detectable /see
Clinical Pharmacology (12.3)]. LYSODREN can render

hormonal contraceptives ineffective /see Drug

ExXs=
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o i [ ARES

Interaction (7.2)].

KM SmPC 4. CLINICAL PARTICULARS

Lysodren 500mg 4.6 Fertility, pregnancy and lactation

tablets Pregnancy

Esteve Data, based on a limited number of exposed pregnancies,

Pharmaceuticals S.A. | indicate abnormalities on the adrenals of the foetus after
(2025 4 4 H) exposure to mitotane. Mitotane has been detected in
foetal cord blood. Pregnant women should be advised of a
potential risk to the foetus. Animal reproduction studies
have not been conducted with mitotane. Animal studies
with similar substances have shown reproductive toxicity
(see section 5.3). Lysodren is not recommended during
pregnancy and in women of childbearing potential not

using contraception.

Women of childbearing potential

Women of childbearing potential must use an effective
contraception during treatment and after
discontinuation of treatment as long as mitotane plasma
levels are detectable, which may require several months.
The prolonged elimination of mitotane from the body
after discontinuation of Lysodren should be considered

(see section 5.2).

Breast-feeding

Due to the lipophilic nature of mitotane, it is likely to be
excreted in breast milk. Because of the potential for
serious adverse reactions in the breastfed infant, breast-
feeding is contraindicated while taking mitotane (see

section 4.3) and after treatment discontinuation as long

as mitotane plasma levels are detectable.

(2) NRBIZCBEHT 5B 1EHR
AKBIZBTAHEHAEOFEBEOEREFHIFLL T LERLY THY ., KIE USPI X EN SmPC &
EE VAN

9.7 INRF
IR R L LIZBRIRRBRITER L Ty, /NEIZEB W T, 5~6 % HRIZH
WARAER N FEH L, BMAMETRED EAZRL TV o@ERD D 2,

AR i) RN A
K [E USPI 8 USE IN SPECIFIC POPULATIONS
LYSODREN 8.4 Pediatric Use

Ex==3
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(2024 % 10 A)

AR G Ak
HRA Pharma Rare Effectiveness in pediatric patients has not been
Diseases established.

Based on published case reports, mitotane may
negatively impact neuro-psychological development (e.g.,
motor and speech delay, memory impairment) in children
and adolescents. In cases of cognitive dysfunction,
thyroid function should be evaluated as mitotane may
induce hypothyroidism. Other effects of mitotane
observed in pediatric patients that are cited in medical
literature or in a pharmacovigilance database include
growth delay and estrogenic-like effects such as uterine
bleeding, breast development in females and

gynecomastia in males.

M SmPC
Lysodren 500mg
tablets

Esteve

Pharmaceuticals S.A.

(2025 4= 4 )

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 area.

Treatment should be initiated at 1.5 to 3.5 g/m2/day in
children and adolescents with the objective of reaching 4
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 (2024 4 10 A)

https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/016885s0331bl.pdf

(2025 5 HT 7 &7 R)
BN SmPC (2025 4 4 )

https://www.ema.europa.eu/en/documents/product-information/lysodren-epar-product-

information_en.pdf
(2025 FE 5 A7 7 & RA)
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