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RARERUBREORES
AL

fuFl & DEEZEIL (MEIEFHEL)
L

gt
AIREEHERER (OSFVE/ o —5H0) IR VRBRE1T O & &, BHBRICES T 2,

R - o

(1) FEARELRSR - A, NEBNERLEER - AEICEHAT51ER
BA=1OAYA

(2) a%
128 (A7 ¢ v 7aldE) [648X2]
608 (AT 4 v 7@k [64X10]

3) FHBEE
BA=1BAYA

(4) BROME
AT 4 7@ETNVITIX— T4 A (R)=FLo T 7XL— KV =FL v/
TAI=U AR/ R =F Lo /REERY = F L)

ARBH IN S EHE
BRI

Z itk
AL



ARICEY 5HE

3.

. DREX IR

Jifie 2 R AE

PEER I RIZEEET I EE
BRI STV

(N

(2)

AERUVHE

RiERUVHAEDfEE
WE . RN ) F AT a— Al LT 1 HE 250mg K0 5 L. 250mg o8& L
7o, MEFFR L LTI H&E 750mg 2. 1 A 3ENCHT GERARAKRET S, k. BEOREE
WX VTR A2, 1 BHEE LT 1000mg 22722 &, /2, 1R ofk5EL
LT 375mg #7212 &,
W NI ) TR a— e LT E%Bmg/kg LGB L., Smg/kg T oM E
L=, #EFfE L LT 1 B&E 15mg/kg 2. 1 A 3ENCAT CEARAKET S, 2B, BE&D
REEIC L v BT 5, 1 L LT 15mg/kg zéz» 750mg OWTRN L2 /AN b, F
7=, 1ElH7= o5& L LT 250mg B 222 &,

RZERUAEDORTERE - B
N2 HIER OB O E

ENG TIT MR T ) TAF v a— il LT 1 HaE250mg LV HFGHA L. Zaetkic
RIREZRN T L 2 MEsB L7 6 250mg $™ o8| L7cth, #EFFEE LT, 1 HE 750mg 2 1 H 3
BT GERAZOEE LZ, 2B, 1 HH72 D O K&E5-81% 1000mg, 1 [01H72 0 Ok
B HEIT 375mg & Lo, TR, KFNOLENE « BAMEICREIX 2057,
PLEDOFERIIZ, EHNO CTX BIRHA FT A > VTORENTKTT A HESE &, Bk o> CDCA
BANORR NI TH2HIEROHEEZEBE L, AFOMELXOHEZ @, RAZEr 27
¥ a—fEl LT1 HE 250mg LV &REGBHB L., 260mg T D& L7-%. #HiFFE L LT
1 HE: 750mg 2, 1 H 3[ENZ T CEAROKEGT 5, d, BEOWREIC XV @ E
DM, 1 HEELTI000mg #2722 b, 2, 1R OS5 EE LT 375mg B2
RN b, ERE LT,

AR 2 HIER O HEORE

ENOD CTX ZIETA R4 v VOHERMEIL 15mg/keg/ H TH Y . BRI D CDCA FH| /N
%ﬁ%%mwm&yﬁf%éo%%ﬁ%mEW®mx%%w4h74/“ ﬁﬁéﬂfk
59, BRIND CDCA BAI D/ NIz 31T 2 BRAG &3 Smg/kg/ H & & T 5 olH%tD@W
k&ﬁ%mEW®cm%$ﬁ4h74/” IR S TE LT, BRIND CDCA BA| /N
%ﬁélﬁ%k@@%k&ﬁ;ilmymf%éo1@%t@@mk&§%ilW@cm%
BHA RTA 2V ROBRM D CDCA AN ITFEER S TR0, RAIOMEE 1 BERAES
B, OBEOLREMZEE L 250mg L7 E?é &&Lto

INnNoEEEZ, AFORHEROCHEZ Eas, NRIZEr /  TAFva—nipge LTl
£ bmg/kg L VD ¥EBHMEL . bmg/kg T o= L7-1%. %’Eﬁ‘%& L7T1H#&E15mg/kg . 1 A3
M CGHERAROEET S, b, BEOREICELEEHET 2, 1HEE LT
15mg/kg e OV 750mg DWFR B N2 &, £72, 1B O GE L LT 250mg %
2N b, ERRE LT,

4. HERUHAEICEET 53R

1.1 RFNOMERF E~OME X 2 W EZ BLRITH 2 Ly
1.2 /NRITH DB ORF| O S &I OV T, 1 AREGE% Sng/kg & T 55813 250mg %,

m%&gkﬁéﬁAiam@%\wm&gkféﬁéi%wg%ﬁz&w:&

(ﬁ?uﬁ)
7.1 [EWNE T FERBROMEFFE~OMEMRELE B2 L L TRE L1,
7.2 /NROKED 50kg X DG EIIRADOHEZ B X DATREMEN & D72 OFE LT,



5. HRERRLHE
(1) BEKT—8 N\ 5=

. bR B4 -
KB 2 45 i s " TR R TR
REBRES | Xy | 2 | sk Sy S £ FHmTE H
FPF1011- | 34 | 11T | EN | SR <A TAR— > Bk
03-01 FHEEHR 18 LA LD HARAN CTX 23 | 24t

FExf FEAR 15 1)

<NRaRr—1r>

18 kAT D H AN CTX FBE
0 1]

(2) ERERZFEEHER
MY ER e L
(3) AERIEREREER
MY ER e L
(4) HREIMIEAER
1) AMERIIRER
Fiafie 5 (o fEE & xR & L 7= IE BRI FRaER  (IEINES TI1ARAER [FPF1011-03-01 3X5&]) ©
<Az — k>

B AR (CTX) &R E L, AAIO R G2 2430 K OV 2

H BT 5.
BV LZhak R, FEEM. FEx BB
THA
18 kLA ED HAS N CTX 23 15 4
s HRUER (3 61) : REBUERT 24 UL AR #E IS DO BELE D CDCA LA

(LA FBEFED CDCA UFI L3 2) &5 L TV EE
BV B2 EF (12 B1) « FIEBASETE 0 BEfED CDCA BlA| 2 #% 5. L T\ 5 g

[CTX OBWFEHEY | ICHESE BECUTO (1) ~ ) (TrTWVFhnl
OOEA ZT- L, CTIX L2 shi-BE

T (1) <ZWroHF Y —>7TDefinite IZFE4T 5

JRARELTE (2) <EZWrd A 32U —>7T Probable |24 75

(3) ME= VAKX ) —)VIBE 4.5, g/mL LA EAsD CYP2741 &I+ DER (K
TEAERIIEE~T 0 BEAK) Zi-1

B e ]

(B223)) BETF O CDCA KNI # G- Lz 7=,

(GJREW) AKIZ 1 H 3\, 52 WS Lz, 250mg/ H M5 5-5A
L. 20 Z &2 500mg/ H, 750mg/ H &t L7z, 6 #~52 I F Tl
750mg/ H Z ke L7,

()0 Z5EH]
(Blg2l)) BEfF o CDCA B =Bzt & M= 1 A 3\, 12 WE&EOEE L
7o 72¥5. BIEWIRIT, BEfFO CDCA AIOE - EITAEE L2
e L7,
ik (GRIEW) AFIZ 1 B 3H, 52 HEREAOKSG L, AAFNTEERY COBED
CDCA BUK| DO P 55 & R B TR 58046 L, BEAF 0 CDCA BAI D% 5 &
WX o> T HiEE AR LT,
D500mg/ H ARG DA« 2 8 Z £ 12 500mg/ H, 750mg/ H L ik, 6
1 ~52 £ TIX 750mg % ke,
@500mg/ A LL | 750mg/ A R D4+ 2 WIFIZ 750mg/ B ~Wits, 4
T ~52 3 % TiX 750mg % ke,
@750mg/ B LA EDOBA « BEAF D CDCA HA| o F 5 % fikie

6 LAY, EROBW T, 1 B KK EE 1000mg DOFFAN TORYE % "J§E &
L7-, 1[G 1 37mg & L7z,
2B W T, Zeto@ S SEMOHETC, HMEtTICHEDKR., T




B, REEEAREL LT,
0 BEIFNDAFI G TR E T, AFNOREGZ A 7 (BATITRR) (3£
B LAghol,

(2]
MiF= L AL =V (EEFHEEE) . BrBUER] K O]V & 2 JER Z & D

SEEE | AT (ZOMOFGER) 722
[ 4]
AEFEG, BERRE
< B0
CHE T L RS ) — VR ¢ 52 MR E T, R ORI O BER A R
cfE T L RAZ VIR OFZWIRE KON 0 BHRED & O bR 52 R E T,
- Ko OV #&FEAMRE D BHRO e R &
AT R -
RETREET | 2 oty on 29 s B
< U L8] 0 R IR ORRNT (FERNCHE S =Y 7 2 v — e
IBRIET DT — & BNRBIOHE, RO T — 5 TR LH LT — & 25k
FfEEOF— 5 L LCHET A L L L,
cMEa VLAY = VIREOHER (FEFmEE)
Mg VAZ ) — VR CEAE SRS 1L, 2T 22. 25+12. 66 1 g/mL,
0 I T8.66+7.70 pg/mL, $%5-52 WIFT6.73+5.67 ug/mL Th o7,
mL)
(Fg/zloL- :
25 |
1 307
;ﬁ 25
2 :
5 20
k1o |
1o ) |
| ] T 1 %
° [ T
OB s 4 0 2 4 6 5 1 16 2o 2 2 3 44 52 mhmEm
Visit G&)
BE 15 12 12 15 15 15 15 14 14 14 14 14 14 13 13 13 15
SCHTBUER 3 BIIIXBEAF D CDCA 8K 2 % 549, -8, ~4 WIFIZRIT H1IfiEa LA X J —/LEITH
ELTHRN
m HHER] & )0 BRI OME 2 L R & ) — LR OHERS (Z Do SEATE

B[ 77— )

MG LAY ) — VIR CERE RS (X, FrRUER 3 filCid, 2T
14.07=%5.58 pg/mL. 0 WEFT 19.33%13.42 ng/mL, 52 BT 7.20%1.60 x g/mL
ThoTz,

B0 B 2 GEH] 12 I CIE. 2T 24.29+13. 25 pg/mL, 0 AEFT 5.99+1.97

g/mL. 52 T 6.59+6.49 ug/ml Th o7,
TR ]

(ug/mL)
404

354

w
o
I

N
o
L

RS —\ A NC L3S
(e S
1

?z‘ﬁ'ﬁ 0 2 4 6 8 12 16 20 24 28 36 44 52
Visit GB)
#i® 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
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2)
(%)
(6)

1)

2)

€))

(pg/mlL)

404 IR T &2l
35
30+
m
&
3 25
v
2
520
7
Jb 15+
B -
2 B
10
5 -—f/:——j\_.\g_;\ I I 1 —1

0 T T T T T T T T T T T T T T T T T
ZHilF -8 -4 0 2 4 6 8 12 16 20 24 28 36 44 52 BEFMEE
Visit &)
Bl 12 12 12 12 12 12 12 n n 1" il " 1" 10 10 10 12

S e X

BIWERFSBIAERETX 20. 0% (3/15451) TH V. 5RO LIT-EWEAIIIFHERER T 2 1] |
5 1l Cch o7z,

ARBRIZIBNT, HERBWEH, B#5HIECESTZRIEHRUECITRD b
o,

BIIVEFH 0 38 8515

% (n=15)
FHBHE (F—EFNC X2 EEIT R L) 3

A e

537
JH B8 R
JH A& RE R
MedDRA/J ver. 27.1

DO DD | — [ —

<P aBF— K>

NI (18 R) DL - HEIE, FrBUEGITIX bmg/kg/ H XV BRLA L, 2 M Z & IC
Smg/kg/ H M L, 15mg/kg/H (B K 750mg/ H) TEEZMHT DL & Lz, Y0 #
ZIERB TIEAFILIA OBEAF D CDCA BA| & [ & CRAA L. 2 M Z & 12 15mg/kg/ H £ Ty
L. 15mg/kg/H (K 750mg/H) THEEGZMGET 52 &L Lz, 1HHZY OFKEE &
1% 376mg & L7,

ARBRIL, DEEE BB T VA v Th o720y, BEMIM PIz/NEBE O
MNIpmoT,

SONRIZBT 2 B OHAEE, @y, NSy 7TA% v a— il LT HiEbSng/kg X0 #EGBAL,
Smg/kg TOMEE L7-th, HEFFRE LC1 HE 16mg/kg 2, 1 A 3ENZ T CGHEAKRARKET 5, ok, BEFORE
WXV EEHEET 528, 1 HEE LT 15mg/kg KN 750mg DWTILHBARNI L, 72, 1 b oEb&EL
LT 250mg X2 &, ] Thd,

RLUER

CNEE R L

BE - REIRER

Al v 2N

ARERNER

FARERE (—REARERE. FEEARERE. CARBELERRAE). HERTRT
—AR—RE. RERFTRERERORNE

MUER R L

RREFHELE L TEEPEOABRIEEE LI-AE - HROBE

MUER R L

T Dt

MUER R L
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EHFEEICEHYT SHHEA

2

. REPHICEEHSLEYRILEHE
S RVERRTH R AU S R R R © = — Lk
FEE  BEEO S DLEMDOEE - WRFL, BHOEBEFRLEEZRT L L,

. REER
(1) {ERELL - (ERMF

(2)

S AIEIED BE TIT, B FERIZE D CYP2TAl OIEMHETIC LD, L XATa—)
LA ~ORBMPEE T, 7/ F A a—ABohMREm N bELEa LA ) —L
DIBENZPEA « BREIND Z LT, xR ENE LD, £, ¥/ TAF v a— i
DWW E 0, EFEEE R OBEEESE T D CYPTAL KT HAD T 4 — RNy 7 BN
FEREET, a LA ) — LV OREANTTET 5, AFIL, 77 4RV A RXZHEEOEEE
LT CYPTALIZHKIT2RAD 7 4 — Ry V2 ER L S8, S aEEIcsIF o= L
AR ) —NVOFEE - ER-ENMGITLEE26N5,

EMEEMT T ERBARE

gz W T, BBHEEE Y T RETHBENSHFERTH D FXR I, RUSBENZERTHD
RXR E~T o " @K AT 22 &I L0, thOBNSZ RS OEMEZ M S 2 E2 a8
9% SHP DFHLAFHE L @, SHP 1L CYP7Al OFEH & IEIZHI#I 5 LRH-1 OEREZ LE S H 5
ZEOREEIN TS, FGF-19 % SHP mRNA D IEHLEIZ 828 4 K 1F X 4°1Z CYPTAL mRNA O

K AIE TS 2 ENMEIN TS Y, HIG-CoA B TS DI ELIL SHP 12 L - TAIZH

WENDZER@ESNTNDE 20,

1) HILBEHZECV-1 MARICE TS FXREMILER (in vitro) 'V
FXR & OV RXR (& fn 128 A L=V /L sk CV-1 Ml & AV T, CDCA K OV ot T
H 5D LCAIZE D FXR I L7cHrBIE ISR 2 1EH 2 Mat Lz, T ORE, FXR #4 L
TR EIEME DS IE FE A AL & bl U C. CDCA LB T3 346 fi%. LCA AL TIE 106 (i THh

277,

: CDCA L ONLCA 1T & % FXR i MEAL/EH
FXR+RXR

RETERRALE
CDCA
LCA

0O 50 100 150 200 250 300 35
FXRIEMHABRXHE
R 3 FATUL BTV, FERORERDE Oz, REMHBRLEZ 1 & Lz 2 OMXE TR L,
Wang H, et al.: Mol Cell. 1999;3(5):543-53. X v {EX

J515 : FXR 8151 K O'RXR &5 & —1@ IR B S S 7= LB A sk cv-1 iz, CDCA
ST LCA (45 100 pmol/L) ZALE L. #9745 BREfRZIC LR —F —T v AI12LD
FXR 1&ME 2 304 L 7=,

12



2)

3)

E R EEIFMRAIZ ST 5 FGF-19, SHP mRNA #IHFTHER U CYPTAT mRNA FEIRHNHIVER
(in vitro) ™

b M IREEEAT N AZ AV T, CDCA 12 & % FGF-19, SHP K& TR CYP7A1 0 mRNA J&EL&|C
ST AEHZMET L, ZOFHE, FGF-19 mRNA OFEELE I, CDCA ALE 24 W4 Tix
100 fELL FizHIm L7~ (p<0.001), CYP7Al mRNA OZ&EIEI%. CDCA AL 3 %D
24 FFREI#: £ CHEICED L2 (3 W4 @ p<0.05, 6 K O824 FFREI#4 : p<0.001), SHP
mRNA DFEEL AL, CDCA ALiE 1 W42 5 (BRI L722% (p<0.05), 24 Kfij#% T
ITLERT & OFBZEZDNRO N o72, (W T 4Ldh Dunnett’ s test)

FikE v MM (B 3 BILL E DR B R — ATl A, MERIARE)
2 CDCA (50 umol/L) ZAL{E L. 24 e & CREFFAYZ2 FGF-19, CYP7AL X OF SHP
D4 mRNA FE BB % qRT-PCRIEIZ TR L 7=, FERE LAY EmZ 1 & LIz L
EOERE TR LT,

b FMREEERRRAIZ £ 1T 5 SHP, FGF-19 BT CYPTAT mRNA FIRIZxtd 2 FHEIRTEER (/n
vitro) ™
b MR EE R TR A VT, CDCA ZLfE 2 K % SHP. FGF-19 K TX CYP7A1 mRNA F&Ei &
T AERZ e Lz, TOREE, CDCA (10 umol/L LA L) AL@Eiz kv, SHP, FGF-
19 mRNA FEEREOHIM, I N CYPTAL mRNA FEEL& O T 23 H B AR b
(W Dose linear statistics ), F7z, CDCA (100 umol/L) ALEIZ LD |
SHP, FGF-19 mRNA OFETL &I IR GARBEALE) & bhlk LT 4. 5 /5% L TN 1430 fFi2H800
L. CYP7AL mRNA DFEBLE: (X 99%/ D L7z,

C b FMRESENTAIAIZ 31T S SHP, FGF-19 K TR CYP7A1 mRNA FEERIZ x4 5 CDCA D
FEEAF1ER

. SHP FGF-19
2500
8 6 3y 2000
X B
m m 1500
N \
N
% , A 1000
i
R #5007
£ =
0- Y A W A 01— : . . T
N © QO Lo O o ®
> 0,>\ & 6;4\ N N Q> (umol/L) > g’b\ N N & (umol/L)
CDCARE CDCARE
CYP7A1
1.5
18
xf
)
18 1.0
m
R
N
A 0.5+
Ei
il
g
0.0-
o ,b\(o O %,.(o QO ’b\(_o \00 (umol/L)

CDCARFE
P+ ERERZE (R —3 BIOATHIRRZ M, MERIRE), #iRe, WIELEZ 1 & Lt L EOMMHET
~ L7,
SHP FE#PH (umol/L) : 3.16~100, fHX : 0.4003 (95%(EMEX : 0. 3295~0. 4711) . Dose-response : linear
FGF-19 JAEAGPH (umol/L) : 3.16~100, X :2.039 (95%(EMEXM : 1. 683~2.395), Dose-response : linear
CYP7A1 JHE#GPH (umol/L) : 3.16~31.6, fHX : —2.48 (95%ZHEXE : —3. 499~-1.462) . Dose—response : linear

Yuanyuan Zhang et al., Pharmacol Res Perspect. (2017) 5:e00329, https://doi.org/10.1002/prp2. 329
© 2017 Intercept Pharmaceuticals;
Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/). XV B AKGE?

Fik v FMSEEERTAIIAIZ CDCA (0. 1~100 umol/L) XITIEMEAWLE L. 72 BrE#% 0
SHP, FGF-19 & TN CYP7A1 mRNA %%¥i# % qRT-PCR {EIZ CRMM L 7=,
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)

4)

5)

FFHE HMG-CoA sZ2 TTBER EME R U CYPTAL SEMHICR T B4R (UNLRAZ—) ¥

Golden Syrian /~A A & —Z HUNT, CDCA % 5-12 & % CYPTA1 K TN HMG—CoA 3= Il R D
PRSI AUER 2 faEt L=, ZF OfEH . CYPTAL DOWEMED SELIEI1Z . CDCA BT 0. 046nmol /mg
protein/hr. XIMEFET 0.090nmol/mg protein/hr, HMG—CoA & ICEESE DIEME D FHIE I
CDCA £C 3.16nmol/mg microsomal protein/hr., XfHRHET 8.14nmol/mg microsomal
protein/hr T&H Y . W DIEM: & CDCA FETITHIREE & ik L THEICHED LT-.

K NLAZ—FIBIZ T D CYPTAL 1&EME K& U HMG—CoA 3E STl R IE Mt~ D R
BERA f R CDCA #¥
CYP7A1
(nmol/mg protein/hr)
HMG—CoA & %3
(nmol/mg microsomal protein/hr)
EHE HEERERLSE (n=12), *p<0.01 vs XIHBEE (BETIEARR)
Schoenfield LJ. et al.: J Lab Clin Med. 1973;82 (6) :858-868. & 0 {E#*

J5¥ : Golden Syrian /NI AKX — (I 12 5]/, {KEE 120~130g) (2, CDCA (43mg/kg.
CDCA BE) SUTIREE CRHERE) Z 2 WEAKRO#EG L2k, HFAREC X —FED
F7uey—bZfR L, HFREY3R— M4 CE#a L 2T 2 — &2 RN
LC30 A vrFax—hL7%k, ERLE4A"CAER Ta- RrX T a L RT
0 — )L DOHERELZRET S Z L TCOYPIAL DIEMWEZFME L7-, £/~ T3/
Y — LT 3-10 A5 HMG-CoA 2 ¥R L 30 0[] A o & =2 _X— F L=, 3-"C 15k
ANa VRO R E A RIET 5 2 & T HMG-CoA 3= TSR OTE M 2 54 L 7=,

0.090%0. 001 0.046=+0.005*

8.14=%0. 41 3.16%0.08*

E FORISERTRRA(Z 5 1T 5 BSEP mRNA IRICxtd 24/EB (in vitro) ™

CDCA ZAFI& CHAR I NT=%. EIZT I/ BBIA S4u, BSEP ZEZ X - THHHHIc R &
N, BEFIZEVET L &I+ T HBEENICOWIND,

b N EMRESEE IR 2 FAV T, CDCA AL T L % BSEP mRNA FELEIZ X1 A 1EH £ HEt
L7ze FOFEH, CDCA ALEIT L BSEP mRNA F&ELEOHIMN A &K AR D b
(Dose linear statistics), F7-. CDCA (100 umol/L) ALEiZ X v . BSEP mRNA I &
IIXTHR (PRIBEALE) & bbER L C 8. 9 fiflciin Lz,

X : b hPISEEENTAIIC R 1T D BSEP mRNA 8B %35 CDCA DEH

BSEP
157

B>z o3 S

N O b O O)\b '\QQ (umol/L)

CDCAREE
SEEME AR (R —3 BIOMF MR Z R, MR, #iRE, BRIELELY 1 & LEREOMEIHME TR L
7
BSEP FHEHPH (umol/L) : 3. 16~100, X :0.6083 (95%SHEXIH] : 0.4941~0.7225), Dose-response : linear
Yuanyuan Zhang et al., Pharmacol Res Perspect. (2017) 5:e00329, https://doi.org/10.1002/prp2. 329

© 2017 Intercept Pharmaceuticals;
Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/). XV B AKGE?

J51E - B FMRESEATAIAEIZ CDCA (0. 1~100 pmol/L) XITEEMEA WL L. 72 BEfE#% D
BSEP mRNA F&El &4 qRT-PCR V&2 TEH L 7=,

fE PSS TUBHEA- H AE T
M R L
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VI. EMEBREICEY HIEA

1. mREOHTS

(N
(2)

3)

(4)

ARLEEMDGmOPRE

MU ER e L

BEREBRTHERSA mMPRE

HEg G (SMEA)

HEE 3 2 B2 CDCA 400mg  CH AEFHE CDCA 40mg &) ML ZROKSE L. H AWK
0~ k7T 7 4 — SRR T L 0 s T o lFEER CDCA EEHER A et Lz & 2
%, CDCA BEH%50 70~80 43 Chemy L AR FE IS U, BeH-1% 4 Rl TR SRR E & ol L
776

MKEACBIT 2 HER AR, BE, AT/ T4 a— gl LT1 B 250mg KV &FEGRE L,
250mg FORIE Lok, MEFFEE LC1 A& 750mg &, 1 A 3EICHT GERROBET 2, 7B, BEOREIC L
O E T A28, 1 HEE LT 1000mg 2BV, -, 1EHZYOFEGEL LT 37mng 827202
L.l Tho,

thisis

MAER e L

BE - tRAEORE EAN)

CDCA IZ X BRI A2 51 TV B A E B 8 Bl 2 %42, *H ARk CDCA 2R N Eth L, BFIC
K OENE~DREZFMN L7z, 2R, FF (RERRE) ., IIRF 1 FE%ZIC *H A%
CDCA 250mg Z HA[R[#%5- L. #5-4% 4 BRI 72 0 @i BRI U7z, Iy ol ae & JE iz
AICEHEH LI 2 A, ZIEFFEORHEPRED AUCICABEZIZALNT GHEoH D t
E) . BEICLDZRINOE TR btz 9

2. EYEERMBP/NT A -4

(1
(2)
)
(4)
(%)
(6)

BfAE

M ER e L
Rz LR 52 B E #%
M ER e L
HEEETEHR
MUER e L
29VFS VR
MAEER e L
STEE

MU ER e L
Z 0tk

MAER e L

3. BRMA (REaL—>av) f@#H

)]
(2)

R A&
EE R L

NS A—SZHER
EE R L

4, IR
) TFF R a— gL, EIEE N T AR—FZ —Tdh D IBAT M OS2 @laccC X 0 IBE 0 5%
IREN, F MY s oo a— UpdignR ) ~7F K (NTCP) 24 L CHIgICE Y IAE N

2o

FREICBWT T T 2 e Si-1%. I REYEHAR 7 (BSEP) %52 X v jEH-H1ic

PRt S, MBS LIS Ic k. IBE TEHBRINEND  (BIFEER) 10017,

15



5.

10

"

Xl

(1) 1ok — xRS P9 &
M ER e L

(2) 1%k — RaAEREFIEiEE
M ER e L
<HBE>
Wistar RAIEHRZ » MZ MC 155K CDCA 30mg/kg Z HiAIFE e 5 L7- & &, & 5% 4 R ClIr
OB, BHMrOWEENEY., T, B O, B4 24 BT . ROk
BB K OV CHRUREN GO B iz, B5-% 168 WEfl TIERHA K OG- CHUNRBIZER D
LRI T

(3) At~ iTiE
M ER e L
<HBE>
I FOMEMET ~ M MC THEER L7z CDCA 25 L7z & & it Hic 2 < E o e 03 i
HEhz®,

(4) BEE~OBITHE
MAER e L

(5) T DD~ DFBBITHE
MUER e L

(6) MPELB/EER
T TARva—BOE MIET VT I AT HEARIT98.5% Th o7 (in
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8.1 Pregnancy

Risk Summary

Available data from published case reports over decades of use with chenodiol during
pregnancy have not identified an increased risk of major birth defects, miscarriage

or other adverse maternal or fetal outcomes. Serious hepatic, renal and adrenal lesions
occurred in fetuses of female Rhesus monkeys treated at doses 1 to 2 times the
recommended human dose based on body surface area (mg/m?). Hepatic lesions also occurred
at doses comparable to the human dose based on body surface area in neonatal baboons
born to mothers administered chenodiol during pregnancy (see Data). The animal study
findings have not been demonstrated with human use

The background risk of major birth defects and miscarriage for the indicated population
is unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the US 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.

Data

Animal Data

Hepatic lesions were reported in neonatal baboons whose mothers had received 18 to 38
mg/kg of chenodiol throughout pregnancy (0.6 to 1.4 times the recommended human dose
based on body surface area). Serious hepatic, renal and adrenal lesions were also
reported in fetuses of female Rhesus monkeys given 60 to 90 mg/kg/day from GD 21-45 of
pregnancy (1 to 2 times the recommended human dose based on body surface area). Non-
human primates form sulfate conjugates of the known hepatotoxic bacterial metabolite
of chenodiol, lithocholic acid, to a lesser extent than reported in humans, which may
exaggerate the toxicity of orally dosed chenodiol compared to humans. However, there
is also evidence that the hepatobiliary toxicity is partly due to the parent drug,
chenodiol.

8.2 Lactation

Risk Summary

There are no data on the presence of chenodiol in either human or animal milk, the
effects on the breastfed infant, or the effects on milk production. The developmental
and health benefits of breastfeeding should be considered along with the mother’s
clinical need for CTEXLI and any potential adverse effects on the breastfed infant from
CTEXLI or the underlying maternal condition.

EMA (EU #fF3CE) (2025 42 9 HREA)

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should use an effective method of contraception. The
use of oral contraceptives is not recommended in patients taking chenodeoxycholic acid
see section 4.5 for further details

Pregnancy

Patients with CTX and high cholestanol have been shown to have adverse outcomes during
pregnancy. Two intrauterine deaths in a mother with CTX have been reported in the
literature. Two pregnancies in mothers with CTX resulted in premature infants with
evidence of intrauterine growth retardation also reported in the literature. There are
no or limited amount of data from the use of chenodeoxycholic acid in pregnant women.
Studies in animals have shown reproductive toxicity (see section 5. 3).
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Chenodeoxycholic acid is not recommended during pregnancy and in women of childbearing
potential not using contraception.

Breast—feeding
It is unknown whether chenodeoxycholic acid/metabolites are excreted in human milk. A

risk to the newborns/infants cannot be excluded.

A decision must be made whether to discontinue breast-feeding or to discontinue/abstain
from chenodeoxycholic acid therapy taking into account the benefit of breast feeding
for the child and the benefit of therapy for the woman.

Fertility
Chenodeoxycholic acid is an endogenous bile acid used for replacement therapy and it
is anticipated to have no effects on fertility at therapeutic doses

F—ANZ7 YU T5¥E (An Australian categorisation of risk of drug use in pregnancy)
(2025 4F 9 H ¥ 5)

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

/NRIZEE 9 2 HgEsMEER (EMA)
HARDODETFIRLD 19.7 /NRE] OHEOFTHFHIZILLTO LY THY . EMA LI1TEAR D,

<AICB T BHEH EOEE>
9.7 /NEEE
INREE A G b LT IR R RBR A 13 DTy,

EMA (EU #813C3E) (2025 4F 9 H KAL)

Paediatric population

In two—non interventional studies with chenodeoxycholic acid, a total of 14 paediatric
patients with CTX were treated with chenodeoxycholic acid: 1 infant (0 to < 2 years),
6 children (2 to < 12 years) and 7 adolescents (12 to < 18 years). All paediatric
patients received 15 mg/kg/day as their starting dose.

The only infant enrolled presented with raised liver function tests within six weeks
of treatment start. The infant’s liver function normalised upon temporarily stopping
treatment with chenodeoxycholic acid. Chenodeoxycholic acid supplementation was re-—
started and maintained at a lower dose of 5 mg/kg/day with no further complications

This case of hepatic adverse reactions in an infant presented with multiple confounders,
such as concomitant parechovirus infection, co—administration of medicinal products
known to affect liver function (acyclovir and phenobarbital) and presence of
hyperbilirubinemia at birth.

Due to the rarity of CTX, the available literature is not sufficient to detect a

difference in the safety of chenodeoxycholic acid within paediatric age groups or
between paediatric patients and adults
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