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ASREEEEEERNWEREHREE  TEEESUHBEITHWE_UFER
- IREBEERAEHET - 225 H 105 FRETAFLEENMENSBIZIRE - Ho
B M R BRI AT 5 BR 52 (metastatic castration-resistant prostate cancer -
MCRPOEZTEHRIRA - HEEFIOEEPUEATE 2 F - HFERK - ¥
mCRPC RO B ZE Y [EE 2 & tmh - abiraterone & enzalutamide DJfHERE 4 E @M=
SE{EEERE ; cabazitaxel B¥—REAZEE4E | sipuleucel-T oJ 3@ A SR EINEE ; FIK
MR radium-223 - BLEYKHRKRABEEEBRZNSHEER  REERE
R 7IAERIEYS - DUTEBR 7 ZRER U EBENMRIIIRE 2 8E - BEENA
APRE#EZ T - Xtandi®(enzalutamide) -

B EIMA SR SIRE

REBEEUNDREBEE (EAV)ZEEE | EREFEREMRLZEAFE (androgen
deprivation therapy - ADT) - & [ P £ Elfil /R E ZE A 1R % (testosterone < 50
ng/dLor 1.7 nmol/L)1ER T - BERE{IIB@)E(EEER | BERFENIR (prostate



specific antigen - PSA)Eils —BEE=-RItE - MREEREEIEM 50% - H PSA
>2ng/mL - H(b)FEEER  SRHERMERMEN FNSERBRLNTS
RECIST 122 ERAB AR T 1B K -

WEB B MRS RBERSENEERIOETIESIS R TE T#E - BRRS
EAR LM RIEMGEM R IE(HER2 ~ IL-6 ~ FRIZBL AR 5) S (LB RE

ayiaE

mCRPC REHER WS aEAENM - HRREELIF T HEM RREE
IEE R RS AR IEERIE - aEEREZFEL ADT BEE - RISHA
A RARELY) - SEDURRIHE (AUA)RBRBRIERBZRERE KT ARICEER
B - AR TERIR RS REE (B — KRR )

. AUA 2R Ra RS

Staging/H&P/Imaging Algorithm

Good performance

status
STAGING/H&P/IMAGING Metastatic CRPC
Index Patient 5
Non-metastatic
CRPC No prior docetaxel Prior docetaxel
STANDARD
Treatment with abiraterone + prednisone, cabazitaxel or
. enzalutamide to patients with mCRPC with good performance
Index Patient 1 Asymptomatic or . status who have received prior docetaxel chemotherapy.
e q Symptomatic If the patient received abiraterone + prednisone prior to
L A docetaxel chemotherapy, they should be offered cabazitaxel or
RECOMMENDATION enzalutamide
. N . OPTION
Observation with continued androgen A . . .
deprivation Index Patient 2 Ketoconazole + steroid to patients with mCRPC with good
performance status who received prior docetaxel if ab\ra\emne
OPTION + prednisone, cabazitaxel or is
First-generation anti-androgens STANDARD OPTION
(flulgm\de, b\(a\ylam\de and HI|IJIaITH.dE) (A) Abiraterone + prednisone, (A) enzalutamide, Retreatment with docetaxel to patients with mCRPC with
‘OR‘f‘!St'gE‘"E'EI‘O" androgen SV.’“hEi'S (B) docetaxel, or (B) sipuleucel-T to patients with good performance status who were benefitting at the time of
inhibitors (ketoconazale + steroid) asymptomatic or minimally symptomatic mCRPC discontinuation {due to reversible side effects) of docetaxel
to select patients unwilling to accept with good performance status and no prior chemotherapy
observation docetaxel chemotherapy
OPTION
First- generation anti-andragen therapy, STANDARD
RECOMMENDATION AGAINST ketoconazole + steroid or observation to patients Radium-223 to patients with symptoms from bony metastases
Systemic chemotherapy or with asymptomatic or minimally symptomatic mCRPC from mCRPC with good performance status who received prior
N ¥ Py with good performance status and no prior docetaxel docetaxel chemotherapy and without known visceral disease
immunotherapy to patients with
tastatic CRPC outside th chemotherapy who do not want or cannot have one of
:sg{gnxﬁ (?fsaa(‘h(ni(a\ tn‘:\J e the standard therapies fi
Poor performance Poor performance
status status
Good performance
status
Index Patient 4 q
Index Patient 6
Bone Health Index Patient 3 oPTION
Treatment with abiraterone + prednisone or enzalutamide to patients EXPERT OPINION
with symptomatic, mCRPC with poor performance status and no prior
RECOMMENDATION STANDARD docetaxel chemotherapy Palliative care to patients with mCRPC with poor
Preventative treatment (e.q. suppl 1 N B . N o ) performance status who received prior docetaxel
calcium, vitamin D) for fractures and skeletal 8) +p , (A) or (B) docetaxel to Ketoconazole+ sterid or radionuclide therapy to patients with chemotherapy. Alternatively, for selected patients,
related Ieven(s 10 CRPC patients patients with symptumat\c‘ mCRPC with good performance status and no symptomatic, mCRPC with poor performance status and no prior cinicians may offer treatment with abiraterone +
prior docetaxel chemotherapy docetaxel chemotherapy who are unable or unwilling to receive prednisone, enzalutamide, ketoconazole + steroid or
OPTION OPTION abiraterone + prednisone or enzalutamide radionuclide therapy
[;v:mse Iewlf:gr denmsuma‘htm z(u\ed(um:‘a'(ld (C) Ketoconazole + steroid, (B) mitoxantrone or (C) radionuclide therapy EXPERT OPINION
v;\ ?nlsr Ei |tngda DYE;IE? = WERE(& m:ﬂ tur to patients with symptomatic, mCRPC with good performance status and Docetaxel or chemoth 10 patients with
iyiihehanr::;:\a;‘;i: or m patients no prior docetaxel chemotherapy who do not want or cannot have one of mCRPC with poor performance status and no prior docetaxel EXPERT OPINION AGAINST
the standard therapies (hsmuctl?;eralpy‘\r‘;stek;hu cases, specifically when the performance status Should not offer systemic chemotherapy o immunatherapy
15 directly related fo the cancer 1o patients with mCRPC with poor performance status who
received prior docetaxel chemotherapy
STANDARD
EXPERT OPINION

Radium-223 to patients with symptoms from bony metastases
from mCRPC with good performance status and no prior docetaxel
chemotherapy and without known visceral disease

Radium-223 to patients with symptoms from bony metastases
from mCRPC with poor performance status and no prior docetaxel
chemotherapy and without known visceral disease in select cases,
specifically when the performance status is directly related to
RECOMMENDATION AGAINST symptoms related to bone metastases

Estramustine or sipuleucel-T to patients with symptomatic, mCRPC with
good performance status and no prior docetaxel chemotherapy

RECC TION AGAINST

Treatment with sipuleucel-T to patients with symptomatic, nCRPC
Copyright @ 2015 American Urological Association Education and Research, Inc® with poor performance status and no prior docetaxel chemotherapy




F—  AUA JaE 2RIk
Index Patient 2 : SBAEARSKAEAREE M - EAREB{EH docetaxel B mCRPC
[ PR E8 R 72 & A abiraterone + prednisone, enzalutamide, docetaxel 3%
sipuleucel-T. [Standard]
BR PRE8 BN O] LU first-generation anti-androgen therapy, ketoconazole +
steroid. (Option)
Index Patient 3 : BfER - BREEMRER Y - BRE{EHA docetaxel B mCRPC
i PR E&EM7A £ A abiraterone + prednisone, enzalutamide 5% docetaxel.
[Standard]
HHABEBNRSE - RAREEMZAREA radium-223. [Standard]
iR PR B8 Bl o] LU 1Z ketoconazole + steroid, mitoxantrone % radionuclide
therapy. (Option)
Index Patient 4 : BfEAR - BEEEARREA{E - BRE{EFA docetaxel B mCRPC
i PR B8 Bl O] LUE4E abiraterone + prednisone, enzalutamide, ketoconazole +
steroid =k radionuclide therapy. (Option)
GRS A BRI RR AE - B REBEM O] LI docetaxel B¢ mitoxantrone.
(Expert Opinion)
HHAESERIRE - RIKEEMZAMERA radium-223. (Expert Opinion)
Index Patient 5 : BIER - BREEMRRERF - B{EM docetaxel B9 mCRPC
i RESRM /A (£ A abiraterone + prednisone, cabazitaxel 3 enzalutamide.
B EBE(CERILL abiraterone /8 - ZEFEEX A cabazitaxel 2% enzalutamide.
[Standard]
i PR B8 Bl O] L& 1E ketoconazole + steroid 3% #4#& 5 A docetaxel. (Option)
tHHABEBNRE - BAREBEZAEMR radium-223. [Standard]
Index Patient 6 : BfEAR - BEEEARRE A £ - E{EF docetaxel B mCRPC
fRIREBENAEAZERE - B/ DEURZ T 0] abiraterone + prednisone,
enzalutamide, ketoconazole + steroid &% radionuclide therapy. (Expert
Opinion)
R EBENA SR IL R EEREEREN & E A, (Expert Opinion)

Xtandi®(enzalutamide)

%)

5—HBES enzalutamide 40 mg -
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IL Androgen receptor (AR) v Testosterone x Enzalutamide

O AR after conformational change due to

testosterone or bicalutamide binding g P tamide

1. Enzalutamide inhibits V. e e
AR-testosterone binding \ \/\ partia h agonis
with higher affinity than activity that occurs

with bicalutamide

bicalutamide

2. Enzalutamide receptor
inhibition blocks the
activational change

resistance

XD &'

induced by
AB—testosterone 3. Enzalutamide inhibits
binding AR-testosterone nuclear

translocation and
DNA transcription
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CCR Drug Updates AR
Enzalutamide =5 _ UM HRENE - REREY L AR BESHIRA A -
BmEUAEIEEAREERRESS Bﬁ%ﬁﬁﬁﬁ’fﬁ%—%ﬁg@Eu%?l@ﬂ’{l%’fﬂ%?éﬁfb ;

WINHIBEIES 52 A#Z(nuclear translocation) & &2 DNA &5 - #EREEEIE RS2
ZAEEE  HRENEIEBRERRIEBEZENEMENZE - eEBAINHIET
SR AR ER -

1. ZEYSFNEZRENERERIIRE BEBURERBEEIRNEBRIE
RSB MR T AR ERERAEE -
2. ZYSFMESBNUERNERERSIREESERSB docetaxel 8EE -

EERBEERE

EEME%/ O/ enzalutamide 160 mg (4 #1 40 mg BE) - §X—R - EEKE

HIEAR - BBENZEEED - BRIFFMEZRR - BIEEM LHRH analogue o2
MEZAE

D

13K IR AR 2 BRI SR
1. BE DPEIEENNEAZREBERARELS
2. EESPEEINEAZ(CrCl230 mL/min)EEERREES - EEEINEE
AZEARBREE B ARETIE - B/IVOER -



3. EEANERRENS
MNRFBE ARG AR CYP2C8 HIFIHE - RFE1K enzalutamide BHEIE 2
80mg -

5. REABRUHEMER - & enzalutamide SKERNEH I ZEFEREBRP -
RN E®E 3 @R - K ARHABMBZER -

FRRE
BERNARRELSEN/ES - B4 - BENsSE - Ethi/)REBEZ7E|
fEREHE - B aMmIkiE ) - 7Kg - R[EEH - EEEF - x4 - SPREUSInS -
* Enzalutamide BAERHBERMEIFZEN  ARBAEEZLFREIEEMS
H(BFEEEIMS ~ hE - [REMAIEREEANER - TR o sEfREEEE 3R
BIEZEYSEREPSE)NERER/D -
s  FJBEEX enzalutamide B AR/ ERY O] 3 M & fk s B E 1Z B# (Posterior
reversible encephalopathy syndrome, PRES)# & - PRES @—1EF R M
o] PR EEIERE - HRIBHREZEREN - @R ANEFBSIEY
EEEEZHME - BESE  JRERL - RERRNEMKE RIS H - 2E% 384 PRES
M RE R LB ARE -
MERLIR2 3 AEUNEAMZ ZEIFH - BEFAZ BN ERERANSE 2
BT - BREREIERE ; MAMNE - oJFEMEEIE(120 mg 8k 80 mg)/afk -

iR 88 - MDV3100-03 (PREVAIL)z: B2

RZEZH0 - BE - 85 - LRIEISRA S =R RaR -

HE 1717 UEERS B EMERNRBEEREERE AN MCRPCEE - M1:1
BEtE D4 - #FTOMR enzalutamide 160 mg 8 X—R(N = 872)F AR L HEIB K —
R(N = 845) - TEEWEEAEEF RN EEEEREBEFEM(radiographic
progression free survival, rPFS) -

SETIERZHAP N - aFEAZEERFEHRIREHEBEE NS - enzalutamide
B R A 2 TR BI% 28% K 35% - £ enzalutamide TI#F 56T & f PR 1E
29.4% [HR = 0.706 ; 95% CI : 0.596, 0.837 ; p < 0.0001] - 1 enzalutamide AR
??/EEMXI%QE) 324 R - Z&EEIH% 30.2 EH(B ) - Enzalutamide AR Z FE

- BB ERBEHLTHERMEE 81.4% [HR = 0.186 ; 95% CI: 0.149, 0.231;
p < 0.0001] - rPFS PAIE T ARENES[EARES vs. 3.9 BH] (B =) -



ZE2HE D - BE=RULEARBHE enzalutamide HELZ T 7 B % 43%
37% - JLEEAT - S MBI KA SE = RAEE S

o

i A
100+ o 100- Hazard ratio, 019 (95% Cl, 0.15-0.23)
90 & 90 P<0.001
T o804 T £ . 5 i
25 nzalutamide 80 .
= 704 Placebo ™=~ o — 70d Enzalutamide
> 8
= 60 X 60
Sl I B>
a E S Spmroc-waomonsomnnme s
5 40 L2 40
g 30 ':!.v» 304
209 Hazard ratio, 0.71 (95% Cl, 0.60—0.84) & 90 0000 eEEEs , Placebo
104 peo001 $ ol
O v
T T T T T T T T T T T [-3 0 T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 ; ) 7 ) 5 R
Months Months
No. at Risk No. at Risk
Enzalutamide 872 863 850 824 797 745 566 395 244 128 33 2 S
Enzal 4 2 12 4 1
Placebo 845 835 781 744 701 644 484 328 213 102 27 2 Pl"azcae,;’?m'de géf 305 ;g zg 35 3 i

B : PREVAIL iR 7FIE= Kaplan-Meier Bi% [E = : PREVAIL & rPFS Kaplan-Meier Bh%%

B PR ER - CRPC2 (AFFIRM) &t B&

—IBZ P - BEtk - R ER 2 55 = BRER PR AR

$ 1199 i1 & &%= docetaxel SR mCRPC £ - J/X 2 . 1 EEBIBERE » 4
#% enzalutamide 160 mg & X—R(N = 800)H R EIZ X —R(N = 399) - ExIL
%ﬁg /EHJWJ 1%;,.“ff',uﬂ:7(?—%,ﬁﬁ(rPFS)1’E7}%I%I§§<‘Ha R

BB DTEER - enzalutamide JAEARZREFEHRRITHEZNES - 4
’ii”é“J’le:b enzalutamide FIEARBER D 37%SET AEPFE[HR = 0.631 ; 95% CI :

0.529,0.752 ; p < 0.0001] - MEARFEPAIL - enzalutamide 2HAY 18.4 B A1
ReRBAEN 13.6 @EEA#KE LBENLER(EN) - rPFS PAIEITNEIRBIFL
[8.31EH vs. 29 fEIH ; HR =0.40 ; P<0.001] (B H) -

MAABRE AR EHRILEAIAEM - =R EMSHE enzalutamide ABRIEHN
BHER[A5% vs. 53%] - MRLZHBERNARSBSHEFEER - B8 - BUB4 - 580
R - RS -

A Overall Survival
100 Hazard ratio, 0.63 (95% Cl, 0.53-0.75)
90+ P<0.001
__ 80
£ 70
= Enzalutamide
2 60
" PSR- T W
o
= 40+
g Placebo
> 304
[e}
20+
104
o+———F—F 77T T 7T 7T TTT T
) 3 6 9 12 15 18 21 24
Months
No. at Risk
Enzalutamide 800 775 701 627 400 211 72 7 0
Placebo 399 376 317 263 167 81 33 3 0

B : AFFIRM B2 ERSFIE 2 Kaplan-Meier B4R



C Radiographic Progression-free Survival

100+ Hazard ratio, 0.40 (95% Cl, 0.35-0.47)
90 P<0.001

80
70
X 60
50
40-
30
20
104
0

Radiographic Progression-free
Survival (%)

Months

No. at Risk
Enzalutamide 800 583 447 287 140 58 13 1 0
Placebo 399 176 86 46 20 7 3 0 0

B f : AFFIRM {58 rPFS Kaplan-Meier B4R

RIRHEE

BRRZERBEESR  H—  AEEINMUNERMSIREE RS ERLEES
L BB AECRCREREALILREEY - DEIREEEA S EEREM(ECOG
D0 1) R=EAARFGREEREREER - BORRBERILAEE 12 @ARNE
{EREBIMIEEIAIIREE - B Gleason score>8 I - A B EAEEAZERIFER
enzalutamide - E_ : JAEEBMMNERERIIREECOG 7 EZE<) HEFERE
docetaxel M1{EFEREL EMmE#ME -

Enzalutamide B SpIEEZEERFER - 5 3 BAFEBEREPFE - BEMmER
H - FREMEEREACIE KRS PSA NEEREE - FHHEEEY) - Kmb
abiraterone EgEE—EH - BATE® ; BEEBREEZmaEFAMZMAEE - £
TELEPR -

4EE

mA

nlll‘

HRBEEBHEN MR EEAEDERFER - TFRFERIFEMINE £ -
SRBEREZSHEENFE - F—RERFHE enzalutamide - fIHIEMRZ
RERE flutamide 2k bicalutamide B1E - BRIEZIMHEHERERM I EMRUNETE -
tEAHEENEN - MIAS =R ARG R SRR enzalutamide RO - EEBEEER
FEPIEEEEMENRIEE - BEFNERDNERENEAL - 8 HH—HL@EMWEE
REEZEASRHEZENE  REBEFRBFENEEEENFILEATEFRNES -
BT ERBRRRAAELZE -
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Jean Hoffman-Censits and Wm. Kevin Kelly. Enzalutamide: A Novel
Antiandrogen for Patients with Castrate-Resistant Prostate Cancer.
Published Online First January 8, 2013; DOI: 10.1158/1078-0432.CCR-12-
2910

Howard I, Karim Fizazi, Fred Saad, et al. Increased Survival with Enzalutamide
in Prostate Cancer after Chemotherapy. N Engl J Med 2012; 367:1187-1197.
Tomasz M. Beer, Andrew J. Armstrong, Dana E. Rathkopf, et al. Enzalutamide
in Metastatic Prostate Cancer before Chemotherapy. N Engl J Med 2014;
371:424-433.

American Urological Association guidelines for Castration-resistant prostate
cancer
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&% E s =B BRI (Low-density lipoprotein cholesterol, LDL-C)2i& A% Eh Bk
BB O M E &% (atherosclerotic cardiovascular disease, ASCVD)WEZEREF - M
RALIK - Statin 2224 21K LDL-C SBMNEY) - BESmERAM S AENE
fth [RE A H statin - MXEM S IEEES [AE(Familial Hypercholesterolemia, FH)
F A statin RAMZHENEEEZAEERS - FH 2—ERReRBEUHESE

MER - EREBEEBTT Apolipoprotein B B9ERA - 2003 &F - L EmEEE FH

K=& _LEIR T Proprotein Convertase Subtilisin/Kexin type 9(PCSK9)HEH
RE . A7 E BN FH BENERRE - K5|2EMFEBWMER - EimiikE
i PCSK9 FAZEMEEI RS ACH R - KBAZIEARBRIKAR  AUMREZEHZEZHRYT -
PCSK9 inhibitor 254k LDL-C RYZEY) T EEEE -

PCSK9 fERt% &5

PCSKO =ZHEMMEM - E—BowilsalEREs - B signal sequence »
pro-domain - catalytic domain & C-terminal domain A5 - ERAERESE - RS
HEXRBIBUM pro-domain BENEITBEIR A4 -

—MRIEEER T - LDL-C EEAMKRER LDL-R &5 - —EEANAR - B3

Bgae U D2 LDL-C - LUESRR LDL-C - T LDL-R IS B EIFT e R EAEER -
HEEZA LDL-C - DUGERZEMNS LDL-C)RE - & LDL-R #3065 - M9 LDL-CRE

i

WK -
PCSK9 &M AiiEnI S NE -

A

¥ £y SRERRAANA | A
G AR T | pCsKo mEET ISR
LDL-R 45 - Y0 LDL-C %
BEMATEESY) - ARE
" [. : ABFAHRE - #% lysosome 131
Rissstd ' : D2 - LDL-R B A B s [El U
LDL EDE-Rand PCSK9 - .

degradaton (/. | IS | AR LUbHHIEEEE LDL-R
’ 2 = HBETH -




PCSK9 # LDL-R EZ2H sterol regulatory element binding protein-2 (SREBP-
2)FA1E - TR IRE SREBP-2 A3 ZRIRNS - SEISIEN LDL-R & PCSK9 R -
PCSK9 # AN T~ E -

PESKARRibitor

B

PCSKO #H] - # % LDL-R
B2 PCSK9 e M SR EME -
# LDL-R oJ A ZIARAE A5 A

X ‘ ﬁ A SRR AY LDL-C -
degradation ) —

2005 &F - ZEBEERLMND IDL-C EERARENMHEHRE L - RIRKTE
B PCSK9 EREEE - E1&E PCSK9 ERAGHHEMEMRENERERE (loss-of-
function mutations) - BEEX AT AEFRER LDL-R 8185180 - EMFEMDS LDL-C &
ERE - Z2ETE 2006 FX NEJM BFRE—DRIKREMNE - 247 7 Atherosclerosis
Risk in Communities study 15 FrVEHE - HP 3363 MIFEEBARHET - B
2.6%¥&% ¥ PCSK9 nonsense mutation - HM 9 LDL-C 2EFHREET 28% - BE
AR B AR /OB ZE R R IR PR 7 88% ; 7 9524 fIHBARHET RIS 3.2%E58
PCSK9 nonsense mutation - H LDL-C M RE FI9FE1K 15% - & Bk 20 Bk /O et
IR ERPRIE T 47% - 2 BFEEB I Dallas Heart Study & Copenhagen Heart
Study STMRIRFLINER - 5 PCSK9 INEEfRAERRE MBS L EEIRFY
LDL-C REREIRS - TREZRE LR - 258 H0H PCSK9 - o] LK LDL-C &
RRBAKOMERESERE - RAEES ISR HEEZELY) - 2016 £ American
College of Cardiology(ACC)3&% 7 5 —%= non-statin therapy J expert consensus
decision pathway (ECDP) - ¥R non-statin ZZ#)7£#=5l LDL-C U8R ASCVD risk
REEAE - HohtR 4t 7 ¥ PCSKO HIHIEIr e FE 2 -

B RT3 H Ak AY PCSK9 &I S24% Btk A2 (monoclonal antibody) - small
interfering RNA X antisense oligonucleotides - # & &R Z BRI IZEEY)
alirocumab & evolocumab - 1 bococizumab #A7E 2017 &£ 4 B# X 7 ARG R
SPIRE-1 1 SPIRE-2 HI#4ER - BEMER 2016 F 11 BARIFEYFRERMZE - LITN
#BIR7EE LA alirocumab F1 evolocumab MEZEY 8RR BRAER -

10



B PR st Bl

— + Alirocumab (Praluent®)

Alirocumab 25 —1& L-m# PCSK9 NHIHE - & AT RIFFEE ODYSSEY
trial - Z2IK#ETT 7 14 (@ phase 3 W% - W#%4Y 23,500 firZZ - ODYSSEY LONG
TERM trial H5E455RE7R - alirocumab X5 24 BR5A] baseline #8EE LDL-C %
61.0% - 55 78 B M& 52.4% - HBRNLRMAHBEZEEE(P<0.001) -

140 122.6 mg/dl 3.60

118.9 mg/dl
(3.08 mmolyliter) (3.17 mmol/liter)
3 1205 o [-3.00
=
270 1004
E 2 240
£ 30 2
gﬁ% s7.9me/dl g9 =
9S8 E ¢ 483 mg/dl (L50 mmolfliter) [ >0 B
5ES (1.25 mmal liter) b £
s Y -52.4%
) 10 “61.0% e
PO} - U2
8
L
= 204 l-o.60
== Placebo+statin therapy at maximum tolerated dose=other LLT
= Alirocumab +statin therapy at maximum tolerated dose=other LLT
o T T T T T T ——0.00
0 4 & 12 16 24 36 52 64 78

Week

EBHTEAMNEETFR ODYSSEY OUTCOME trial #J prespecified primary
end point - FR/AMESHEEAZ alirocumab BERZEH(L.7% vs. 3.3% ;
hazard ratio : 0.52 ; 95% CI: 0.31t0 0.90 ; P = 0.02) - FE&EZERMAME L
(81.0% vs.82.5%) - JEFERMUAE - MlJE - MR MIREISEH alirocumab AR
B -

— - Evolocumab(Repatha®)

FOURIER trial W8% 7 49 ERZ 3 27,564 IR & - #1T evolocumab B K%L
ML - BYGE - TAES 48 B - evolocumab #A LDL-C B least-squares
mean percentage reduction &S placebo A% 59%(P<0.001) - 15 LDL-C I
REM 92 B&ZE 30mg/dL - Evolocumab 78 48 BFHA 87% =i & H LDL-C B&E
70 mg/dL BUF - #HER placebo AHRAE 18%(P<0.001) -

104
9“'1.‘ . S S— £ : £ e il;cepo el
BO—|
70|
g0 |
1
50+

404 |

LDL Cholesterol (mg/dI)

Evalocumab

B

04 T -— . —
20+
10+

o

T T T T T T T T T T T T T 1
0 4 1z 24 36 48 &0 72 84 96 108 120 132 144 156 168
Weeks

11



AROMESHRE D
(9.8% vs. 11.3% ; hazard ratio : 0.85; 95% CI: 0.79t0 0.92 ; P<0.001) -

+ evolocumab MR placebo AR EFEEERE

ARKE

(2% new-onset HERBIBLARMEG)MABSEXBBEEZR - R 7 E MU
A4E evolocumab BERSEER(2.1% vs. 1.6%) °

‘)

B0

é'z- #ﬁ )/I\ n\E

.I

PCSK9 #D I &

- Alirocumab(Praluent®) Evolocumab(Repatha®)
- E ANBEERSBHMNEMTEZ (fully human monoclonal antibody)
FDA
2015/7/24 2015/8/27
approved
1. HREBSESMREE statin - BEZEREAEER(LDL-C))
HAENEEEZES FRIEMSIERE RS MAE(HeFH) sk B Bk 56 AR E
ST B M E R (clinical ASCVD) Z i A &% - Praluen/Repatha oI
eSS Y o
— R BINVEHBEE -
A 2. % statin AMELEH statin Z IR SEEREMEES FRESE
KIEREM) SRS RMIEER 2 AZZE - Praluent/ Repatha o] &
Bl REAMPEMAEZEY) - (FRERBIMVEENEE -
ZEHIE 75/150 mg/mL JE5& 140 mg/mL JF 5%
FZRH=E 75-150mg Q2W SC 140mg Q2W/420 mg Q1M SC
Respiratory : Nasopharyngitis (6% to 11%)
) ) ) Central nervous system : Dizziness (4%),
Gastrointestinal : Diarrhea (5%) )
) ) ) fatigue (2%)
Hepatic : Liver enzyme disorder . ,
, Dermatologic : Skin rash (1%)
(3%), increased serum . . ..
) Gastrointestinal : Gastroenteritis (3% to
transaminases
) 6%), nausea (2%)
_ Infection: Influenza (6%) ) ) ) ) )
RI1ER o , Genitourinary : Urinary tract infection (5%)
Local : Injection site reaction (7% to .
17%) Infection : Influenza (8% to 9%)
.| Local : Injection site reaction
Neuromuscular & skeletal : Myalgia .
Neuromuscular & Skeletal : Myalgia (4%)
(4%), muscle spasm (3%) ) )
. Respiratory : Upper respiratory tract
Respiratory : Cough (3%) . , L
infection (9%), cough (1% to 5%), sinusitis
(4%)
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PCSKO #IHIEI 21N SRR PR ZE - A DEREERARSERIDEETS - RIZEE A
FAER - PCSK9 MIHIEI DI B E1E 50-60%) LDL-C - Z2MRYF - MoJfhas ek
BEREAROMESHRSEE - 2017 Fe25RARBAMEERRASERES T EHR
PCSKO fMIHIEIM AR ARZZ S (W N E) - BEREAEMY statin BUREMAL - {8 PCSK9
S o] LU A X IR E B M S IEE S MEF A BEM R A statin (A ZERAEE
TREBRASFIERE -

ACS

!

Start statmn or statn/ezetimibe for all

|

LDLC <70 mg/dL?

Yes No
Keep treatment Consider patients clinical features
/ \
DM? Intolerable
Tes N Use high intensity .| Use non high intensity
- statin = ezetimibe 7| statn+ezetimibe

LDLC <55 mgldL
can be considered

Keep treatment \/

LDL-C =70 mg/dL?

Yes No

Keep treatment Add PCSK9 inhibitor

Figure 2 LDL-C treatment algorithm for ACS patients. ACS = acute coronary syndrome; DM = diabetes mellitus; LDL-C = low-
density lipoprotein cholesterol; PCSK = proprotein convertase subtilisin kexin 9.
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W 42223 44 poks 4 (E 0 2 -Nintedanib ethanesulfonate (Ofev®)
PRIG % ZERM

=
|

Bl

it

MMM (E ( 223X 2 &2 Idiopathic Pulmonary Fibrosis - &% IPF ) O
FERAXLEB VD EBN—ERE - MEBEHIREW - FRkSENEXIESITRAaRK
HENED - MEMMMINEEZ TR - BEERS R MEMAR(ENRIFHE - MElSiE(bmzk
PURSRENF - BEE2EAMITTR -

e AE ENERED - BUSRUM - AFREERFEILN - R
MIENBRET 10 BADRR 14-427 N\ - EPFERGHPEFA - FBRIBILE
A CRRIBKEE R TE 7 - AXEEL  EMZIEER - & 7TEBEME
WSO - BEAN#EAESARENEESARES I VBRESETER  WRBEE
& SN ERBEIREEZELER  MEERMEEL -

i1 - Ofev E8E L7 - SMEIERRAERFE E Nintedanib BELEAR = Jm AUERE 3%
B WAEAMEEMNERICRER B ALERE - BIRGEREMMERLRA
MEEY AR XD 7 —EifERE -

Nintedanib (Ofev®)

=EiER
H G, ,ﬁ/ﬁfﬂ\ﬂ’c“
N N {
! R
o
— f -’h‘
= \
0, = | H
H,C
I &
EEBEHEAE

Ofev®(Nintedanib)WEZZEEIE2150mg - BR2RER1L2/)\F - BEEYRA -

{EFAtkEE

Ofev®(Nintedanib) 2 —1&/\ D F i Fe &I - o] UG 2 S B ks e ie 1= e
(receptor tyrosine kinase, RTKs)M3E s M BL BB 122 82 (NRTKs) - BHIHIA RTKs €
2= PDGFRa - PDGFRB * FGFR1 ~ FGFR2 ~ FGFR3 ~ VEGFRL1 - VEGFR2 - VEGFR3 #]
FLT3 - E° - FGFR  PDGFR * VEGFR TR 85 M4 i 8 4 (ERO B T i B B -
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Nintedanib @M =#EREASURERFEE S MIBE AR SEE - EMiE
BAMBAIRENER  MELIEZRBUMERCRERTINE RRIR -

5 2 MM A 4 {E(idiopathic pulmonary fibrosis)

Y3 TR IR RE (E A

Ofev EZFEAMHNE - HIIBEEAERRAFTEZREBEE 100mgEBR 2R - 5
Oy REFELHABMIE TR  BEEPEBNEAZRIZRE(CrCl>30 mL/min)
AFRBEE ; REFELERH Ofev aliEHIRREMEE - BmbePEEERTIE
CZER - BEXCEAIZERMEZ2ENR ; 5—77E - BHR Ofev Jge@ 0w E
T BHERZEMERENARNRE  BEZEXRZERHBENEENR - REZ
LMLk ALY -

BlfER

B REITFHMER(62%) - 18/0:\(24%) ~ EERE(15%) - BBERMEL(10%) ?’éﬁiﬂi"\
(11%) - BIBZFFL(0.3%) - #55%(8%) ~ SIMEE(5%) ~ M INBEFREI E71(62%)...5 - IR
BAFAMZ L FARRERFLLES Ofev ok -

EEEE
Nintedanib 2 VEGFR B9#I&IE - MNARR A - 90 wafarin -
aspirin..% - ZIENMEMWER - FREBEELZERFAZELSE

RIRANIRE |

1. TG ISR E MY A St HRCT (High resolution computed tomography)
FERE -

2. REN BENERZ B M Al4EE(Idiopathic pulmonary fibrosis, IPF)
% - mARA D EE (forced vital capacity, FVC)#E 50~80% 2 & -

3. FIEAEEN - EIFEFER nintedanib FWEIEA - BRAMINEELIRE(E
( RERHEANBNMEETRAERE 10%3 U EIEREER ) BELEE
A

4 BRERNEEZEEER 824 BEREATEERBREBE
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Bt PR l B - 9 /) VA B it 722

ERH 48 BrRVFAFR S - Ll nintedanib ZEHIEMZ BB ETERARGRER - LIFERK

N - E5HI - AEFLAR 40 5% - 2ER IPFER -

ZeMEANMTEER

432 22 A IPF B ENERARERPSEEE - iRA Ofev WEREERALZRHERZ
ZMRLE - AOMEEFVORENRRBEIBERVRED - (WE—)

T  0.007--pmy = ===y - e e === p— - - - ---
>
I
2 005+
v
c -0.10-
£
&
£ 0.15-
©
-~
[¥]
s -0.20 l
8
&
= 0.254
3
H
< -0304
Placebo BIBF 1120 BIBF1120 BIBF 1120 BIBF 1120
(N=83) 50 mg 50 mg 100 mg 150 mg
Once Daily Twice Daily Twice Daily Twice Daily
(N=85) (N=86) (N=85) (N=84)
== |
J—

H—HHE - —IESH 52 BT - Ofev WERAKRBEMIE 1231 & IPF BZEETT

Arfl - BLEEHZREE C €5 - LEE

1888 By - F¥fh Ofev 150 mg AL BB B XMRK

NAEMMERZ Y  &REER - HERRERLZEENSENRS - #EX Ofev BENRE
F[EFVCERERTHEBR LBAZENIERR - (B - B=)

10 4

Mean (SEM) observed FVC change from baseline (mL)

--»--Placebo——Nintedanib 150bid

Number of Patients
Placebo
Nintedanib 150bid

202 198 200
303 301 298
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A2 #8237 HFVC(E )4 K& R°

# Bl A2 A3
OFEV 2 R ) OFEV 22 A OFEV 2R A
150% %, 150% %, 150% &,
—RAm R —RH\ K — XAk
B a2 84 83 309 204 329 219
P WNE ¢
524 #4 % i &7 -60 -191 -115 -240 -114 -207
FEE L]
2 131 125 9%
95% CI (27, 235) (78, 173) (45, 143)

EEEIPEMME S RE - AXR2RITELEE
“IR K R M AR B ) B i 4T 6 1 Y

B=3tBche FVC(mI)E SR

SERD - G T Ofev MEBREREANTES - A 7 EREHRTTE
WM RELT % - ARFRBERELCESE - ASEMA LEENER -
(mEm)

100 T T =t m
SE oo —
T ™M e o
o
™}
904
g
z
£
S
Nl 80
(-]
g
E
&
W .
5 704 Hazard ratio: 0.70
g (95%Cl: 0.43 ,1.12)
£
o
=
2
60
= —Placebo
504 Nintedanib 150bid
0 o Censored
0 0 ] 50 120 150 180 210 40 270 300 330 360 313
Time to death over 52 weeks (days)
Number at risk
Placebo 423 422 L0 418 418 L6 414 LB 406 503 400 18 388 338

Nintedanib 150bid 638 637 635 632 623 623 620 619 617 612 606 601 591 532

BIIY : #ES7EEA 2 Kaplan-Meier Plot

Ofev(Nintedanib) B AL A EIRZ A 4 (EZEY) - 8E20 K0 IPF - 187+
BIEFaREER - (BOiEZ FVC MREXR - BERFER - RIBEEMINERERE
B REMEELCSES —BEE  HRUERELEERELER—KES -
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ZEIE 107 £ 1 B-107 £ 3 A& mE#

BETS BRI
BELEm NESRENEE WS 257 SNEHAEEZRSEENKES
REERRIE R BSEE
5 2 RS AR
(BRAE) (2P E) RRARIRAE X

Calcium glucanatex
10% 10mL/amp &4
BE MRS TR
(Calcium glucanate)
(ICALC)

Calglonx10%

10ml/Amp #5755 BEEF Ak

AR
(Calcium gluconate)
(ICALO1)

. AmIEAMEEAD

. JEFELE :

1) Osteoporosiss;Osteomalacia & &
2
3
4

HyperphosphatemiagtHypocalcemia -
REAfERglucocorticoidi®w & -
EH%J_‘_/L«,\ °

/(

1)
(2)
(3)
(4)

I'.li"ﬁ

. AmIEP % : Calcium gluconate 10%

10ml/Amp -
- HHEEE - HEE)EEIR R -

Gastro-timelet 30mg
(Gastro-T) BEr%
(Metoclopramide)
(OGT30)

Primperan 5 mg €22
BH (Metoclopramide)
(OPRIM)

BEEAE : e HCEWE - LT -

2. AmIEMD% : Metoclopramide 5mg/tab -
3. XRIEAMEKD - AEEIE - HEZEE/FRERT -

Halosten 1mg ()&
L4559 (Haloperidol)
(OHALO)

Halopin 0.75mg ()
(Haloperidol)
(OHALO1)

BEIE : 1560 KL ER -

2. AmIBEM D% : Haloperidol 0.75mg/tab -
3. XRIEAMERD - AEEIE - HEZE/FRER -

Fucidin cream
5gm/tube # BEIFE
#LE (Fusidate)
(TFUQC)

Fusidic Acid Cream #
100mg/5g/tube &
Z 3 B (Fusidic Acid)
(TFUS)

BEAE - BEIKE - EIKERV BRCRIE

2. KmIEMSD% : Fusidic Acid 100mg/5g/tube -
3. AmIERMEEMD

- HEHE - HEZEEFERRN -

Knowful 1.2g f&#E k&
1<$% (Piracetam)
(OKNOW)

Syntam 1.2g fRIBEETX
# (Piracetam)
(OSYN-1)

. EFELE :

(DS MEFERSENE DERCIER -
Q)& MR MR EA -

2. K@IEM D% : Piracetam 1.2g/tab -
3. AmIEREIKD

- BEIE - AEEEEEAEIRT
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BEEEXE  EZmEH
BEEEH . EME - BEE BB SHEZETRRBEBENNEmR
EHEMBE MR EmRE
& B PR RE K 2 AR R & AN
(BRI E8) (BRPaftH8) i i
Bolover cream 0.1% | Tretinoin cream . e
e L 1. EEE  SEMREEE TS -
HEZZE (Retinoic 0.1% 5g/tube #5% 4 . o
' o o 2. A@IEM D% : Retinoic Acid 0.1% 5g/tube -
Acid) ZLE (Retinoic Acid) ) o o .
3. XREAEKD - BEE - HEZE{FRIN -
(TBOL) (TTRE)
Norepinephrine Inj% | NORepinephrine In;j.
4mg/4mL/amp #&EESR | *4mg/4ml/vial 56% | 1. EEE | SHEME - OBKFLE -
ZEFR FIEAREE 5 2. X@mIEM D% : Norepinephrine 4mg/4ml/vial -
(Norepinephrine) (Norepinephrine) 3. XmIBEAMEERS - MEEE - HEIZEIFREN -
(INORE) (INORE-1)
{55 Isotonic NS X2 NaCl 0.9% Y T y—
. FEFELE : #S) Bl -
1000mL/bag 4IE&E | 1000m| 438 & kT N
K5E597R(NaCl 0.9%) 5% (NaCl 0.9%) 2. KmlER7% : NaCl 0.9% 1000mL/bag -
A==, .J70 7 .97 . R e o .
3. XRIEAMEKD - HEHIE - HEZE/FRERT -

(IINS1000) (INSPO6)

BEXE . hEER

EEEH: EME - BEE - ENEBHSZZTRERBAESREER

#EmmBE BRAE) ZmiARAE N
HERceptin # %o
600mg/SmL/vial(BRE)EREFE |1 HEERE  FHZE  ERMUIE -

TEHHE (Trastuzumab)

2. KAmIERSD% : Trastuzumab 600mg/5mL/vial -

(IHER600)

Cimzia # 200mg/mL/Syr.(52 %)
iR R EE 7 51 (Certolizumab pegol)
(ICIM)

1. EEAE  BRRUREEX - EBEUBEX - R
2. X@mIEM D% : Certolizumab pegol 200mg/mL/Syr. -

é?é

Lenvima 10 mg % # &FHIFRBE
(Lenvatinib mesilate)

(OLENV)

BRI @ R AERE -
2. A@IEMSD% : Lenvatinib mesilate 10mg/tab -

Opsumit 10mg # AT ETXER
(Macitentan)
(OOPS)

FIEIE © [REBMMMENIKS ME -
2. X@IEMS% : Macitentan 10 mg/tab -
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Evoltrake # 20mg/vial B (R Z &4z
#1,1% (Clofarabine)

B -

: BRI aN=ENEEAREA MRS -
2. KmlEMD% : Clofarabine 20mg/vial -

(IEVO)

Praluent # (%%

#8)75mg/1mL/penfRA5 B )F 51 . EFEE . SEEEZAE -

(Alirocumab) 2. A@EMS% : Alirocumab 75mg/1mL/pen -
(IPRA)

FILGRASTIM 300mcg/0.7mL/amp

(REEMR)(FLE)EHMLMA . FEFEAE : [EPMEMIKRZ -
(Filgrastim) 2. KmIERD % : Filgrastim 300mcg/0.7mL/amp -
(IFIL300)
EEEXE  mEER
BEEMR: KB - BN E ENBHSEZZZRAZERRERENRIA
EmBE PBRAE) ZmiARAE N

Aethoxysklerol 1% 2mL/amp’ # "% (B

(ILAR)

- 1. EEE . AESIE - FFikHEE - MEE -
# [ A %%) (Polidocanol) ]
2. AmlEMD% : Polidocanol 1% 2mL/amp -
(IAET-1)
MLN8237 Tablet 10mg # (EZ# ] %
9 # V1 e  enemsang -
(Alisertib) L
2. AmIEMD% : Alisertib 10mg /tab -
(OMLN)
Lartruvo 500mg/50mL/vial # (EZX#
rTive 57mg ( 1. WA EARE -
FA%%) (55,2 4) (Olaratumab) _
2. AmIEM 7% : Olaratumab 500mg/50mL/vial -

Relefact # (5%#1)0.1mg/1mL/Amp
(Gonadorelin(LHRH))
(IRELE)

BEAE - fa N ERLHD W EEERE

2. KmBERDR : Gonadorelln(LHRH)

0.Img/ImL/Amp -
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EEEXE  WEEm
BEEH: N8 - B5E ENEBHSEZZZRAEBBARIENRE
EZmBE (A 2 AHRAE RN

HB/NRAE AR REE (Avaxim)
(IHEPA-A)

BRI - NERBARMRER

2. KAmIBED% : Hepatitis A Vaccine

80unit/0.5mL/vial -

zt{Harvoni +/- ribavirinja BEE R A5
1-4- 5362 .
Sovaldi+RibavirinjaEE R B 27 .
12 (OHCV11) (OHCV10)

12:8%7%E (OHCV10) 5H{&

1258

BIEIE © AANIEHECEINTE -

. ISR RRANESES - [RPFEMAIL -
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