ABIRATERONE
ZLYTIGA ACETATE

= 250 mg, 500 mg [ tab

HENEN | TREESAES )

7

= B ERE (YR 2018 & FDA A8 L)

1 8FEERMRBBRREMRISIRE - 2&T
£ Zytiga 1,000 mg qd #FH
prednisone 5mg bid ( #% abiraterone JAENR A EERRFEZEL
BRARBERARACY S EZBERAZ A TR ) -
2. SERHABEUNERER AISIRE - BEEE
Zytiga 1,000 mg qd A prednisolone 5mg qd -

B e E B TR S % BI=E
Abiraterone in Randomized chemotherapy-naive 1,000 mg of
Combination with mCRPC abiraterone acetate
Prednisone for the ( no visceral metastases) once daily

Treatment of Patients | Abiraterone + prednisone (N = 546) | +Prednisolone 5mg

with Metastatic vs placebo + prednisone (N = 542). bid

Castration-Resistant | @ Radiographic progression-free

Prostate Cancer survival (rPFS) : not reached vs 8.3
months. (HR, 043, P < 0.0001)

B  The median OS: 14.8 months vs
10.9 months

®  ADR:. Hypokalemia (17.2%),
hypertension (21.6%), and fluid

retention/edema (25.1%)
Clin Cancer Res; 19(24); 6650-6. ©2013 AACR.

(Trial: COU-AA-302)
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Abiraterone in Randomized, phase 3 Abiraterone 250mg

combination with abiraterone (n=597) vs placebo qid (1,000 mg) +
prednisone for (n=602) qd prednisone 5 mg
metastatic high-risk | B overall survival was significantly qd
castration-sensitive longer in the abiraterone group
prostate cancer than in the placebo group (not *Patients in both
(CSPQO). reached vs. 34.7 months) arms received a
m ADR of grade 3 : hypertensionand | gonadotropin
(Trial: LATITUDE) hypokalemia in the abiraterone releasing
group. hormone or had a

NEIM 2017, 377:352-360 | bilateral

orchiectomy.
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EI IRV EREE ARG CYPrA B R - ZBEREENRESHRBRETMFNIER
B BEERZEAN - B LERMaSIRBRBEAESTS - mEWREBLE R CYP7A B
RER - EMIAFEIEA - B ERAEEREROZEN( BHEHE LM - KR
HllE R E RO RN EZEY)

Mt R EHESEE (A

> B0 'Rt BERMMY - 49 10-30% 9w A B ol aE s 4 S R 157
> BEEAE  BE

ARERMKEREIEA
1. MEAMR/DE (BEREXRES 20% £ 38% ; P/EERERLS 4% £
9%)
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2. LEMEREEIEA : KEE (25% £27% ) ~ SI1E (9% £ 37%) ~ WV
AE (T%) ~ DERIB (2% ~3%) ~ WEFAE (<4%) ~ W& (<4% ) -

3. WERHMEIER : K55 (39% ) - KR (14% ) ~ Bk (6%) ~ 885 (8%) -

. RELEEIER  85RE(13%) ~ BEE1(19%) - K& (8%) -

5. RNBEADWAEEITER : B84 (15% £ 22% ) - S (57% ) - S
MMfE (33% ) - =M EMAEIME (63% ) ~ EMIPE (17% Z30% ) &
BEAE (24% ) ~ B LEIRINEERIR(0.5%) - BR K E & A [MiEHE -

6. BEAHEEIER : BM(23%)  IBE(18~22%) ~ HIEAR®G ~11%) -

7. MARFZESEIER : BM(>20%) - MEAMRREEGR8% - 3/4 #& 9%) -

8. ML EEIFA : MEA[RBRIAS ALT (11% £46% ) ~ MBEXRLR
MEFEEHS AST (15% 2 37% ) ~ MBRAEAS (7% E16%) -

9. ERIRNFZEEIEH : BEERG0%) ~ ALARKR6%) ~ BiT(6%) - HRERK
ROERSERERAE  STETEKE -

10. Bl S ERITER | WRBRE(12%) - MER(10%) « BRIEZRRE(T%) - BERE
W (T%) - "FR(6%) -

1. FRZ#EEA : ZB(11%~18%) ~ FIREZE(11.8% ) ~ LIRS R
(5%~13%) * 2MH3%(11%) -

AR BEREEYETRASRE - PRRENEIER - 818 EYASHEIER - RRERTIRIER -
HZ2E NHRNEMZENNTERFR - ZYEFANEEEHEREENERG I NE RSHE
#E (Common Terminology Criteria for Adverse Events, CTCAE) - & 2R MR A E R EEAEE -
PRBLRESUNREEDR - SUDPRHBERFNFALE - 2REMR) PR HA) - &
BEGMHK ) Ban(4 HTILT (5 &) - BRE 3 RULVEERR - BRENAREBETHSERE
HIFEE ; BEE 4 RBEW - AZSHFEERNABRER -

T £ R 22
> BIBEAZE : AFRHE
> WIeEA=E

B B E(Child-Pugh class A) : FHEZRFEHEE

m $/E (Child-Pugh class B) : 250 mg once daily (Zytiga) - @M% ALT
and/or AST >5 times the ULN (LE&® £FR) or total bilirubin >3 times
ULN ZEBRINEEAZBESD - BELIEER - BIKERFEE -

m =/Z(Child-Pugh class C) : Z71A
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B/ EIEFEEEARREARENERE
1. &6t A Prednisolone BIIEE%A Abiraterone #9 mineralocorticoid {EF = 5
EREMRIEMNACTH - ZEAOHMEERNEMRKA @ SERELESIE -

RMIPEARRFRBFME(E - (BEAZEH prednisone A - BIEIEIN ACTH &
o

2. BEERARIRE - 85 EIE spironolactone SBRIBAIRE - AAZEY IR
androgen receptor M5 EEERVER

ACTH I %5 Hypokalemia
l Pogitive drive

Hypertension

Cholesteral Fluid rerention

|

Pregnenolone —>| Deoxycorticosterone ' 10 —)| Corticosterone 'x 40

17a-hydroxylase l
Abiraterone

170H- plegnmolonc —) | 11-deoxycortisol | ———3 | Cortisol lx 2 )
| Cinabdyase

DHEA | |3 —> | Androstencds > | Testosterone | [ 1 g

(@)

nmmnhm.-.c—l acti | || =3 Hypokalermia
l Hypertension

Cholestersl Finid retention

|

Pregnenolone —)| Deoxycorticosterone l 5 —) Corticosteron l-._!

ngidl
1ar-hydroxylase | l
Abiraterone 170H-pregnenalone —_ 11-deoxycortizol —_— | Cortisol l ®1
C17,20-hyase l
DHEA lx!—) And | > | T l<1..,;-'e|

()
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1. CHRERENSM (RSB
K 2MMIEERIBAET ) @ &
B2 RE2EEEN (81E 3
AN 4 A BERESHEATEEG
BE )  BEiEmEaEmNE 3 E
A EREROEFERIVEE -
hif A% - HEEOBEEFEE -

JAEBIFEES A ALT ~ AST FOPEAT
Z —ERAARE MBEA—X -
ZEBRSM—R - BENINEE
Z -~ HIgEEg SR A&
HHBEABTEZEHEERER -

3. EFSHMRERE - KRG
BE ° (ALT =y AST = 20 % ULN #[
JAREAZE 210 E ULN ) BHEA
BERNZEH - EAREFHGE -

AESIEEHIEEER -

. &= ALT and/or AST >5 x ULN or
total bilirubin >3 x ULN : FZ£ & %
AST and ALT £ 2.5xULN, Ei total
bilirubin 1.5 x ULN; E%745 750 mg
QD

2. MR INEEE T BERSE  FEFZIM
IheE TMEIE%E‘Z AST and ALT <2.5x
ULN : # total bilirubin £1.5 x ULN,
&4 500 mg QD

B.UNMRIAEMN L - F5E

B LIRREINREAZE | BRI - BT
S hEEHEERESR -

ZUNEHE EIREEHMEAERER -
mineralocorticoid A =RBESHES
FIREMEAERE © BRR_EOlEE
RRETE LIRINBEAZHIZENAIE -
£ B A (WM YE) 2 Al ~ BAEIAI 2 #&0]
FEm 2B M EHEE R =

BEEHRBEE (Mineralocorticoid
excess) : A CYP17 #IHIE X E 5
BRI gEENSME K1
EMBRRGE (B1E 34/ 4 4S5
H) -

2VBRASM—RSME - B8 MEF
RRFE (MNBLE  maENNEE
HARE 2 Il M B2 N 2 SRR M YE ) - B
BREEERAZEFREELEARSN
RIZEEXRMEERERE - Abiraterone B

FrEMEHRSE  EBRE - &

A5 R JERVIE SR BT 2 R R EE AT -
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mineralocorticoid fFRAEg#4&ERE
MERVIZAN ACTH ~ EFER/OIMEZE
% HSME - KM RErmes
£ - MAUMRZ=3= prednisone i - &
B0 ACTH RE - B REE
spironolactone ER#EFFRE - ABE
Z R androgen receptor 5| L&
R -

DMEER : UREENSME - €88 | BUEALMEER - LEHEORE
MEMABRRTEE - TEaBEMAVEER |18 EHREOINEE Ml L EAE
B4 H S M ER W R IR RSB AE - 72 FREA - 2O ESHE (LVEF) <50% X
abiraterone #AZZHAB S AP MAE | NYHA T~ I 3¢ IV RO B RIBROE AR
RmAPRDEIZRES QT BHIERM | BiRERAAR 2 - 2OSREAS
torsades de pointes OVEAE (£ | [ME - RFBIMEMEBRFE - (KRR

BWwE) - HEBR left ventricular ejection fraction
(LVEF) <50% or NYHA class lll or IV /i
F=8 - )

MR EREBAER - 2BRE%

STERERNE  Srl2EES fE{F 1k abiraterone JAEHE 2 & &

thiazolidinediones (eg, AIM#EE ; oI B E RImEE )T

pioglitazone) gk repaglinide BJ¥% £ -

A e

% Ra 223 : HRBINASETREMRIE | AZ2ENR abiraterone K BB EfZE

an e % Ra 223 B 5 fEHA -

AEMEESE - HER - BENEESERALERRE - fjcl_-'f’gm ormation 2022
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@YX HIEH

Substrate of CYP3A4 (major); Note: Assignment of Major/Minor

substrate status based on clinically relevant drug interaction potential;

Inhibits CYP2C8 (weak), CYP2D6 (moderate)

> GFHREENBEZYILFR  F[ERBEHISIEER - NERM/EES
X - FEREYREFAERENINEEZFHANR -

A\

A EZHIIE E
> EEEBRIEARZEZNM - AEARR OB XRENER ( HBsAg ) ~ SBUNF%
Z e ( antl—HBc) OB ERETEE (anti-HBs ) - HAEMEBEE

A HBV RARHmE - g - S2ETEE MEL\MEE% R ME
Rinms%Y) -
> :A‘Fﬂﬁt* | ALT, AST, and bilirubin - SMEZ2HAREE —EH - AESEH
EDHI ﬂD%ﬁﬁ HER T EMINEEARZE (Child-Pugh class B), B8l ALT, AST,
bilirubin - F—ERSEMER £ _ERSMmEH%S /EJ R RESHER
—R - ﬁﬂ%i—‘t; BERRENSH(IFER  HIEkERLEE)  SmEHRE
8 ALT, AST, and bilirubin &4 3 @H -
B testosterone levels -
ERMP iRt FRE(REpHEEEARD—XR) -
BEHE TREEINGEAR  IREAFEZEZLE LIREEINEEAE -
BRI MR ER RS ROR BB BT

YV V V V
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Abiraterone selectively and irreversibly inhibits CYP17(17 alpha-hydroxylase/
C17,20-lyase), an enzyme required for androgen biosynthesis which is
expressed in testicular, adrenal, and prostatic tumor tissues. Inhibits the
formation of the testosterone precursors dehydroepiandrosterone (DHEA)
and androstenedione.

Targeting Androgen Biosynthesis
Abiraterone

@ e 4 Pregnenoclone 170H-Pregnenclone DHEA

v v

Deoxycorticosterone 11-Deoxycortisol Androstenedione
Renin- Corticosterone Cortisol Testosterone Estradiol

angiotensin- 3
aldosterone &
loop Aldosterone Dihydrotestosterone

O Decrease in level

* Inhibitor of CYP17A1 E Increase in level
» Pre- and post-docetaxel antitumor activity & n chanse i locel

ACTH = odrenocorticotropic hormone; DHEA = dehydroepiandrosterone
Medscape
Ang JE, et al. BrJ Cancer. 2009;100:671-675. EDUGATION
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1. BZEERA (REI—/NEEREMR/NR ) -  EERENZERSHNE
ma X R EIIE I AE RIS 2 10 BB REE - WA REETZERE
ARARAN -

2. lREMEFEMERMBELE  NRMERS - cJicFERENE

%Y -

3. IREHIEB M S ERFAZATER - B0 : EE - §5E 44 R(Vitamin
D)7 -

4. EBVEE - YLHRH analogues SNEZEATIER - BB EZENFAEENZE
B EMERE ) BEAXEEE LIRSEREMENES - FHIERE
ff FHLHRH analogues s Z AL VIBR S FREM)E I testosterone B AL
2 -

5. EINIEORE G EEMBEY EE AR - FEMEMTGELEHERERA
ERMPTEZEY) -

6. ENiFOREERELBREN AR RS - MIREHERIFEE (S
RN AN 2IE N - RZABE T ERERETL -

7. EHIRERSHZE-RY FNEIER  SEBRKAESE—DT
LB -

8. EHAMIMEDRAIEE : FFIN8E - [MiE - EHARR O EEMERES -
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