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[ Uptravi film-coated tablets 200mcg ~ 600mcg % 800mcg]
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Endothelin receptor antagonists (ERAs)?
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Prostacyclin g /=
Prostacyclin  or prostacyclin  analogs
(PCAS)
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NO/sGC/cGMP g j=
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peak VO2) it % *+ 15 mL/min/kg > = ;]T% ® BNP # N-terminal Pro-Brain Natriuretic
Peptide( NT-proBNP )k /& § Bl % 2 Bi 1 ¥ &2 < ¢ %k -k (pericardial
effusion) » = « ¥k TH A (‘tricuspid annular plane systolic excursion,
TAPSE) +=t 2 cm» .« 5 /&4 (RAP) /| * 8 mmHg » <%k (CI) 2
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ENE 2 S E VoL
® WA FF Rk § AR 8KPa (<60 mmHg)RE - a2k & H
c(FREE| EHEEC)
®  vRILG L F S LW OT RGP R OR(IPAH) - i @ Bk 3R
(HPAH) ~ FJR* 4| & 4+ % 5-(anorexigens) ¥ 5 ¥ #: % § B s A 7 4 g v
PRAusts E o o (ER 35 0lb; #4525 C)

C iR E

I: Evidence and/or general agreement that a given treatment or procedure is beneficial, useful,
effective. (Is recommended/is indicated)

I1: Conflicting evidence and/or a divergence of opinion about the usefulness/efficacy of the given
treatment or procedure.

Ila: Weight of evidence/opinion is in favour of usefulness/efficacy.(Should be considered)

I1b: Usefulness/efficacy is less well established by evidence/opinion. (May be considered)

I11: Evidence or general agreement that the given treatment or procedure is not useful/effective, and
in some cases may be harmful. (Is not recommended)

HhpE B

A: Data derived from multiple randomized clinical trials or meta-analyses.

B: Data derived from a single randomized clinical trial or nonrandomized studies.

C: Consensus of opinion of the experts and/or small studies, retrospective studies, registries
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® MENIEREATIRBLE Lo/ RHRE o (FREE D FERE
& C)
® it ACEI (angiotensin-converting enzyme inhibitors) ~ AIIRAs( angiotensin-2
receptor antagonists) ~ beta-blockers 12 % ivabradine # 3% * ** fe & PAH h
phr oo ",f?ti%%iffﬁﬁ AEERE AR EMR R SR E IR RS T R
F)o(FHREX N #Hxp 5% C)
foH R T F BRI 0 Ry ESCIERS ¢ 2015 # { R7ehdp 51 ok [8] 8
e (£w):
# = ~ 2015 # ESC/ERS & 3kic fdp 5! 3L
E R WHO-FC
e EH [ B TN N \VACR
) ambrisentan
ambrisentan
I-A bosentan bosentan Epoprotenol i.v.
) . sildenafil
sildenafil )
epoprostenol i.v.
macitentan
macitentan talafil
1B talafil riociguat
riociguat iloprost inh.
selexipag oral* treprostinil s.c/inh*
selexipag oral*
IC CCB(calcium channel CCB(calcium channel
blocker) blocker)
iloprost i.v.*
la-C o
treprostinil i.v.
vardenafil*
I1b-B vardenafil* treprostinil oral*
beraprost
ambrisentan
bosentan
macitentan
sildenafil
Ib-C .
tadalafil
vardenafil
riociguat

iloprost inh./i.v.*
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e B R WHO-FC

EN S 5 & ¥ IV &
treprostinil
s.c./inh.*/i.v.

%4 = 1 iv.= intravenous;inh.=inhalation;s.c=subcutaneous. * Bdpslm Tk £ 7

EMA(European Medicines Agency):* ¥ z& °

@ %3t 8 -y 2 (monotherapy) F J& # £ fhp 4 0 F O R & B e R
(combination therapy) - & & ;5% 0™ ;8 ¥ & % initial combination therapy (4-#
I ek R &;fjfa— A A R )I.*w& upfront) A sequentlal
combination therapy (/8- % &R 4% - FRBFHAF B et 52
o deF EAAFRE L V- AER) mfE L HRE AR qj% e ‘a%zﬁ{ %5

S AT B BAFAE T o

# 7 ~ Initial combination therapy * ** WHO-FC 2_:£ & /78 45 & &

WHO-FC (2 /3 93 % )
¥ 115 ¥ 115 %IV &%

o

ambrisentan +

I B 1B Ilb C
tadalafil

H s ERA+
PDE-5i

llaC llaC b C

bosentan +
sildenafil + i.v. - llaC llaC
epoprostenol

bosentan + i.v.
epoprostenol

- llaC llaC

H = ERA &
PDE-5i + s.c. b C b C
treprostinil

H s ERA &
PDE-5i + H
prostacyclin
analogues

(LAY
IIb C IIbC

ERA=endothelin receptor agonists; i.v=intravenous; s.c.= subcutaneous;PDE-5i= phosphodiesterase

type 5 inhibitor

@ Sequential combination therapy 4 fe + i » P - fBESE 0ok 0
A FREF R IR OES Y LPBEERITA S > P FAERPR
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# = ~ Sequential combination therapy * ** WHO-FC 2% /3 ¥3 % &

WHO-FC (2 /324 % )

" T 5 10 5V &
macitentan  4c _t
) . IB IB IlaC
sildenafil
riociguat  4c  }
IB IB IlaC
bosentan
selexipag 4c } &=
® ERA -fr'/f}i I B 1B laC
PDE-5i
sildenafil  4¢ t
- IB IlaB
epoprostenol
treprostinil inh. 4«
2+ sildenafil & IlaB llaB llaC
bosentan
iloprost inh. 4c
IIlb B IIbB Ilb C
bosentan
tadalafil 4y H
llaC laC llaC
bosentan
ambrisentan 4c
. . Ilb C IIbC Ilb C
sildenafil
bosentan 4 }
- IIb C IIbC
epoprostenol
bosentan 4 }
) . IIbC IIbC IIbC
sildenafil
sildenafil  4¢ t
IIbC IIb C IIbC
bosentan
H6aBE R L
- IIbC IIb C IIbC
HE =A% 5 &
1 1 1
o ik bC bC bC
riociguat 4c  }
sildenafil # ¥_# 1B 1B 1B
# PDE-5i

ERA=endothelin receptor agonists; PDE-5i= phosphodiesterase type 5 inhibitor
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ST EIFCPLERY Wor SEgr s 3

2o s 42014 5 £ 2 kdn 51 [9]

WHO- L
FC IA# IB llaC b B llb C

bosentan,

ambrisentan,
sildenafil, macitentan,
riociguat, tadalafil

bosentan,
ambrisentan,
sildenafil, ) i initial
. iloprost (i.v.), L
I epoprostenol(i.v), o beraprost combination
) i treprostinil (i.v.)
iloprost (inh.), therapy
macitentan, riociguat,
treprostinil(inh.)
Bosentan,
ambrisentan,
sildenafil,
tadalafil, N
. . initial
. iloprost(inh.), L
v Epoprostenol (i.v.) ) combination
macitentan,
. therapy
riociguat,

treprostinil( s.c.),
treprostinil (inh.),
treprostinil (i.v.)

o

2 7= i v.= intravenous;inh.= inhalation;s.c=subcutaneous.

Bk ST R AFHEE R B RE TR BRI E BRI
sequential combination therapy #x % » e _% T4 5% © - initial upfront therapy i
T A VUL [AAREMIFHEBESER -

~ % ¥ & selexipag 7 - fA v PR2Z FEH P IP £ 8 R_E & (selective
non-prostanoid prostacyclin receptor [IP receptor] agonists, SPRAs) > 8 5 fr & 32 §
£ 50 7 % 4% (prostacycline) # # 3 iu4= 2 & 4p ¢ o Selexipag € 5o "FUKE ik fig fe
1(carboxylesterase 1)-k f# = jH M R 4 » H 53 & % selexipag 2. 37 & - @ selexipag
BHELES L3 R IP X RGER L Y IP X g
it @ % 79 47 L A (EPL-EP4  DP ~ FP 22 TP): % - Selexipag & # % 34+ {1
B P R g 3 lAsn HARSE LR S 4 B pR A (B o FE R B 6% R
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A P XML ALK F - 0 BARE ¥ selexipag A £ hZ R q F1H P
e ES RERES L IE

S BRI REENARL KPR

EypE R A BAE RS 2 L ¢ . (WHO Collaborating Center for
Drug Statistics Methodology) 7 & [11] 4 34 & % %2 & selexipag #t/H 2. ATC %5 2
BO1AC27 - / blood and blood forming organs/antithrombotic agents/antithrombotic
agents/ platelet aggregation inhibitors excl. heparin - # %/ heparin “T bz o] 4R
#% = 4| (platelet aggregation inhibitors excl. heparin) ** BO1AC k& %7 » &£ 5
26ﬁﬁkm¢w,@£—ﬁﬁ’%$$@ﬁ&¢4’éﬁﬁﬁﬁWiﬁ#?f
A 4 ¥ 5 = 3 clopidogrel ~ ticlopidine ~ acetylsalicylic acid ~ dipyridamole ~
epoprostenol ~ iloprost ~ treprostinil ~ cilostazol % 8 38 - @ A% o A L4l ¥ 5.
¢ » & epoprostenol ~ treprostinil 2 % iloprost >t 2 R EF * 2805k (W # %3 o

B 2R o

BAAFRF ERFEFERF L BRARM ISR 0 1 T RFEF R LR
uﬁr“%"%&@me%4§@wim?Wa&%%%ﬂ%iﬁ%‘%%ﬁ
Mot F P RAF TR S8E- §FEF > X 47T HEEF L
epoprostenol ~ sildenafil cytrate ~ iloprost ~ treprostinil ~ bosentan monohydrate -
ambrisentan ~ riociguat ~ macitentan - @ £2 & % ¢ ’3'— BRE G ApiTIs R o A
et d 2y ik L Bl d% NF R Aod N o

/| el v N2 75 5 >
AN CARRBEREL G RTINS 22 L

ATC » 5575 _ )
\ HARFE B A 4] EIRIR TS EE
MU
BO1ACO09 /:4}% 1%7 O EALE SR 0.5‘/‘1.'5 S T R B % B o R
Epoprostenol B o B £ o3 B
Lowso x| P00 AT gl 40 s R
B R I5H o
BO1AC11 ol S eI S A O 2 S 2.%?];1;‘& SR SN 8 XA nh R
lloprost R o Fr@ml) | B B EE LR RBEL
B % > class I -
BFEENFHAPELER Y o
1. JZ s3] g (0 | 3 bR
BO1AC21 # #% % & (Primary 1 mg/ml,
Treprostinil Pulmonary 20ml/vial
Hypertension > | 5 mg/ml,
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ATC %~ 5575

ABFY @R A3 EIRIRGT S EE
e
PPH) - 20ml/vial
2. % o~ & ¢ WHO | =~ &
Group | R | 1.74
% B & (Primary | mg/2.9 m
Pulmonary
Hypertension » PPH)
£ & NYHA class I
BO1AC19 A A
Beraprost
BO1AC27 V3G WERGE (RLE IR 200
_ P TR 600 + 800
Selexipag (#* | B (&4pi"&aF % —
% 5 7)) 1041410182 ) 9%
dF_
1% 2 g b ik g o B
BB HRERL I ERF o
WL R TPk X R B 2 e
(L S-S "% B = /& (Eisenmenger g iz
GO4BEO3 B 5 R pomg we| B 5 R (Bisenmenger I
Sildenafil (PAH) » F§ 14+ 4 18 ok ¥)E & o 4 £ (WHO
ildenafi 4 .
Boan 4 OF 4 TRk - Functional Class Il %2 V) &
i oo H ° (102/8/1) -
27 BB Emy A RBER
L@ o
HOF YISk R BB
TR R LoUw o f g o 50§ o R
W@ % 3 x /& | 5mg/10 y
C02KX02 e 2 ip e
: (PAH) » Jgriec 38 | mg P 2 - . 7
Ambrisentan . o QFuEtmFhAPALR Y o
3.& = 1 o
i
e B R R o R 10% 2% Jogf (0 #e 5% 3 o R
C02K04 (WHO Group )z & [10mg % | 2055 °
Macitentan Ao R TIEEE RO | R R 25 5FnFhRALRY o
Ei o 3&FH 1 o
0.5/1.0/ 1.5 % 3%
C02KX05 1.5/2.0/ (1) o g 3% B % B 0 R 205
Riociguat 2.5mg % | R e
r ¥ () 2 L jiFis v IF 4

13/39




105CDR05017_Uptravi film-coated tablets 200mcg] 600mcgd 800mcg

ATC %~ 5575

ARFEV R &2 RIS
ENUANEA
AR s W A% i WHO
S 3% N i s
B EM®® 3 B (CTEPH -
chronic thromboembolic
pulmonary hypertension)z. = #
2.7 & 7% B e
% & /& (PAH, WHO 2FGEmFhAPALR Y o
Group 1) @ * Mook &= H 1 o
PAH &= 4 :]];3 B
CEGE AR D S N o1
WHO # 5 K & 1
¥WRrmEpAET -
o r:ﬁp‘ B =
riociguat ¥ — Z 35
B L E o p g
FRBERA ST
SRS E Sk
Pk 2 od &
kp WHO # it & &
I e 11 shups & 2 2
B Fl s Row
Bl PAH 5 o &
CEE NN ¥R
M PAH /& -
1w 5 R vt 6% 3 R o
2.7% % Bl R X s R A
WHO Functional Class Il 5 #
N . . | 62.5mg/ TN .
C02KX01 o8 e R T % B w BR(L AL * ¢4 Systemic
Bosentan R 125mg -to-pulmonary shunts e
Wk

Eisenmenger physiology) -
3FEETFAPALR Y -

4.5 % 1 o

=5 482 (

>

S RTATHR)
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#4741 & %% CADTH/pCODRPBAC = NICE 2 ¥ f1 #3244 % 22
?ijﬁﬁ'i"i TR AR Z R B HE W %ﬁygfffi:}igﬂ"—fé LR T
Cochrane/PubMed/Embase #p B < [;J% » B fREL R -‘;51% T Ef#«a LidiER
2P ipMTRRT Y Bk e

%k wEp

CADTH/pCODR 12016 # 6 % 7 p k> &7 selexipag 4p B R I
(4 &) EhRdRd

PBAC (/£) 32016 & 37 B EAAHITHAEL 5 AERR LM o
12016 # 6 * 7 pab o %&£ selexipag 4p B R A4
FEREL

12016 # 6 * 7 pab o &£ selexipag 4p B R A

S

NICE (# ®)

SMC (# )

HisgaeH Cochrane/PubMed/Embase s = & % -
éﬁﬁﬁ%i?ﬁ

3= : SMC % Scottish Medicines Consortium gt i Z4 £ £ ¢ DHER
(- )CADTH/pCODR (4t £ + )

12016 #6 " 7 p 1+ » & & ¥ selexipag #M@%r}%ﬁ%ﬁ:gﬁfﬁﬁ% °
(= )PBAC (:£#) [13]

PBAC £ fi*t 2016 & 3 7 % # 4~ #H3%f ik » #30@ RF T 2 o
selexipag ** 7o " #5%% B &£ R 2 add-on 3 NS 0 £ B IR G FIRA vk E 7
PFE o B2 ERP NBH o
(=)NICE (¥ ®)

32016# 6" 7p 2k e selexipag 4p M F R L H TR AEL

(z)8 @ FRFTH

136 FoR s o
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(1) SMC (@&t i)

12016 # 67 7. - %47 selexipag 4p M F o AL =R E L

~4p £ * 3+ 4% Cochrane/PubMed/Embase & + 3t B2 & 2 ! 4o !

21T 5] PICOS a5 0 iF i o THOF B & AR ERATEL A IEET 254
¥ (population) ~ i > /% (intervention ) ~ % »c ¥ & & (comparator ) ~ & »<ip]
2tk (outcome) % #7 7 k32 2 ;2 (study design) > H 3#&F i & FiZ 4o

Population Ao~ 0% &t pulmonary arterial hypertension

Intervention selexipag

Comparator AT

Outcome 7o o/ AR g RAPM B - 6 44
TRl s d ~ % n g 24 (pulmonary vascular

resistance, PVR) % % 2§ 23 4 %

Study design Randomized controlled trials, systematic review,

meta-analysis

& e+ it 2. PICOS » i% 1% Cochrane/PubMed/Embase % < ;;Jc?q‘ii » %+ 2016

#6 7 7p 2 selexipag ; f= " pulmonary hypertension | i M 4t 5 & (730%F >
HF R vg L s o

2) #F 2%

% PubMed ¢ + FALRE 1} B 4EF & FH0F - & & T selexipag ; ~ %
"pulmonary arterial hypertension | & £ ¥ 5] 25 % ~ jgie v iE- HEP BEH A
% randomized controlled trial(+ 4 %) ~ meta-analysis(+ 1 &) - ** Embase F L&
¢oHEE ﬂ#ﬁkﬁéﬁéii#m@ﬂf%#ﬁﬂ 8%¢/§’%°1@¢*§%."1J 7 W,?’%?ﬁiii
ZHF S QUEL R F R R B # e ARPICOS F o 2
“ﬁ%ﬁ%g"@i‘@ Lﬂ]?e ’ 1J}i%“fﬁﬂéq‘giﬁfﬁ']it%ffiélgﬁé—f—ﬁﬁp\/\ 4,‘;;;'@1;% 2 5
PIRREERSE 2R FREAPE R > TR R A0
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| ¥ - R4 a & Tﬁ?’ﬁ‘ Fi"‘:%? mﬁr;w

Selexipag for the Treatment of Pulmonary Arterial Hypertension (GRIPHON Study)
[14]

st 5 d Sitbon & 4 3> 2015 & 3 & & NEIM 2 "8 & 0% > fER R 3% ©
ARMEEREL D RRERE RIS FA AT EERY > T
6MW(6-minute walk)ied 2 50 T 450 =~ = 12 % s 7% R 5 5 Wood unit - A % %
e IRA 0 P AEXEH RN E RIS E e & ERA (endothelin-receptor
antagonist)f=/s¢ PDE-5i (phosphodiesterase type 5 inhibitor);¢ % & Je 4 f8 2% > 3
B2 2 A e & 4’”? 5 ¥ prostacyclin analogues % &-in i i 4 © 7R =
G~ 1,156 2 4 » T 1l et BIREES A % T R selexipag (n=574) 2 £ % &
(n=582) - Selexipag & & 14 T JR— % & = 200ug B 45 > & % #p 3 4c 200Ug E %
PRAFEFED(UoFp R AT HR)S A RERR G o deF 2 gEaR R
Few AT o BBV AEXHE Z v IR I600Ug - XA e ALK 12 FHEE 8
P26 AL TR S RE o RAERERT AEAE o a & B A s
HE LT TEIERAZHE o

R SR AR - JRER PR A R ondp iR gt
{mnQﬁ@éﬂw@ﬂﬂim%°m&%pwﬁim%mﬁk%gﬁ*ﬁk%
ToENER RS EFIEHRIRHREL L 0@ -‘Iﬁa AFE T A R ocdp iRt &
ez g A g LR m A T 3R X selexipag & A iz i b SR 5L S o
R I < selexipag ¢ E_ % & H# i A3 FpRirgdtery @ EH B
selexipag ip ¥ AL H # ¢ F B BE o G F A §d R LA

ﬂi%ﬁﬁ%éﬁﬁwﬁ%’ummﬂmwmﬁﬁ%*’&#%%%ﬁ@
WIREE E g A At )2 e Ffe/s a”*ﬁ’"( @#B&;’i HEEWrEREMIF
BOfeipR ZRAMMBILKRNEDPRE T o7 REP A ﬂ;ﬁiﬁ%? "
% B 1§33 o sie(balloon atrial septostomy)z_ 4§ & #;1 tfﬁ c BB TERG 64
FAR T A A B 3 15% % & WHO-FC cha s v > ¥ 3 & 37 h cht 65 7%
B ieR o B TR B - 23 el B 4 R 0 R | Rk AE R
g RArslAe

TERoeAp Rl 5 16 A EY FRISR I (s el b 26 23 F) Mk
- D 26 %R A FEF WHO-FC &1t 12 B8 vk 3 R 7 = 2 s 4 & % F
Bori g Ba L g4 o

AN
5 5

Lox3 0~ 1156 izgm A o~ #3 o inf B(n=574)# = selexipag /s @ ¥ & 2
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(N=582) - # MR e X X A P THISHEFER S 63.7F > A sk i 707 % o
ik 79.8% > TimEds 48141537 0 FEE ¢ L A 1k 19.7% 0 H s R LR
26.3%~ & FE JBM 27.8% >~ A F 16.7% 1 2 27 E 4 9.5% o f g 1 B K B
BRb 56.1% BBy 22% - A RFIL 416% - B F < F#kS WHO-FC
11( 45.8%) F= 111 (52.5%) - 6 4 48 7 385% T 325 (353.2480.01) m » 5% A
7 iefF & 20.4% - 4% % i ERA (endothelin- receptor antagonists)ie % 14.7% >
# % i PDE-5i (phosphodiesterase type 5 ihhibitor) it 32.4% 12 2 # %
ERA+PDE-5i g 4 it 32.5% -
WY MK G 351 tgm A Pl A LR 2 4 R focdptha P griog o £
3 170 i 4 B Bis R 8 EBAR (1L PR e 0 5O sk m) o @ ¥ b 218
EFA R R FA P TSR m 4 ¢ 0 88 E ok 18 E HIAR(26 R e
54 =5k ) o
% 397 o A P A RAF & F vidp IR R 2 242 o 4 [41.6%] 5 ie R 2 195
x:-fﬁi [27.0%]) - 77K 22 HR 0.6 (99% C1 0.46 t0 0.78) = 2 5 & 1 71 % fifx
% 81.9% o -4 AT X dhselexipag A £ ¥ 4 & MA £ 4 200 ~ 400ug
- % A = (133 iz 4 [23.2%]) ~ ¢ A £ = 600 ~ 800 ~ 1000ug - % & =t (179 i
A [31.2%]) == Al £ = 1200~ 1400 ~1600ug - * & =< (246 i * [42.9%)]) -
m selexipag # # >t vR— ‘B ¥ B @ AT AT o
HITiE 6 A\Eﬂj (TRl § 21.6%p; ¢ cdp il 4 foi= i WHO-FC § 18.3%;
Al A o 26 FRFERAF HREZ 6 Av\ffﬂ% FRISRET 9D 0@
B B3 4 4 2% o 3 WHO-FC eh® it 5 et & £ B M4 (R 2 74.9%vs.
e B 77.8%) o
i d o FR B IR FRE 2 N FRER R Bk B A i 4
» ¥R 137 s 4 (23.5%) 0 ipdk e 102 igp 4 (17.8%) 0 s 22 HR
0.7(95% C10.54t0 0.91) ; 87.4% & G Fep 4 -
M REHRERFE > > F) = & (death from any cause) @ ¥ P & 105 = 4
(18.0%) > ir B 2 100 i 4 (17.4%) °

% 2t

$HR Y AL R 4 (7.0%) 0 2 g it 82 B 4(143%)?]7 LE R

MREFE AR R Leh7 L FE 4 oselexipag & % £F % (3.3%)~ "R i8(2.3%)

PUE s (L) T RS 2 il 8 (g AT i - g 4 B b

),%‘ o Elﬁgg:g_z a9 F 24 o ¥ O Qif&ff 4 ﬁ%gﬁ’rﬁm}ﬂ ) &guﬁ.]@ s

Flf A WG G AR F o A R A R AR 6 B AR R T S E

R E RS Nt

it
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I event-driven AT F 4 o~ T fe BB BBk Bop A 0 3ER A RAF £ 4p
oo 7= AAFREIRFRARZH A > A FHRE R T KX selexipag in
AP o T M EE K 02 FE s R S o HR 0.6 (99% CI 0.46 to
0.78)c roarx F3 =R AN b Bl A2/ > 7= 12 GIRE4 & B itk » &4
e N fﬁ’**f*i#;ﬁﬂl o $r F R REAAELELR A 2k ‘r]
oo kA A s % LB 1 (18% vs. 17.4%) - Selexipag ¥ L F1 A b R Flig &
ZELED S rﬁfi}fﬁ/‘fﬁi#’?’&’*&xﬁm@‘ ]ﬁa/\#vr;cf Bk o P 7

WA E B RN A E 2 selexipag ¥ & RH ForeeE o

tfi BE B B @rﬁ-‘fﬁa« AR F R KRR gk
SR T b E I A ] £ e ARBE RO R 2 T
v = n;.,z A T 715_ ﬂ}'} ?Kq\r] lk'“ﬁ'% E'ﬁﬁ L_f}’%-'}rﬁ,gﬂ = ?’P?F#ﬁiiﬁa‘&

E1
» selexipag & £ H s ¢ F @ L%wm)ﬁ‘

AiEFRZ2 6 A dEH (TR VL H B RS RM i’?ﬂg FHT e AT Hcdy
FRL BN Bk MEBEE 25 2 o 5 WHO-FC Il s
FL AL AMAdH A e BREISR DR TGS A RI% S BE TR
FL S
i

w2 o FIEER C RIRNE R @ B b i A Bn R g s e e &
A2 LFEF2 SEKRIP R TRAKRED LFEFAL o

ek SRR EE e S o _‘f‘:}?s,\,.ftfﬁ?is’:f#&
I phe N @ His e A BRINR R L'p)ﬁﬁ‘é@?/rﬁfﬁg
Zo g HRdm 189%m1§5‘rﬁ D R E R REY SRR 2 & f-lprmwi.
Boe st Fiﬂﬁé} S selexipag 7 ctE (R gp B I g 2 5 o

Selexipag : an oral, selective prostacyclin receptor agonist for the treatment of
pulmonary arterial hypertension[15]

it % — K9 Simonneau & 4 »t 2012 & 3 4 > Eur Respir J 2. phase Il #5% -
VA ER LR P oG o= selexipag * T R R G A 2 ot & 2k e gt
R A3 e BT R B R 25 4 (X FILERA fo/2 PDE-SI in ) o
Az 3l et BAEES A vk de X selexipag(n=33)fr% [ A(N=10)i5K > ¥ isf e
15 e (45.5%) * WHO-FC 1l - 18 = 4 (54.5%) = WHO-FC Il ; & A% & #
BRE 20 T 4 (20%) = WHO-FC Il 2 %2 8 o A (80%) = WHO-FC Il - 2| & 1
- 23X 200ugA KL F B A FALHE S (BB HE L - XA = 800uQ)-
AT AL %i— THEL- XA X 200ug ¥ 3 X - 2 A =x400ug > H 7T X - =
%= 600pg I % 21 233 F 1 800ug > T AFH L 35 % o K 40 b R RER e
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Jh 4 BEX selexipag ;‘;)%‘—‘L opF R 5 143.3128.6 % (¢ =ik 149 0=; range 17
i 176 = )i % ] 2 % 35135.1427.4 2 (¢ (=42 146.0 % range 61 1 152

) wick e 3 14 1“}]33’\(424%)3V |5 B @t X A E (- = A = 800ug) ~ 7 =
Pt (21. 2%); - XA =X 600ug 6 5 4 (18.2%)E |- % A =& 400ug 4 % 4
wf L (12.1%)F 5] - x5 = 200ugoﬁ Py g A TR ¢ BT R o m 2 KR

B 37?']& ° B @3?' B9 o A (90%?@5“4&% i < A £ (800pQ) °
,,jé Feooedpih s 30 % 17 %305k B#:J’L # [24 (pulmonary vascular resistance, PVR) 2
i
ké-gc
B & Atdg RN 0 A S 17;%;513E e 2. PVR 80.7% (72.8 & 89.6% ; n=29)
R —?@“?J,ﬁ_p '115.9% (106.5 = 126. 1% ; Nn=6) - &% selexipag /r)% ;,ia Az
PVR T 357 s i 30.3% (-44.7 2 122%) bk 17 3% 6 489 7RISR0k
¥ L+24. m(164 50.9) 1 % % A e 2 +04m( 19.7 2 20.5) -

Aok e 3 1 (3.0%) % 2;«<~~»@s§1 © ¢ (20.0%)% 2 4,?355;“. ,—%‘E‘
3 5 *’}ﬁ 15.6%) % & WHO-FC =z & > 4p gt &E}‘%.gv‘ A (10%) - @ 3
R 2 AgA WHOFCﬁn“oyp%w%PETEJ%IL“’é 24 BT o

4~ APBER oedg 55 % R [15]

) Change from baseline to
Baseline Week17

RHC week 17
parameter % & &  Selexipag % JA e Selexipag % JA e Selexipag
(n=10) (n=33) (n=10) (n=33) (n=10) (n=33)
e 867.2+ 948.6+ 1090.8+ 818.8+ 223.6+ -129.8+
dyn/s/cm® 379.3 428.0* 421.3 416.9" 355.4 309.7*
= /—iﬂ:#ﬁ& # # #
o, 2.5+0.5 2.4+0.6 2.3+0.4 2.7+0.6 -0.2+0.2 0.3+0.5
L/min/m
DR SLES 2L
54.6+13.8  54.5+15.3" 60.3+20.2 52.8+19.1" 5.7+13.3 -1.7+11.0%
& mmHg
oo 5 R . * *
11.245.7 6.9+3.6 8.3+4.9 7.2+3.6 -2.9+2.8 0.3+35
mmHg
e B . . n
10.3+2.5 8.5+3.1 8.7+1.7 0.1+2.7 -1.6+2.7 0.6+3.4
& mmHg
PP FE 1399.2+ 1572.8+ 1687.1+ 1452.8+ 287.9+ -119.9+
4 dyn/sicm® 475.1 544.7 429.2 4336 227.8 498.8"
IS -3
§ wicR 60.6+8.4  61.0+£12.3% 58.4+9.3 62.9+10.0° -2.1#4.1 1.9+10.6

%

#n=32;*n=30;"n=31;{n=26 - * & ¢ [2 4 pulmonary vascular resistance; »%] ! 45 # Cardiac index;
L 32k 0% & Mean pulmonary arterial pressure; + .~ % /& Right atrial pressure; * fics ¥ #2/&
Pulmonary capillary wedge pressure; 2 ¥ & ¢ f2+4 systemic vascular resistance; & & ## "% i ¥ &

4 & Mixed venous oxygen saturation
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5m%‘ﬁﬁﬁ%4i*—P%»F@iﬁ’*”ﬁéﬁ&iﬁﬁﬁiﬁ
Moo bk L2 % UK Juh 5 (s m 66% vs. %P8 o 20%) T 5k (8 o 36%
VS, ¥R 0%) - w Sk (o o 30% vs. PR 0%)‘\:@,\.(,\,;@‘ 27% vs.
B e 0%) ~ JFE (o o 24% vs. $R 2 20%) ~ FLiE(ie ko 18% vs. ¥ e
10%)% o & ¥ T c =

.
,J~ %

Rl

AL &R selexipag * ot B E IR B R p A 2 foamal & & ’3:}4
fREREM Y 17T FEHSE S 0 ® % selexipag Ap T FIA BT 5 oLt M2t
B4 X 303% @ Ha FREA ER A R AR - oL AT R T R
bR R o @ & % selexipag ¥ st iy ddn dgort 2 0 iﬁi«"‘/i H

AP ET A ERE b BRA G M B «’:“KAQ\[]%4§-}’“’3?' T B
L ERE

Efficacy and safety of PAH-specific therapy in pulmonary arterial hypertension: a
meta-analysis of randomized clinical trials[16]

L E - 38 d Liu & A3 2016 & F &3 CHEST » v 27 Je 03 @5 0% 3 R SR 2. 5L
&7 g o X ot H — 5 (monotherapy) &2 & & ;5 % (combined therapy :
sequentlal combined therapy ¢ upfront initial combined therapy)z. % 4 22 F 5% o
£ 35 FEEE A IRGRBRAL G A Tt 2 }gkt‘ » 2 ¢ ¢ selexipag 1p M 05 - K 2012
#d Simonneau ¥ 4 #7% £ 2_ phase Il #FZ% - a4 {77 > i’r—g VLR e iR ER TR
BEA4c 6 A48 TR% > 0= 5 - NYHA/WHO-FC 2_ it ~ o jed 4 5@ 2 T
Sl Y R RN R ARG R TR REY L R

B Aot H - AR B & % AR T LT = 5% i (OR:0.50;
95%C1:0.33 to 0.76; P=0.001) + 6 A 484 17 ip|% &i«MD31HM1%%CI%4O
-36.80; P<0.00001) ~ NYHA/WHO-FC % % (OR:2.48; 95%Cl:1.51 to 4.07;
P=0.0003) ~ & ;e ds4 B¢ H i gty BERAL AR o @ ot R E B nR
- jah B R % 5064 4% 7 R% 7 2 (MD:19.96m; 95%CI:15.35 to 24.57;
P<0.00001) ~ NYHA/WHO-FC < & (OR:1.65; 95%Cl:1.20 to 2.28; P=0.002) ~ ] %
NF fum @ nkE 4 %% 8 (OR: 2.01; 95%Cl:1.54 to 2.61; P<0.00001)® i %
i 5 = 2 (OR:0.98; 95%CI:0.57 to 1.68; P=0.94) -

PR R RE AT 0 BV RE - R e BRI B - T
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e A2 K o0 @i 4 NYHA/WHO-FC 2 sc g 1 % i jede 4 Fecd o
Edrdk it & H e - o J ]@lﬂ}%‘éi?"?’i}]]% Edae 4~
NYHA/WHO-FC 12 2 n 2 4 5 > I&*iff*’:‘""‘ Frra LR o ¥ EERETF
UF A R SR D - RS o 2 AR o 1T R R
S P NP AIRE & ot L i

Targeted Treatments for Pulmonary Arterial Hypertension: Interpreting Outcomes by
Network Meta-analysis.[17]

=% - & ¢ Badiani & 4 »* 2016 & % 4 »* Heart, Lung and Circulation z_ % %
b et o RIS A4 (Network Meta-Analysis) e p en i 4R & 5% 3 RR

;ef),ﬁ?f P RTRA T Ak B PR R ok o FookdgtR s TR i & i« (clinical
worsening) ;o £ 3 S5fAiaK > sV~ 2470 A % 5 ¢ ¢ R endothelin receptor
antagonists (ERAS) ~ © FR phosphodiesterase type 5 inhibitors (PDE-5Is) ~ prostanoids
administered by oral, intravenous, subcutaneous or inhalatory route - selective
non-prostanoid prostacyclin receptor (IP receptor) agonists (SPRAS) % soluble
guanylate cyclase stimulators (SGCSs) -

PaR
5 A%

Hhor AT R A GRS (H 4465 p L) kRS A HY BE LT
#::LL o e 10 o R R 0 §on S T e [17) ¢

v = _;R(/‘;

I=Ey e WHO FC & = vs ¥ e R RER SRETE
£ i *
PR i)
BREATH-1 48.7 "L 1vs.2 bosentan 9/144 14/69
ALPHABET 45.8 1,11 N/R beraprost 4/65 3/65
ARIES 1 49 1L 1vs.2 ambrisentan 3/67 6/67
ARIES-2 52 1L 2vs.3 ambrisentan 3/64 14/65
Barst et al. 42 1,11 10 vs.15 beraprost 10/60 15/56
BREATH-5 44.2 II(E.S) N/R bosentan 1/37 1/17
Channink et al. 52.2 "L Ovs.0 bosentan 0/21 311
EARLY 45.2 I lvs. 1 bosentan 3/93 13/92
EVALUATION 32 I, Ovs.2 vardenafil 1/44 4/20
FREEDOM-C 51 1,11 Ovs.1 treprostinil 8/174 12/176
FREEDOM-C2 515 IN1IRAY 6vs. 4 treprostinil 11/157 10/153
FREEDOM-M 40.6 1,11 13vs. 8 treprostinil 22/233 15/116

PATENT-1 51 i, 2vs3 riociguat 5/317 8/126
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= & ;“-
, T35 = ket HEEE e
I=Ey WHOFC  # & vs % ey
3 5 ¥
e i)
PHIRST 53.5 L1 lvsl tadalafil 7/80 13/82
SERAPHIN 455 1LV 21vs 17 macitentan 721250 93/250
GRIPHON 18-75 1, N/R selexipag 67/578* 110/57"
SUPER 51 1,11 lvs1l sildenafil 3/69 7/70

ThipIE RS 2 F 24 4 & Fd Altmanand Bland 1 315 07 3 paE R

1 g odrlpsdpdl > B2 Bds Y 2 0oy AP RO H R 055 P R
ﬁ’@%“ﬁﬁ%mm%mmdxﬁ%ﬁﬁ’ﬂﬁ%mﬂ@@ﬁw%i?%%ﬂ
"\%’—‘&I]\:}—O

2. 12 Bayesian probabilistic analysis 2 ranking histograms » .7 & 4p $35 238 4
shpt L5 DT RS Rk 1 R 842 H|(SGCSs) - v JR phosphodiesterase type 5
inhibitors (PDE-5Is)4 2 v JR endothelin receptor antagonists (ERAS) & £t &

B ¥ LG UvIRZGEHRM IP 2 4 e H (SPRAS)A & {4 B L prostanoids &
‘_Ec'q °
B Al PRRAE SNSRI D B0 Hio R B AP ROT X R 5

: 2
gt B BT RO B B BT Ak LB o e b
B R LR AR TR L R R RS
‘?IJ”:,)%‘ O { 4-‘4;}7;:1 TR B L T LR 2 = AT o

(

fq

JiERE ez A

Lég"i';—*‘ ik 2 R Fs,;? *+ selexipag £r4p B @}F*L;e Sl %r‘fiéjgléjf'ﬁ ¢ - -
it - 2 i 5 guideline 2 % H i prostacycline #f7o % > #x# £ FiE o

* % & . selexipag #7452 ATC #% = BO1AC27 > 4 blood and blood forming
organs/antithrombotic agents/antithrombotic agents/ platelet aggregation inhibitors
excl. heparin - & #Z J, heparin % th2_x o] FE B dr )& (platelet aggregation
inhibitors excl. heparin) ** BOLIAC k& %7 » £ 3 2638 7 b en® & K& - &5
K,ﬁ; AR FEL P e GEEARD B FT ¥ A4 X £ 5 clopidogrel -
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ticlopidine ~ acetylsalicylic acid ~ dipyridamole ~ epoprostenol ~ iloprost ~ treprostinil ~
cilostazol % 8 3% - % % e ¥ AiI4len#E 5@ > ¥ epoprostenol ~ treprostinil 12 2
iloprost »+ # li&]é%f“ Fvindy TRBEETERE LR 2 APM R

ARG BERFEIFE KRG BRIPM ISR PR RFI T EES L
epoprostenol ~ sildenafil cytrate ~ iloprost - treprostlnll ~ bosentan monohydrate ~
ambrisentan ~ riociguat ~ macitentan i§ * > T g 4 # % 3 o B L E T fg
IO SIREY)

ARERL - AU R ERM IP X WEEH > B G rERF a2 w5 %G
(prostacycline) 2 # #g iu4» % & 4p F+ - Selexipag 7 & 5 1+ (S #4 £ 3 B Aot
P XA EGEH o L5 T IP X ER ML R s ;]1% e
(EP1-EP4~DP ~ FP 2 TP):R % - Selexipag £ # i #4~ 1 IP % 8 ¢ 51425 & 3
SR E PR A R it (T o 4 9 7% 3 R (pulmonary arterial hypertension,
PAH)} 1/ #4756 i 5 RS op JHoEa & » "5 MW IR L i 5 R4 o - (AR AL
1}{4 Pp A FIH P EMART - > HERA R

@ 1395 ESC/IERS *t 2015 & #74f £ 2 { #74p 51 ¢ Bedg 314 & P R £ 7w
FP W ke i selexipag por s o BHEEBIBe B R LRI RS RS
ESC/ERS Jff;lél B 70 »% % )85 GRIPHON 3 % @4 s - #IM 7
R 2 o d BN A e

,QFE]%#J.;};J;'I-;«— QAL B+

* ik FE P
CADTH/pCODR 12016 # 6" 7 p it &z selexipag 4p B ¥ R 1
(e ) ERIRL o
PBAC (;®') 32016 & 37 A A HITRAEL > AERH N B o
1201667 7 p o &4 selexipag 4p B R 4 4
FERAEL o
12016 # 6" 7 p ik B &2 selexipag 4n B R 4
GalELE

NICE (& R)
SMC (& )

3. AP PR IR PR 2

PELRTRRES G - TR Y A RHE  BR R e
(N=574)%F & % ] 2.(N=582)2. % = # * 4| Tk 1% & % (GRIPHON) -

4 or 1156 s A 3B o e B(n=574)F X selexipag in B @ ¥R e
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(N=582) - R EfX % A HISHPFR L 637F ainkes 70.7% o &
Md 79.8% 0 T 35E & 48.1415.37 > B ? T A F 19.7% 0 H s 5 L w 26.3% »
RCE RN 27.8% A F 16.7% 1 2 27 E 4 95% g 2bd i g R 56.1%
FEEl 22% 2 hF L 41.6% - B+ 5 #ic i WHO-FC 11(45.8%) 1 Il
(52.5%) - 6 ~ 45 7 FEH%R T 355 353.2480.01 - &% ¥ #\%ﬁ e 4 20.4% 0 &
% 18 ERA (endothelin- receptor antagonlsts),r K 14.7% > $= < i PDE-5i
(phosphodiesterase type 5 ihhibitor) ¢ 32.4%14 2 J& < ERA+PDE-5i 5 4

32.5% -

5 397 B A P A R AF & rcdp HR(H AR e 242 2 4 [41.6%)5 06 % 2 155
7% % [27.0%]) i+% 22 HR 0.6(99%Cl 0.46-0.78) - 5 % & i 11 % filad
81.9% -

BTl 6 440 (TRI% Y § 21.6% ¢ Byl 4 foi= & WHO-FC 7 18.3%
ot Bl A B0 RTRE O HREZ 648N FRIRET 9N 0 oA n
B BRI 4 2% o 2 WHO-FC ch® it fe ' & £ B 1 (4R 22 74.9%vs. 5 R
2 T77.8%) AR EAFE  FIHHBWF R A NFRERFRERE A L
Feegs A 5 %R 2 137 5 £ (23.5%) > Je 2 102 i £ (17.8%) s 22 HR
0.7(95%Cl1 0.54-0.91) ; &AL & 3 87.4% 5 fFes 4 » @ W&k L pF > 7 F]7> = ¥
(death from any cause) 5 ¥f & 2 105 i3 4 (18.0%) 14 % 7o Fr ke 100 25 + (17.4%)

S e

HHReY AL 4 (T.1%) 1 2 Jaf g 82 1 £ (14.3%)F]1 % L5 Joa
BB IaR o B Rend 2k R foselexipag fe i EE o (3.3%) ~ Hi5(2.3%) 14 % FE
S (LT%) e 7 R A Bsf e 08 g 4 B g LB
AETBFEET AFBEL o ¥ LA AF REAFEHEL LML Flp A wf
R AR g A MR A AR A el AR R FUER B R P A
% LE TR o

iL78 event-driven £ 3 o~ 7 fe B B 0% .—5_\3_@[};5/\ MR A& A 4 4
fheo = MEAFPHERGRARZH A 0 A BREP X selexipag is Fr 2 4
AR EF PR S A P RETE MLt 2 U2 B R B o pobk E e AL A
R M R LRAT E SRR s B BRI T AR ET o
HHFFIAFRACLELR A LA RFFF FAH AR LB M
(18% vs. 17.4%) - Selexipag ¥ #x & %17 e i Flig = :'v’ﬂ#:ﬁswg;g B 4 ﬁ;p S
SHEEEIH L AL T Bk e sk h LR YRR &L
€ 2 selexipag ¥ & R H Fr s s o
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GEA

4. %

1201667 P2 gMFTHRT ELT o
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REE D ASHAC LA SRR FR L F LAY

A4F £ 1 & 44 CADTH/pCODR-PBAC % NICE 2 ¥ f 3= 4F & 2 &
I S *1‘» A R R R
CRD/INAHTA/Cochrane/PubMed/Embase #p i < /F*Je » B fREL R %5)% TR E
%i%ﬁ@ﬁapﬁﬁiﬁipié%o

ki FL P

CADTH/pCODR 320166 10p 2 AEFTHE - RMFAAMTHR &
(be £ +) Er BodAXH gL had g o

PBAC (;£) %2016 & 37 X AR LR o

NICE (#®&) 32016& 6" 10p 1k &@EH -

R Fppe=hc 1201667 10p LEEFTH-

R

THFHE CRD/INAHTA/Cochrane/PubMed/Embase % & % -
ERERELZTH

3x : CRD % Centre for Reviews and Dissemination, University of York, England.ﬁv&%,’.@, °

INAHTA % International Network of Agencies for Health Technology Assessment 58 -
1. CADTH/pCODR (4t £« )

12016 #6710 p BT RPAAMFTH & FEFEL P RA A
aH L DL P o

2. PBAC (;&') [13]

PBAC *+ 2016 4 3 7 22 B 5t & 5 civi 4 3555 ﬂ—é‘ié P ERATS A Fd de
iofr (add-on therapy) * ** 9% & B2 & o 1 & R ¥4 PBAC i &
RS R AR PFE 0 P R AT F S R R o
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B Y A& B ML F X HdEFUA (ambrisentan ~ bosentan 2 macitentan )
&% T ‘_"},’]Eﬁﬁ’x fin V& 4 &) (sildenafil 2 tadalafil ) 75 307 & 7% F o Fi}gﬁ B oo
PBAC :n: BB A S8 B % 20300 PBS & A B 2 8 5and A2 g § g
e TP IR G U TRAk Rk 5 A A (trial-based ) s ArrEk 4 4TERIL K R E
Feafim, 22 > BEFRICER EiEF > £ 5 P DA I o

3. NICE (¥ ®)

12016 # 6 % 10 p ok | FAL o
4, t{,hPS/%R,fJ;;iL,— pﬁ%

22016 6" 10p 2 BEFHe
5. =& ?%}:ﬁ'—}ﬁ_*gf&gégk
(1) 5~ 2

~3F 2 * 48 %F CRD/INAHTA/Cochrane/PubMed/Embase & + 7 4 &
P 4Tl

(\x,
N

5 PICOS #s 0 F 4 > THF & AXERATELHER T 2 4
¥ (population) ~ ;5% > i (intervention ) ~ % »c ¥ & & (comparator ) ~ & % i
£ 4p 1% (outcome) % #7173 K 3-8 = 2 (study design) » H #0&F i i 2 4eT

Population “pulmonary arterial hypertension”

Intervention “Selexipag” OR “Uptravi”

Comparator Ko

Outcome Quality of life estimates, cost estimates,

cost-effectiveness

Study design Cost-consequence analysis, cost-benefit analysis,
cost-effectiveness analysis, cost-utility analysis,

cost studies ( Taiwan only) .

% pe + it 2. PICOS - % i CRD/INAHTA/Cochrane/PubMed/Embase % < jgk’g‘

- A

ALRE - %> 2016 # 6 * 5 p - 2 (pulmonary arterial hypertension ~ selexipag - cost
) B MEETEFEF  0F L e

Q) & =%
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ﬁ‘}aj\v;%%grr_‘; Se|exipag s #\ﬁzgfz:@]]\ N ?]‘Jt%ﬁt}‘%iﬁf{{ 72 = 74'\7‘91%/’:\*5'5\‘ ™

6. = iz—*‘:}a‘fc_li—f His A2 @7y 742

A B BEMIERE

(- )5 f 3

1995 2012 # B R b p (7L 3287 3 % Sildenafil % # 5% § & BT T 4F 2
[18] > st fir & 1 7% 3 o R & foit sﬁr,}g?ﬁmm;( F ) et 855 2008
# 3] 2012 = [ ek & (7B B s 7,333 4 3 7,984 4 o quak Bt Row R 60k
BRAdcS 2,936 4 113,622 4 o F 4k W E R F L B 7 F 40T £[18,19]¢

o N R R o X
FRETEEE a e REd
#¥ ® Korea (2008-2011 ) 13 3
/# B French national registry (2002-2003 ) 15 6.5
# ¥ Scottish Morbidity Record (1986-2001) 52 25
#& ¥ Scottish Pulmonary Vascular Unit ( 2002-2005 ) 26 9
# B National Audit of Pulmonary Hypertension 2011
W 40.8 12.4
FRte B 42.9 24.8
= f 27 45.2 13.1

*Hi» 2P gA2—

¥ ¢k 4245 Chung & 4 3t 2015 & #73F £ 2 }‘*%[16] FeitgE Y 2008 £ 1 2011
E 297 0 H % B o R E ”T’"}}?ﬁm v g L7 e g o= X5 7/100 4

Eo¥-ENF-EZFZ Ecyiai sl 00.8% - 87.8%% 84.4% o % ik R

i Fl ¥ LB o B8 E?\« P T ( connective tissue disease ) =i = F H & B

béf\ﬁlwhﬂ@moﬁ PNz R gd > PP U 7 416.0 ~ 4168~ 416.1 2 4169%0.;%3&/} %%

Eﬁ;“‘f"|—‘|'—JHF’,—4;\(E)IIL‘\‘F”F//‘_:t(g),l‘l__l%)%k’cfsr‘ ERF P (E) > F T e F LB L 4160 4 R
FFag s R iLm e g R -
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(18.8%) - 43 d %% § o B (idiopathic PAH » iPAH) =t 2. (8.1%) > @
4 %t 50 (congenital heart disease) & # 14 (3.9%) -

*%iEZRE 5 4 selexipag % WHO ATC/DDD Index 2016 #45%[11] &
BO1AC27 » % "BO1AC : Platelet aggregation inhibitors excl. heparin | #g » & & %7
Y oIe iT* 89 2 5 5 ditazole ~ cloricromen ~ picotamide ~ clopidogrel ~ ticlopidine -
acetylsalicylic acid ~ dipyridamole ~ carbasalate calcium ~ epoprostenol ~ indobufen -
iloprost ~ abciximab ~aloxiprin ~ eptifibatide ~ tirofiban ~ triflusal ~ beraprost ~ treprostinil ~

L A

prasugrel ~ cilostazol ~ ticagrelor ~ cangrelor » % vorapaxar & % 5= & o

SEdaptlneg £ FREM - FECMESFTELE AL12] i R
"RBEERIRF LR A 2R RFEFEAERLN[20] Aa g
gt ¢ > & A S TBOLAC #7, 2 % 4 & 4z tiloprost (BOIACLL -
B~ * % F 27 45| ) ~ epoprostenol ( BOLACO09 » 4+ ) » £2 treprostinil (BOLAC21 >
) o Hae oz F A 2 ¢ 42 ¢ sildenafil ( GO4BEO3 ) - ambrisentan
( C02KX02 ) -~ riociguat ( CO2KX05 ) ~ bosentan ( C02KX01 ) > % macitentan
(CO2KX04) > w1 v T &% 5 v pRA T -

¥ ¢k > selexipag E 2 4p M TR PR AR AU X R WG HR S ARET

WP Rt S

SFERIHCLEP W ERRP T T RFRREERE L ROERY FRE AR
5 TBO1AC #f  ihv PR5-38 - A 3R 2 23k 7 iloprost w » * 2 &) ¥ 5 42§ %
B R 3 S 4 ?1 v PR 538 > & 3% sildenafil ~ ambrisentan ~ riociguat -

bosentan » 2 macitentan ¥ & ¥ i chfr i 4 5 o
(=) ¥

3= ;i“%z e AFRprERLEHT #p (2017 #£~2021 &) /],ﬁ 25-100 ff'_—‘]ﬁi
B Ag o EREY X5 4400 F A5 17 AR o BK & &7 B iloprost

o A (Ventavis® ) % - £3 %7 £ 8w 4T 230 8 ~ 1 2,200 § ~
¥ o
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BRFHY 0L R ERK BT 2T

N E TR B ééiz—’ﬁ;:}; ~ &2 iloprost s » R G RE 0BT AT
¥ b o iloprost ehiE A R FEE A SERE R R S T RF S

R LR TR AP AR BREARR DR B R RS A R
iloprost w5 » #* j% &2 H o

PR RHEE AR A L*Fi;—ﬁ%“% 2015 # € EL ik Adempas -7 &2 F
RAHFGRL[2L PR AREFF LT HFAL 65250 2 2R YK
wehdde (¢ LR . S *«3;) » Jife 2017 & I 2021 & chA &
PR A e LR R B A RS b 3 E 5 2017 £ 1 2021 & o
AEBF A BHL 2043 90 4 o

AELHEEREY ASRY AL THEDEY 2 THEREY ) o R
R ARk D REFRBHFTLAENEEF AL HE S 5

HE (F=1600meg > & B A=) o Fpt o ERF IR T BRE A K
ERES > 230 (A) GRIPHON Top 3% @ i B A1 A # T35 4

BITHR AWPES - E2p 5- B4cmERi* £ (B)14 GRIPHON
T 8 e % B cn? @33y (dropout) F A4 vt 0 Bk F E 5 15%: &

PERLARNR (C) BRFES B L T0 ZYEL 8% 5 (D)
AREREHGR o AU E TR AR FERRG 2 T R R
EREF GRS FEREER PR AR EHE 2017 £
2021 £ - AR ERES S 44005 A2 LT RAZ R o

WP E g2 &R E R ERE 1 loprost s~ RAHHE L E P75
AL TOPIOSt 5 2 * RATE RS fo0 1 R RE £ Sy 57 D

xKEFEE :
25 8% » 8 2017 £ 3 2021 £ > BN &R 7‘3&:?&%?&];& 4.600
FA3 19B~2F o

AR AT R AR RIERH L o § B iloprost s~ #
A H o ART EVHRREYTH 230§ A~2200F 1o 1 & RF L A
geihiE A & E 2R O loprost B o * R A o

AL S HRF TIEABRRE BT R T

B

ERF R B EA LA S 230 SR A e 2 d 2
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Weal dhh o # SR (PRI

2. AETRAR DS G RREBGEREASIEREHFERY SN
"TRAMEEIRG LR 8 Y EERIE R R TRE R R L

AT SeEE g o i A &P iloprost B~ * R ARG L IE o

(1) 4-#| 538 (@ 1% iloprost ~ epoprostenol % treprostinil ) »>*§gmk + 5 % 45 i
R E R I E s B (WHO # v e B 5 5 IV ) 0 2 A 2eeh
e A e

|d
=

(2) ~%2H v g3 (235 sildenafil ~ ambrisentan ~ riociguat ~ bosentan %
macitentan ) FHZE I I b o FP s REEPRH LR = o

(3) + &2 iloprost wx » * %A £5 0 HEEID S o T LR B RS APIT o AP
»* iloprost ¥x » # % A& 0 A TG AN T PRAA 2 @ * AF =t b (selexipag o &
P = vs. iloprost s » * &l > & p 6-9 =t ) o F|gt & &5 vt A iloprost
>R AR AF et BRe b R o tdwip] iloprost mex * R AR S VoA AT
B o

3. PiRREHZ ARRY AfKy AL 5 0 R FHeT

AL fEP DAL APMRF RS RFLRBROAIGERE T LR
AP OB RFAIUER F S P REE AT A g
R R o Vo B R
2517 gedh s im (845 IMS TR 2 A E SR 5 R TR
1 iFg T FER

"\ﬂ

\\\?{r

M L EmFE WP 3l 210

4, BB AEHEFE 0 REEFETREA R AT OT IR E P A
Bl k@5 2@ > GRIPHON ek ik ® ¢ 3 3 FEmt (S8R L
© ik GRIPHON &4 i85 & 4~ B 1.3%) » F|ptE ik f # = % GRIPHON
TRk kY I ETHEFRE TR ASRY BE AR ASE
REF -

‘-\41-

5. FEMI LR AFL LG AFMBR T

d 4= %% 4% 8 2010 £ £ 2015 & iloprost v » * [ A ek R dF R F A #K K
%40 4 % 100 % » £ fﬁﬁiééi—‘ﬁ?ﬁf;’. AEgz2 B F o mdeis 2017 & 3 2021
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EOAGSR* A B L 2843 124 4 o FARER N EFRLEGE > BK B
g

% iloprost o » * A AL ST o plARERES 9L 5300 § &
FI 22 A2 o d A gE A F EEY iloprost B R A L 0 F]
FETFEEE T 280 § ~ 5] 3,000 F R o
ERIVINES = ;,;g;;;? RE RSB POIT LY S sl
SN R BT AT = SRR ERIEE Y BT S
Lo P Nk it mlfff*fﬂip GARMLEAT R FERRA ARG
% iloprost & » * | A KT Eehk SR AL 28D 1240 hEER
F9955300F A5 22 %AW EETFEERY T 280 § ~ 5 3,000 § ~
P EFERA AR TR ERMOFRT > AR ERER VR
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= ~ ﬁ«t %’L 3‘—‘!;—

1L 2dkf AR ey AR ok 247 o

2. ® (PBAC) ¥ > 2016 # 3 1 24 B>t & Seiide 3B 02 ik o ik 4 2 3%
et & 02 add-on 3 G4 w e B IR R G R 2B R o S EANTR K & 0 PBAC
AP RE AL e SRR L B B honk AT B
A E AR FE RS PBS A K H AR Fl g & F Aok A 152 B Rt
I o PBAC 7 2% 1 Tk 325 & A # (trial-based ) e k% A 55 p
ERenR . 2 A rER FH SRR

Fr e o EREFFEREAFLEEY FFE L s S
LRI TSR = R T S %
A5 ¢ B~k iloprost s~ * R HIOER T 0 A KT E ik

=

i =
#2843 124 4 5 A FE fi%’%ﬁ]é 5300 3 ~ 322 %ﬁ»iﬁ? > o
% s
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Pubmed

2016.06.07

#1

("selexipag"[Supplementary Concept] OR
"selexipag"[All Fields]) AND (“familial
primary pulmonary hypertension"[MeSH
Terms] OR (“familial"[All Fields] AND
"primary"[All Fields] AND
"pulmonary"[All Fields] AND
"hypertension"[All Fields]) OR "familial
primary  pulmonary  hypertension"[All
Fields] OR ("pulmonary"[All Fields] AND
"arterial"[All Fields] AND
"hypertension"[All Fields]) OR
"pulmonary arterial hypertension"[All
Fields])

25

#2

#1 AND (Randomized Controlled
Trial[ptyp])

#3

#1 AND (systematic[sb]) AND
(retrospective[sb])AND (meta-analysis)

#4

selected

Embase

2016.06.07

#1

'selexipag/exp OR  selexipag AND
pulmonary AND arterial AND
(‘hypertension'/exp OR hypertension)

36

#2

#1 AND (‘randomized controlled trial'/de
OR  ‘'systematic  review/de) = AND
(meta-analysis)

#3

selected

Cochrane
Library

2016.06.07

#1

lanreotide AND gastroenteropancreatic
neuroendocrine tumor

12

#2

Review OR health technology assessment

#3

selected
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#1 (pulmonary arterial hypertension)
#2 (“selexipag” OR “Uptravi”)

#3 (“Cost-consequence analysis” OR
“cost-benefit analysis” OR

PubMed | 2016/6/6 coFTRERCTI anaAE F 0
“cost-effectiveness analysis” OR

“cost-utility analysis” OR “economic

evaluation”)
#4 #1 AND #2 AND #3
Cochrane “selexipag” OR “Uptravi”
_ 2016/6/6 . : : 0
Library Limited to “economic evaluation”
INAHTA 2016/6/6 “selexipag” OR “Uptravi” 0

(pulmonary arterial hypertension) AND
(selexipag” OR “Uptravi”) AND (cost
CRD 2016/6/6 effectiveness or cost benefit or cost utility 0
or cost minimization or economic
evaluation)
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PARE A FREEGHRT
FRAHFRR LA LTH

. 7. Uptravi film-coated tablets 200mcg ~ 600mcg %2 800mcg
¢z : selexipag

4 4 =
o

=

5 RF kP TUptravi® sz g 2 B2 %vﬁﬂﬁ%&ﬁ;ﬁ @3 105 # 6% %
S[1]> #1056 & 8 7 B REEHE § Rt 0 §REH L AFERRoERE? L
2R SR AE 0 B ER) REFLH -

2. fE O EHRARNITER S B I ARG EELE HBEERE TR
M A FES A% o (0T AR ) 21068 120 6 p R HFL 4HTI10
PARERGEF R > X ARMREIFRATEEL AT AER 0 X H I 106

EL0 Gtk R AR R AT

3. WOTMRAY IR AR A2 PR ’é{‘fﬁﬁggiﬁﬁ»:i%‘riéﬁ\ i

s &7 *—"3—"]{?\'1"“ I%L*’iz'li P4 5227 2"'Szpﬁ PEEG AT TR EL AT 4 & %}%F‘ﬁ

TR ERTREL I ELRA A FR

PR AR 105 & 12 7 22 p

ST ks
7 Ip 5

L i & FRppfsssadines

. 4 £+ CADTH=* 105 & 10 * 26 p 2% =34 %% » 2 3% selexipag # i »
B R S R R~ @12 (heritable) Ut E R B L R B4 B MO
ii%'ri:u}’%}?‘a\zﬁﬁ_}?agfg%} B#ﬁv” rg_ﬂ_fi}?‘;]& ’|E/Fl .l'—a-L‘I/'r V‘rjp_..]_- .

>oOTRAER D AR - RNE SRR EREIIRTLE L
>R E R R BETREFERZAPM ISR R R AR

Il 8 PBAC* 105 # 3 7 2% 4= #H3E 247 2 % % > :n 5% selexipag 0 » »8i5 7%
WEk § o B add-on 07 N A FliRhkocE 2 Aoy 0 A 2
R~

2. ApEPFRE X 2

I ot ¥ % Foselexipag i & TRA By = - FESE S ¢ ou SRS RER - R X
s o B (N=574) ¥ PR % A 2 (N=582)2_ % = # ~ A1k 1% 2 385k
(GRIPHON) = £ 3 » 1156 i £ ¥ 0t 35 » /i 2(n=574)# % selexipag i
B ™ ¥R 2 (n=582) - 1 & Jrredp ik & 4F £ 1dp R 4 time-to-event & 473 5%
BRI R T (RHINEE 2 A )2 2 F o/ R g R AP B B
JE (Ao &I FEROIIR > FRAMMIRELDREL T 5§ > 0 F R
B & A F o 5 B IR i@ o si(balloon atrial septostomy) 2 4F & 1445
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CERLIPEIRE %&é%“ =
FRPHEFRRDA 2 TA

o BRI HREFEIXFHY CHRFFRF L 637 skl
70.7 iF - &% selexipag /e EAPRITHBE > TR FE K UE FRHF
Ry » HR0.6 (99% Cl10.46t0 0.78) » % >4+ F » FIEpH ~ "RLIgI1 & v
LRI EP) g 4 Biofhled b o RAMem? LFEFS SEHKIP R
FTREED AL EFL o

2 gk % 00t % ¥ it GRIPHON i85 ¥ 5 #5987 4 2 sk B %o it
Flw A B A st e

3. = A3 F

4.

BHRF LS ARERP GAREEY

4. £ % CDR *3%;& B as At 245 (cost-utility analysis) — bt
FRFRBLRT AL RIoREF LI PRY | ISRES T
f¢ > ICUR #f 4c 5 485,000 #r */QALY -CDR %% % & &1 1'% ¥ 42%12 1 >
ICUR "% i< 3 50,000 4t % /QALY > 4 # & = A3 F o

R ¥ % PBAC - i» 11§k 3% 5 s #_ (trial-based ) =t &g & 47
(cost-effectiveness analysis ) > ICER 2 # > - Hizg=x# 2 MM ¥ i#

A g AR b e g eha & (incremental costs per unit reductlon in the number

of first MM events per person-year ) - A 15 % &+ T~ F L 6 H 4 #Fe

add-on ;5 f | Apd T H i Eh H - JL | * 3 WHO # it (4 % % /IV.A
WE kB RBER CICERGLE - By g2 MMEE/% & F0F

105,000 % 200,000 ;#% -PBAC # 2 ik jx ' & &% 3555 * #+ 7% 3 /& - PBAC

2z Y

e NERROOTE Rt PRE 0 R TR R A FEE R o

PAIRR R

ERERNPADBRFL RS S LAk AR AL LR

#E‘-”%‘j\ # (2017-&_}.2021-&) AP A B E604 21404 2 FF o B3R A
B~iXiloproste » # BT ’-511;[;53)4 B AR A 52t E j“f'_&)’i%é‘

957,500 ~2 1. TR~2F » 2B E5 9843,7008 ~18,2008

L FURRE PRI DEASTE  ASERFFNE6,1008 21130

AR MBS S5, 1008 211 IRALE o
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-~ agtg‘

1. 2 2R3 %@ TUptravi® Wik 4 = &2 %:}ﬁﬂﬁgﬁfﬁ;ﬂ ¢ %> 105
£ 67 % &[] £ 105 & 8 %Kf@’agéiﬁéﬁ R B e A
EATRORTE R A XY F R E GRS A E o WA ERY M ,&{n ’f o

2. S ERF/NITE S BLATEFRPPREREABEERFET
VA L TPEES Fhﬁéﬂ«é%;v‘ (T AR Y ) 20 105 & 12 ¢ 6
2 i%zéf*‘iam [38¢ LR EeF R > X SRR TRATEREN
AT L2106 # 1 itinF B RGN € RAHF RIS

‘W

3 RO AMT SRR PR AR A2 PR R SR RN 2 ATF
oI SAT %1(?‘*7'%%??«'12‘%12"@ Mz'pfrlpkvllp’%\‘f'? lﬁf}?i

1
FrLA R PRPMER RPEERL L EE FAf R

D ) LA
N el

B BB A3 1973 F4 2 R k2 e 3% (World Health Organization » WHO) %
Arhgifeaglrg R Ay 1998 EH - EYRERRE S E
(World Symposium on pulmonary hypertensmn » WSPH) #-2_ % & 5 T ~ #[2] >
W52 RS e (WHO)E 2013 # % T 5 WSPH Rl iz gfpps B4 5 B A 5 1
~ % (Group 1- 5)- ¥ - B EIRE L fi (pulmonary arterial hypertension » PAH ) ;
FOH B R RARM T FR D R 28 B IE G/ A5 AP G R
B % woag o R %M F R (chronic thromboembolic pulmonary
hypertension » CTEPH ) ; 2 % 7 #f > 2 fg2en % F] 2 #84] > & 0 % 4! SRR
r>E M B 135 XM R ]@\nﬁp:p'_% SRRV GIRYEY CRMETRREE W R T
o e 3 e BRE A S L RE MW EH%E LR (idiopathic pulmonary
arterial hypertension » iPAH) » 7 2 AR M 224 2 F LA oo 2. e R el
(heritable ) " & 5% § o B ;3. FH & F EROFHFRF 8 R4 BH LA
o A R A P ga]ﬁ; Jxvxﬁ]ﬁ; ('schistosomiasis) ~ € j% },ia-*}g, 2~
iR o 4 B 5 (chronic hemolytic anemia) & 7 Iﬁr};@. 7 WEH% B o R 5 FTA

2 B R[3,4] -

5#,“"_’?&7]’94%4(’]%5 ?:d%&%g%f&ﬂ#ﬁ%ﬁﬂ%}i&ﬂ_/ﬁ,jxq"/E\.ﬁr]rég\;s‘rh
0% B B (PAH) [5,6] - s 0 A im ' BRI = EF 0 Rk F £
‘»g‘ﬂ,—gﬂq_ﬂﬁz)é“‘ Ksels\fi;hl-g]mz!i‘aétmlﬁlgvr] His ¥ cnF| 3 & 20 A
e B ¥ sl A BRI T &R B R A S g B T

% 0 @ igd & RA{of P ehe 3 B (molecular pathways) 4 endothelin #2 7%
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M@%A%%&é%ﬂm
23 2} ~ =
ng%ﬁijill ?’a‘/u’ﬁ‘\ﬁw—
prostacyclin g /< ~ v NO/SGC/CGMP i3 B > # 20 & k5 f PAH % &
g LT B 45T [6-8] &r%« -

-~ F LESPE [6-9]

g

it

Endothelin # /&

_ . bosentan(C02KX01)* + ambrisentan
Endothelin receptor antagonists (ERAS)

(C02KX02) ~ macitentan(C02KX04)

Prostacyclin #. %
Prostacyclin  or prostacyclin  analogs
(PCAS)

epoprostenol ( BOLACOQ9) -~ iloprost
(BO1AC11 )~ beraprost( BO1AC19) ~
treprostinil (BOLAC21) ~ selexipag

NO/sGC/cGMP g j=
Phosphodiestherase type 5 inhibitors sildenafil(GO4BEO3) - tadalafil
(PDES5Is) (GO4BEO08) -~ vardenafil (GO4BEQ9)

sGC stimulator (sGCS) riociguat(C02KX05)

B2t PAH eifts > ARMAT § dp 00 > IR il T 0§ g 15%&1:;,;; L
BalER=]5 0] @ <5 A\,&,ﬁ; 6 2 &H T (BMW) & NP
it (cardiopulmonary exercise CPE ) ip] 5 i@ dsap # 2 i~ T35t w5 Fi 4+ (mean
right atrial pressure - mRAP ) ﬁ Foem iR EERE Hp #<( cardiac index »
Cl) @ i~ B 44145275 (brain natriuretic peptide » BNP) + # ~ 5 iZd A g 2
gr% o Y A3 &7 i & F][5, 9] & R 2 s (World Health Organization,
WHO) 13952 ¥) B 4 § het dvfb s Bdl R > 12— B W H% 3 & Rk
At g B E AR R ek S How 38 24 5y 4 % (functional classification » FC)
Bris

>

)
5‘*

PHAERT U - P ER R LB R R TR
qﬁé%u A A e

>ooF N s p ¥ PREE R ] R R il]ﬁ%iﬁ y e — EL b Bl E B
é%ﬂﬁﬁzmﬁivxrﬂig T AN IS R Y,

Sl et p A ERERP ES RLER \zljzﬁri s i M - Ak eh
%‘%%%ﬁﬁi%ﬁ&ﬂﬁ‘ﬁt\wﬁngg@

> FWVe I ERp Y g ﬂ/pﬁvi’"ﬁg VI AR o LEL_LE}P% A FF PR R

Y
)

! 2r 1 ERAs ¢ ¢isitaxentan *t 2010 # 12 7 %5 &) # & fetal liver injury % &) d )R AR 5
FHTH o
2 Jia N L ATC A %548 o
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MBI L F RS A
FRALHEIE G AR A TR

FBgpAt o gl LR L § R P R/ SR i eh R e e
§ B4 B GRS R -

o

PAH m,r%Mﬂr{% YA R RS RRAGR L 0 T RIS IER S ¢
FHiLF +ou FRBORSEEHN > BIF WHO # s (FC) &% | fo% 1l &
ek iy 0 A g%i B Boia5 (syncope ) 6 4 44 (7 (6MW ) FE3 st 4216 500 =
B(m)@d it iy (CPE) BIFREATF ad ~ #3 £ (peak oxygen consumption,
peak VO2 ) it % ** 15 mL/min/kg > = Jf: ¢ BNP # N-terminal Pro-Brain Natriuretic
Peptide(NT-proBNP )k & § Bl & # & B30 § &5 ¢ %54 -k (pericardial
effusion) » = =« *3k Je i # = & (tricuspid annular plane systolic excursion,
TAPSE) 2 cm» ¢« % &<4 (RAP) -] * 8 mmHg - < %dp 8k (CI) 2 »
25 Limin/m?® & 2 b bk p e ik A ] 1 P 1 ok R i
8] -

PAH chissf & 454 5 ELE ~ 2 B %0 3 RS chilE sy o ¥ Lt 3%
Pk ¢ 35[9]

®  fIRAIILA RN ML RBERIE RMFT L - (ERE
Bl @9 %% C)°

® LS F § HRa F A BRI 8KkPa (<60 mmHQ)pF s R £ H L
FAo@aREn #H%%50)

® v RFLHE S B W 3N R P 60 3 R (IPAH) ~ if @ 6 3R
(HPAH) ~ B1pR.* 4] & 4+ % =-(anorexigens) ¥ 5 # 6 1% § R s A 7 4 Jg v
PRAGE A i o (B % 5 Nlb s a5 % 5 C)

© HEMFREAFYAGLE P /A BBRE o (R E R b R
& C)

® 1>t ACEI (angiotensin-converting enzyme inhibitors) ~ AIIRAs( angiotensin-2
receptor antagonists) ~ beta-blockers 2 2 ivabradine 7 3% * *t e & PAH

i R

I: Evidence and/or general agreement that a given treatment or procedure is beneficial, useful,
effective. (Is recommended/is indicated)

I1: Conflicting evidence and/or a divergence of opinion about the usefulness/efficacy of the given
treatment or procedure.

Ia: Weight of evidence/opinion is in favour of usefulness/efficacy.(Should be considered)

I1b: Usefulness/efficacy is less well established by evidence/opinion. (May be considered)

I11: Evidence or general agreement that the given treatment or procedure is not useful/effective, and
in some cases may be harmful. (Is not recommended)

HhpE B

A: Data derived from multiple randomized clinical trials or meta-analyses.

B: Data derived from a single randomized clinical trial or nonrandomized studies.

C: Consensus of opinion of the experts and/or small studies, retrospective studies, registries
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]

ok

RN R R R O Py N £

24

)o (FRER I #HE % C)

SRR R B Az

3

MO T B IS5 0 k3 ESC/ERS »t 2015 & { %?ﬁﬂiﬁ 513E & [9)FF
BheT(£2):

# = ~ 2015 # ESC/ERS #&ikivfdp 5l B2

E k- WHO-FC
N E ES 1| N % IV &
. ambrisentan
ambrisentan
bosentan .
I-A bosentan ) i Epoprotenol i.v.
. . sildenafil
sildenafil i
epoprostenol i.v.
macitentan
macitentan talafil
LB talafil riociguat
riociguat iloprost inh.
selexipag oral* treprostinil s.c/inh*
selexipag oral*
IC CCB(calcium channel CCB(calcium channel
blocker) blocker)
iloprost i.v.*
la-C T
treprostinil i.v.
vardenafil*
I1b-B vardenafil* treprostinil oral*
beraprost
ambrisentan
bosentan
macitentan
sildenafil
tadalafil
Ib-C .
vardenafil
riociguat
iloprost inh./i.v.*
treprostinil
s.c./inh.*/i.v.

A #k = Lv.= intravenous;inh.=inhalation;s.c=subcutaneous. * g sl = T A £ T
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PIBE A BB O
%%ﬁﬁ%éﬁ%?i?ﬂ

EMA(European Medicines Agency):* ¥ z& °

@ 2t B - 2 (monotherapy) & fis # £ chop 4 0 T LT g & B IS R
(combination therapy) o & & /5% e~ ;8 F 4 5 initial combination therapy (44
Z s R B '&é‘ﬁf‘u— A A A fA P B R ih{ upfront) 2 2 sequential
combination therapy (£ /&~ A# &R 4% - BRI g/ L F BE 4t ¥
o doF BAERE N V- FER) PALHRZ AR I F L AP E LB
S T R AFAE T o

#. = ~ Initial combination therapy * ** WHO-FC 2% /3 35 & &

WHO-FC (i /3 4% % )
¥ ¥ & IV &

o

ambrisentan +
tadalafil

IB IB b C

H s ERA+
PDE-5i

llaC llaC b C

bosentan +
sildenafil + i.v. - llaC llaC
epoprostenol

bosentan + i.v.

- llaC llaC
epoprostenol

H© ERA &
PDE-5i + s.c. b C b C
treprostinil

H & ERA &
H i jw

PDE-5i +
prostacyclin
analogues

b C b C

ERA=endothelin receptor agonists; i.v=intravenous; s.c.= subcutaneous;PDE-5i= phosphodiesterase

type 5 inhibitor

@ Sequential combination therapy 4 fe + it » P — BESE 4ok 0
A R A R E R R RPERRI A > T A AR

# w ~ Sequential combination therapy * ** WHO-FC 2_ & & /78 45 & %

) WHO-FC (22 /32 % &)
» Il &% 1 & 51V &
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WHO-FC (2 /4 % &)

R ORI 5 11 %IV s
macitentan  4c
. . I B 1B laC
sildenafil
riociguat 4c  *
I B 1B laC
bosentan
selexipag 4 } &
7 ERA Fr/ & IB IB IlaC
PDE-5i
sildenafil +4¢ t
- 1B 1laB
epoprostenol
treprostinil inh. 4«
2+ sildenafil 2 llaB llaB IlaC
bosentan
iloprost inh. 4c
Ilb B IIb B IIbC
bosentan
tadalafil 4p b
IlaC llaC IlaC
bosentan
ambrisentan 4c
) . IIbC IIbC IIbC
sildenafil
bosentan 4 _t
- IIb C IlbC
epoprostenol
bosentan 4 _t
. . Illbh C IlIbC Ilbh C
sildenafil
sildenafil 4¢ F
Illbh C IlIbC Ilbh C
bosentan
Hi s A% 5L
REARESS b C b C b C
13 )/%‘ =
Bz fRERE
G IIbC IIb C IIbC
riociguat  “4c F
sildenafil = §_H 111 B 111 B 111 B

= PDE-5i

ERA=endothelin receptor agonists; PDE-5i= phosphodiesterase type 5 inhibitor

Aop AT 2014 & rg 2 WER Rk RGBSR [10] ) § AR £

8/41



105CDR05017.1_Uptravi film-coated tablets
M@¢4f§ LR
Bp PR AT

4 ESC/ERS *t 2009 # 7 5 # mmmﬁ SIATITZ AR o kg LB Y PR H DE
TR R ARSI S Fr ek T ¥

23 ~ 52014 E 5 £ 2 Ry 51[10]

WHO- T
FC 1A IB lla C b B llb C

bosentan,

ambrisentan,
sildenafil, macitentan,
riociguat, tadalafil

bosentan,
ambrisentan,
sildenafil, ) i initial
. iloprost (i.v.), L
I epoprostenol(i.v), o beraprost combination
) i treprostinil (i.v.)
iloprost (inh.), therapy
macitentan, riociguat,
treprostinil(inh.)
Bosentan,
ambrisentan,
sildenafil,
tadalafil, I
iloprost(inh.) Initial
[ inh.), .
v Epoprostenol (i.v.) P . combination
macitentan,
o therapy
riociguat,

treprostinil( s.c.),
treprostinil (inh.),
treprostinil (i.v.)

i#£ /2 1.v.= intravenous;inh.= inhalation;s.c=subcutaneous.

4%
ﬁit

B oo AT B et % 3 RS W 4 sequential combination therapy #i
5 e AB%ibrdg T initial upfront therapy » %1 5 o 5875 = 54 #-i¢ pop i L AR T
FPlUELARBARAREND I FEB R o

%k ¥ & oselexipag 5 - fA v PR2ZEH M IP £ ) E_E & (selective
non-prostanoid prostacyclin receptor [IP receptor] agonists, SPRAs) > # ‘éiﬁfrg L
£ %0 7%k % (prostacycline) 2 B s it 7 & 4p e - Selexipag ¢ 5o 39K ik fiy fix
1(carboxylesterase 1)-k & = jH 4 R #5 » H 53 & 5 selexipag 2. 37 & - @ selexipag
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B A FES A% o
B AR AR LA T

B H R R E R R R Ao P R RLEA] B R IP S R e s

H @ %0 7| A& 3 %*"(EPl -EP4 -~ DP ~ FP ¢ TP):& & - Selexipag &2 2 % 34 11
B IP X80 € 5 :L BB U L R Y o FE e R R R KRR
o A P XML RAZR 7 - o B AR M 4F selexipag A £ hZ R 42 q F1H IP
ZHA WA - A L[] -

B
g

Aok &R AR R

g R L BRE LS 2 EE Y« (WHO Collaborating Center for
Drug Statistics Methodology) 7 & [12] 4 33 » % % % selexipag *7 /42 ATC %% %
BO1AC27 - / blood and blood forming organs/antithrombotic agents/antithrombotic
agents/ platelet aggregation inhibitors excl. heparin - # # J heparin “5 UESE
4% £ 3+ (platelet aggregation inhibitors excl. heparin) ** BO1AC 4 & T » £ 3
26 H e chBE R GE- A “f AR ERG C GEEARDT B FT
A4 ¥ f £ 3 clopidogrel ~ ticlopidine ~ acetylsalicylic acid - dipyridamole ~
epoprostenol ~ iloprost ~ treprostinil ~ cilostazol % 8 78 - @ A % 1o A 14l ch¥ &5
# 5 % epoprostenol ~ treprostinil 12 % iloprost > % R E 1 * 3N is% [ ERF L
Bz AP B R o

HHAFRF ERFEIFERE o BRPM ISR 0 T RFEFENE LR
g Tk g B GHEFAEFLARTRINS S ESF R T F FRE
et S FTERAATAARE[LS] $EE- i 2 AFI T EES L
epoprostenol ~ sildenafil cytrate ~ iloprost ~ treprostinil ~ bosentan monohydrate -
ambrisentan ~ riociguat ~ macitentan - @ £2 % % ¢ ;@L&% Sl FARIT IR o A
Fe b3 R F S BAPM L AR F AL

A B ARREFRL G ATIchY P2 B L

PCPRB N smprane  |mMU | Rmepdse

SRR

B0O1ACO09 «p B ROw B Rk 0.5\/1.}5 * T R L 800

Epoprostenol B oo R RERER L ]
1“}\)"?'?11 LR %"}}%p}’}ﬁ» r'} 8#3‘7—,57(
A EANEY S

BO1AC11 B R g o | s R 2.%?]‘}?_?& DR T R 1 B PR

Iloprost TR o Fr2ml) | 3o B EE LR RHEL
B & > class I »
3EEERF L ELER Y o
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>0t B
ﬁ%ﬂﬁlwﬁ? e
ATC = %
ﬁggﬁﬁ ARFETERE | MY | > o
1. A5 g (o
"% B B (Primar
% % & (Primary 3 s
Pulmonary
. 1 mg/ml,
Hypertension ’ 2omijvial
Vi
PPH) - S
mg/ml,
BO1AC21 2. %% A WHO| gl/ .
ml/via
Treprostinil Group | g 2% | .
v ® R (Primary|
R Y 1.74
Pulmonary
i mg/2.9 m
Hypertension > PPH)
& & NYHA class I
B01AC19 AR A
Beraprost
BO1AC27 Vil el SR 209 ‘
_ R 600 -+ 800
Selexipag (#» | & (&HINLEaIF % -
mcg P57
X ER) 1041410182 %)
A
1w 2t o o d ik g oo BB
2w 5%[?5%‘%5(7 AL SR
PR RO i h X R B 2 e
o % B n R K& (Eisenmenger Jg i
GO4BEO3 BoE R omg | PR o
Sildenafil (PAH) - j i ex i 38 R ¥)&E & o 4 £ (WHO
ildenafi e 4
o 4R A ¥ TRk "~ Functional Class Il % V) &
Fr T % - (102/8/1) -
27 BB Ee G A KB ER
L o
O AR R B
# ’”???r 10w 50 R o 0% B o R
o6 % B . B | 5mg/10 .
C02KX02 L. Zoipf e
: (PAH) - j e 38 | mg % o e
Ambrisentan ) o 2EEEWF LA R o
o 42 R | 4 Py
3. &= H 1 ko
Ei o
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> Selexipag irfr i.5) 140 i 4 (24.4%) 4 & % A 2 212 =5 4 (36.4%) %
2RRE "‘(’i")ﬁﬁ B A R fondptR) o A R ApiReTR ok op o T 6 R
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Tl T

PBAC % f # 4k GRIPHON :#5% © g b % % o 0T 5 PBAC #7 B IZ 2 ¢ 5%
(intent-to-treat) 5 % (4w % - )

%~ ~ GRIPHON 7% 4p B 4p - £ 72

Selexipag £+ BGT % g#®/+BGT

N=574 n(%) N=582 (%)
¢ icif B T (3F)IQR” 70.0(32.0-117.1) 63.7 (28.6-107.1)
EhieRisTEApgE42d CECFEZ 155 (27%) 242 (41.6%)
2 ppE A R
Hazard Ratio (99%CI) 0.60 (0.46 to 0.78)
p-value <0.0001
-
rFF - F 28 (4.9%) 18 (3.1%)

F e B R E @ A fa 78(13.6%) 109 (18.7%)
WA TRE AR E LD E F AR 10(1.7%) 13 (2.2%)

G ER- RN A 3 Rl 1(0.2%) 2(0.3%)

P & T 38(6.6%) 100(17.2%)

BGT=background therapy ; IQR= Interquartile range ; CEC= Critical Event Committee ; *& > {44
15T RS EREWEITI G ARG R ERI T 1A

& * selexipag 4p >t % B a7 R EA KB E L A RS LRF o i
BERVHEP " selexipag L EFM G EF om 27T F A BIBER
B vt b in R e (17.4%) % e % A e (18%) -

BEIPIEE o LA AT A F A e w kB AR o R G
PR S BERBE ARG VR RO R F R E o3 BRI T LR A ki
K & selexipag & 10.3%4p 3t % A 2. 1.9% -

B R IRAA R 2. = F v a P ik 2.3% (o R e )vs. 1.7% (% R R E) o
BRI U AFE - AP E P LF R A B 85% N n oy BAP R FA e
7.1% -

Benefit/harm

PBAC » 44 GRIPHON :#5% 1 Jldr i 2 » 5 BBl & (% ~ )40

17/41



P A
A

%\» NN {[‘J“%fj\%—é%r%m‘r’i]p—»? :\.s-?

ﬂ'h—

*—L‘
v
%f—%w

2}

56;‘:1:\'.2
B A L T

105CDR05017.1_Uptravi film-coated tablets

F1 & (Benefit)

L ASES 35

7TApE3¥d CECHBLARBEN D

AR 1

: GRIPHON 3%

Selexipag £ BGT

Placebo + BGT

HR (99% CI)*

LRicR A
#AF A8 155/574 242/582 0.60(0.46-0.78)
Poimdcg 4 % - NA? NR
i per R
A
WHO # i & &
/1 52/278(18.7%) 74/260 (28.5%)  0.63 (0.40, 1.00)
/v 103/296 (34.8%)  168/322 (52.2%)  0.60 (0.43, 0.83)
J & PAH therapy
ERA ¥ - 5% 23/94 (24.5%) 29/76 (38.2%) 0.66 (0.32, 1.35)
PDE-5i ¥ - ;s  54/189 (28.6%)  84/185 (45.4%)  0.58 (0.37, 0.91)
ERA+PDE-5i 47/179 (26.3%)  80/197 (40.6%)  0.63 (0.39, 1.01)
No PAH therapy ~ 31/112 (27.7%)  49/124 (39.5%)  0.57 (0.32, 1.03)
¥ (Harm)
¥ i34 5/100
,-,F«, A XX
Selexipag  Placebo + pggr Selexipag Placebo+ RD
tBGT  BGT (95%CIl) +BGT  BGT (95% CI)
ISRMEBRBT TR F(FEPAH B %)
GRIPHON 13/575  10/577  1.30(0.58, 2.3 1.7 0.5%(-1.1%,
2.95) 2.1%)
F|7 L F (2L PAH & 3l4e) %R ok ®
GRIPHON 82/575  41/577  2.00(1.40, 14.3 7.1 7.296(3.6%,
2.87) 10.7%)
Flg * 2 A HZAF AT LF KA RR sk
GRIPHON 59/575  11/577 5.38(2.86, 10.3 1.9 8.49(5.6%,
10.14) 11.1%)

AE = adverse event; BGT = background therapy; CEC = Critical Event committee; Cl = confidence
interval; ERA = endothelin receptor antagonist; HR = hazard ratio; NA = not available; NR = not
reported; PAH = pulmonary arterial hypertension; PDE-5i = phosphodiesterase type 5 inhibitor; RD =
risk difference; RR = risk ratio

* Group sequential efficacy boundary for the primary analysis: one-sided p-value <0.00499.
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** Median duration of exposure: 70.7 weeks in the selexipag arm and 63.7 weeks in the placebo arm

a The median time to first event was not available for the selexipag + BGT treatment arm which was
not yet mature.

b This analysis included patients who discontinued study drug prior to Study closure who did not have
a CEC-confirmed MM event with an onset date prior to or on the date of study drug discontinuation i.e.

AE not classified as PAH progression.
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> ik 64 \%J, TLFio R FH e 8 ot A makEsldez 2 2 E
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fE ~ 0 GRIPHON 2% %% % R - selexipag ¥/ # 7% § & WHO = &
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e B4 $PN SR ik 2 selexipag AP E R BT X FHTE R TR
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®  HWHO # i f2A B IV Y Je e v 6% 3 RAR B S0 s £ e & &
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® Pt WHO # it s IV s 4 Ftebd > Gesk @ 81 1%) -
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* ig HE) R R M FPE R G RE A RS g o e X E s 4 R
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® i WHO # A s IV s A Z s e T @R 5 e

® - HARBAAFRHNHEL IS RGIHA RS EEES B
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3k F $7 selexipag 14 add-on * 3 A B W R b PR § R L (#LPBS
% m?%r'r')ﬂl IR OIE B GEHEA AR 2 o X PBAC L Bini H
" A RO s o selexipag AR F IR E Bk X 2 (e gt B2 sk F Y
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PTG o i E R A 2B+ o

o ¢ L% 364 21 2 % g K66 0 PBAC 4 A 2 B
g R N FET O R BT R Z sk 0 >t ERAs 112 PDE-5 Frd @ &
s i 7111 eI q_ }]% H‘L}?ﬁ Lo e }g‘f pERRA] ﬁ’&’rﬁ},‘f °

PBAC % f % {4 I & selexipag ™ »x B>t % A » R Hrooesy g L %
FHiz o 4 | H3t 3 2 selexipag ¥ macitentan it i 0 PBAC £ R 325 @
FEFIIPR > D ENREOTEL TR RAAR 0 NE S FINF T R AR
RS Eak R

(Z)NICE (= &)
% 2016 & 12 * 15 p o+ - % s £7 selexipag 4p Fa,%%g)%‘:fiii’f-r FL o

(z)3 # F @ T

32016 12 7 15 - % @& ¢ selexipag 4p B ¥ % L $= R F 2

2. TF FALRARBE 2 px

(1) #=-
~3E 2 * 2r 40 F Cochrane/PubMed/Embase & + FRLE 22 & 2 35 40 !
21T 5] PICOS # 5 0 iF i o THOF B & A ERATEL A IEE T 24

¥ (population) ~ i > i# (intervention ) ~ % »c ¥ P& & (comparator ) ~ & »<ip]
i (outcome) % #= 3 &+ > ;2 (study design) > H & if it FI@ 4o @

Population pulmonary arterial hypertension

Intervention selexipag
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LR B
BRI AR LA LT A

Comparator A%

Outcome ﬂfr’/‘\‘{’k‘?ﬁvﬁ ﬁ@#grﬁgm]ﬁ’ﬁ: 6/}4"”}
{7 R % s L ~ % % ¥ re 4 (pulmonary vascular

resistance, PVR) % 72 2 ¥ 23 4 %

Study design Randomized controlled trials, systematic review,

meta-analysis

& pe it 2. PICOS » i%:i% Cochrane/PubMed/Embase % = }I%?%}fiﬁ_ ST
%2016 # 6 * 7 p > 2 Tselexipag ; 4= [ pulmonary hypertension ; #3 Bf 425
BEFHF FF LG Lo d N AZERN2016# 12 6P XiEF
AR BRI E AT 2016#6 " 3 127 ®ALAPM 2 A

Q) FL%

% PubMed 7 + FHLE 12 ¢ it B4t & 730F > & # Fselexipag ;~ 2 T pulmonary
arterial hypertension | % = ¥ 3] 25 % é},%a B8 2016 #6 * 1 p4x 3 2016
£ 127 31 p b’“r’e}%«iéifk » E a4 11 F o ie— H e HEE ¢ L randomized
controlled trial(= 4 &) ~ meta-analysis(% 2 &) o ** Embase F#LE » 5 + i 4p
e Rt F 2 #El"at??‘/;%’iﬁ“' 10 % ?‘)-‘Jwﬁﬁf“x"%"i by é)ﬁ’%?*iﬁf L
gFxd v)“c%i‘%iﬁ & R o #Hﬁ:z ?ﬁ &A1 % 142 PICOS - *”fﬁ,z = >
~ 2 ?Lf%’ﬁ#”fﬁjﬁgﬁﬁ (ENIES 7’?9 P 4&%:?),%’4\ Y G2 kTR
FriEEE 2R GAELPIRE D EBAFEL A

5 - FRA 0 A B IR R EIE

Selexipag for the Treatment of Pulmonary Arterial Hypertension (GRIPHON Study)
[16]

$v % d Sitbon & 4 3 2015 # 3 £ & NEIM 2 g8 4 0% > B K@% o 4 3
FEERL TRREERERZ A FEAFAE L EERY DR A
6MW/(6-minute Wa|k)fkr"r4ﬁ-,—.~ 50 % 450 = = 2 2 s H 0% B 5 5 Wood unit o A% 5
PRI o e FEAEX BT ER G BRI & A &< ERA (endothelin-receptor
antagonist)f=/s¢ PDE-5i (phosphodiesterase type 5 inhibitor);s % & je4cf8 €% > 3
BYILE2 A o #HT %X 1 prostacyclin analogues % &=-in i i 4 © 7R =
Ao~ 1,156 iz Ao s 1] gt ST 4 0« T % selexipag (n=574) & 2_% & |
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(n=582) - Selexipag 1#| £ 11 v JR— % & = 200{g B 45 > #F & #§ 5 4 20009 ¥ 3
PAT S (e R S AT R ) Ap A AR S o 2 g A R
B I H R o BB T RLHE ST IRI600Ug - XA K e hunk 1230 M
FH 026 FA 0 TR LAABE > REFRTAEREL o8 F B A
HE LT TRERIEAZHE o

Selexipag &2 % FH AT ER R T HA o R B RAPE TR - IRE
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RAR AR R d ey 7 E@ 8y selexipag ipfrat £ e+ 7 &g
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A& focdp iR ioA4F & iR o o time-to-event A 472 5 o AGESR A B (R BT
BPREFANRT) 2 FAo/A AR BRAPM A E(ra R E I REA
Beiohk ZRAMMBILSHALYDRELT 5 o078 %m’éﬁ {Tti%? s 5
Fi-i¢ v j(balloon atrial septostomy)z_4F & dp ik o A B 1“2 Tk 5 6 4 489 (7 4p
BT R A B3 1592 £ % WHO-FC chi s B it » M&zﬁ'P e B % B R R
FOEY BEETELOU FEEE RS S T R BRSNSt R E L
R34 o

B R S 16 A FRISKRL (- BT ¥ 26237 ) R 11
3263435 L3 F WHO-FC B it~ a2 B0 a0k § 7 < 2 4 & B]0% 800k
®RA AR /A e

it

L

F o 1156 i A o AR o ie R m(n=5T4)# X selexipag Ve B A R e
(n=582) - R X % A HISHPFR L 63.7F > aiokies 70.7F o &
Mk 79.8% 0 T 3aE &4 48141537 FEsk Y LV A 1B 19.7% 0 H s 5 K % 26.3% »
B ORCE RN 27.8% A £ 16.7%)1 2 F7 F 4 9.5%- R d ik 3 R 56.1%
A d 22% H @ REE 41.6% - £ F ~ 585 WHO-FC 11( 45.8%) {- 1lI
(52.5%) - 6 4 & (7% T #55 (353.2480.01) m - A% ¢ A indk F & 204%
£ % i ERA (endothelin- receptor antagonists) i~ % 14.7% - # X i& PDE-5i
(phosphodiesterase type 5 ihhibitor) i 32.4% 12 2 4% % ERA+PDE-5i s 4 ik
32.5% o
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351 s A FIHF A LR b2 4 R fpocdptRa ¢ gm0 B¢ K 170 s 4 R R
e R 1S BIRER(1LL R e o B9 s k) o @ ¥ ¢ 218 = F] A e R Fl@ @
ieRoR AP 0 88 B BieR IR R(26 R > B4 s ) -

£ 397 i 4 3B AR &R vcdn (4 PR e 242 gk 4 [41.6%)] 5 i e 155 =

£ [27.0%]) - ,v;gﬂs,..#\ HR 0.6 (9% CI 0.46 t0 0.78) = % s & it 11 2 filas 1
81.9% o #¥FISR mATiE X dhselexipag A E ¥ A 5 MH £ 4 200 ~ 400ug - = 3
= (133 i 4 [23.2%])~ Al € 2 600~800-1000ug — = 7 =t (179 =5 4 [31.2%])
e #£ k2 1200 - 1400 ~ 16004g - = & = (246 = 4 [42.9%]) - 7 selexipag
ATV e g B AR T o

1. hi®=H 6 A\Ev"} iRl Y § 216%q s 4 Bk 2 o3 WHO-FC § 18.3%3
Al A o 260 FRFTHR HREZ 644 TRIRFLI 9N @
e B PIH e 4 2 % o $43% WHO-FC ch% it & ek & 4 B 1 (3P 2 74.9%vs.
il 77.8%) o

2. LB AP FIHERGRD 2 N TR G Rk A D 4
S¥R A 137 p 4 (23.5%) 0 s ke 102 B A (17.8%) sk 22 HR
0.7(95% C1 0.54t0 0.91) ; 87.4% = ERES I

3. @&k E A 2 F = & (death from any cause) > PR e 105 5 4
(18.0%) » inr k= 100 i * (17.4%) °

% 3

R § AL A (T.1%) 0 2 ok g 820 4 (14.3%)F1% 2 F 248 4 & 3%
B agk o ¥ Rend L E 28 4 4 selexipag & 2 #EF (3.3%) ~ "EiH(2.3%) 14
oo (L7%) o P RS 2 fipfrled 8 p A 2 ag S - Bp A KL
oM BT BFEEFAETEFL o ¥ L2 LR EF A A A FERE LB
Flp A A AR E Bp A R AR A SR AR T EAE
P 4 e R i E A o

\

l\u—

gt

iB70 event-driven F3 p r 7 fe R EIRF o B A R AR AR £ dp iR
2§ T B B R A EXE AR Ak v X selexipag Ve fe4p gt
SR TAFE M U2 T B R AR HR 0.6 (99% CI0.46 to 0.78) o
RARFEFREANT B ELARR S R AIREAR S it o g H R
BRATER T AR RO MY F R REAAR LR AR A R 2 F]
A aom x5 £ B4 (18% vs. 17.4%) - Selexipag ¥ :x L F] A e R Flig A et s
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W%@%‘ﬁ#’“*9%£ﬁ$%*%44?ﬂi Bt e R 7 AL

AT ~ ¢ R E & F A E 2 selexipag ¥ & IR H st E o

i %'J*ﬁv”w@mfgﬂﬁ« WK §EE- BT E Mk g4 4 £
Fleioth sk ? E35- Al §R° - AFRS RS MITRL 2 F]
12 A

i g L Ao R FL Gy BHRER A LARBEN LT B EE N
selexipag &* ¥ H & ¢ + 7 2 # 7 p%

Aok 6 A48 (RIS 1 EH RS R B FH NG T AR HRAER
L B bR RBGTHEE S S o
be b AN A S RE B R Tl S N RIR ) BRI

4 ;?_"]i—-" s _I}]EF_T)';» ~ F}'Ej%]‘j 2 v m ¥k /r%m}]% L—/\;)ﬁ%"iﬂﬁ*g AR
7 L ERFL BRI R FRRE LR RFL

PR v B R - ,T*u{;u 25 % A E’)?:’ 4B
o E R He 3 ERILRE R LI’Iﬁa AP
qﬁﬂpf:ﬂ%%%t‘ 18.9%¢Hup 4 F1F b R Bl % R s 0 24 B S
P 3ES S selexipag T f ok tE B kB T g 2 5 o

Selexipag : an oral, selective prostacyclin receptor agonist for the treatment of
pulmonary arterial hypertension[17]

[

&% — k9 Simonneau & 4 3t 2012 & 3 & >t Eur Respir J 2. phase Il ##5% - 3%
Wk B P ahi 3G selexipag * AT B % fﬁ:)gs A2 TR oo gt ;:é,fvé;
£ 43 e B 85 0% R 25 4 (35 B T ERA fe/2& PDE-5i i) o g 4 1
3:1 et B AE s A ixde X selexipag(n=33)f-=% F&I(N=10)is% > ¥ ok e? 15 i
:]1% A (45.5%) = WHO-FC 11 > 18 ii:fﬁ A (54.5%) = WHO-FC NIl ; & fx g&] e p
5 2t A (20%) 3 WHO-FC Il 12 2 8 o 4 (80%) 5 WHO-FC Il &£ 11— =
B 2000 A EL F 3B A EAFALHE S (BB HE S - XA = 800ug)e A £
AL R - T EL- 23X 200ug ¥ 3 X - XA 400ug ¥ 7T X - 2B =X
600ug I % 21 % ¢4 % I 800pg > T #FF T 35 % o £ 40 g 4 % F R o

I+ % selexipag ip % L 35pFF 5 143.3£28.6 % (¢ i+ # 149.0 = ; range 17 %
176 = )ipf 3t % & e 2. T35 135.1427.4 = (¢ i»#c 146.0 = ; range 61 & 152
) bipfled G 14 o A (424%)iE B 5 R A A E (- X 3 = 800pg) ~ 7 =
A (21.2%)F 3] - % A = 600ug ~ 6 s 4 (18.2%)iE 1~ % A =% 400ug 2 = 4
o A (12.1%)Z 3] - 2 3 = 200ugeH ¢ A o X FlHERS ¢ ETIA R A R E R
BoFa A om ¥ gHes 9yt (90%)iE 2] & § < 4 £ (800pg)
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o>

A& Fpoedpik s 3t % 17 &= % A g 124 (pulmonary vascular resistance, PVR)

7

LR

41
S5 A%

fi & oty N5 3§ 17 P sk w2 PVR 80.7% (72.8 1 89.6% ; n=29)
126.1% ; n=6) » 3% selexipag ir % » i * 2
WE 17 TR 6 A A (TR IR

A% AR S 115.9% (106.5 T
:z L 30.3% (-44.7 2 12.2%) -
% A 2 +0.4m(-19.7 1 20.5) -

PVR & }ov
¥ 2424.7m (-1.6 3 50.9)1” %

Rl 301 (3.0%)01 2 2 it A e (20.0%)% 2 A T &1 e in R K
7 5 4 (15.6%)F L WHO-FC L o ApEOT X A Y 1 A (10%) o A oS e
PE2A8 2 WHO-FC it o jnfis 7 PB4 itV 24 24 F1Zo
AR R pdp iR R L
) Change from baseline to
Baseline Week17
week 17
RHC
P B
parameter ) Selexipag & A e sSelexipag & AR e Selexipag
E
(n=33) (n=10) (n=33) (n=10) (n=33)
(n=10)
W e 867.2+ 948.6+ 1090.8+ 818.8+ 223.6+ -129.8+
dyn/s/cm® 379.3 428.0" 421.3 416.9" 355.4 309.7*
"~ /_i:”#;j gg: # # #
o 2.5+0.5 2.4+0.6 2.3+0.4 2.7+0.6 -0.2+0.2 0.3+0.5
L/min/m
T o e
54.6+13.8 54.5+15.3" 60.3+20.2 52.8+19.1" 5.7+13.3 -1.7+¢11.0°
& mmHg
4‘r' ,U é- @ * * *
11.245.7 6.9+3.6 8.3+4.9 7.2+3.6 -2.9+2.8 0.3+35
mmHg
Wk e ? ¥ N A A
10.3+2.5 8.5+3.1 8.7+1.7 9.1+2.7 -1.6+2.7 0.6+3.4
& mmHg
PP FE 1399.2+ 1572.8+ 1687.1+ 1452.8+ 287.9+ -119.9+
4 dyn/slem® 4751 544.7" 429.2 433.6 227.8 498.8"
L g
R 60.6+8.4  61.0+12.3% 58.4+9.3 62.9+10.0* -2.1+4.1 1.9+10.6
%

#n=32;*n=30;"n=31;{n=26 - ** & ¢ [= 4 pulmonary vascular resistance; - i ! 15 #& Cardiac index;

L 35k @ 7% 8 Mean pulmonary arterial pressure;
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Pulmonary capillary wedge pressure; 2 ¥ & ¢ f2+4 systemic vascular resistance; 2 & # 7% i ¥ &

{e & Mixed venous oxygen saturation

5] 29-]];3/\ WP EEA 30 - 2 AF RER S ANMA LT ? )’ﬁ] W e
#ﬂ,7 P "'FY@;W.":F}A(/;—-}%‘ ‘. 66% Vs. ‘_H‘% 20%) T%F}’\(,r, o 369 Vs, _};_}_

e 0%) ~ w5 o (G B 2 30% vs. 7R 2 0%) p%,u(/r o 27% vs. 1 4
0%) ~ $ 1L (God 2 24% vs. % ke 20%) ~ Lo o 18% vs. %P8 & 10%)

4
,J. %

it

B FAR L &= selexipag e BOFE IR B R/ A 2R E X 2o @GR
B Pt w17 FiE B % o @ % selexipag Ap 3t & R T G axE M2
4% 30.3% @ W FRA R AL R INIER - SR f ,:ua'a@w:_%g;u#

0% B BRenipis o @ @ * selexipag ¥ . »@,] ERE SEIEAE N A ) R
RN L P TR Y I RN P RS A Py S

Efficacy and safety of PAH-specific therapy in pulmonary arterial hypertension: a
meta-analysis of randomized clinical trials[11]

L E - 38 d Liu & A3 2016 & £ 3 CHEST » vf % fe 03 #50% 3 R SR 2. 5L
&7 g o X ot H — 5 (monotherapy) &2 & & ;5 % (combined therapy :
sequentlal combined therapy ¢ upfront initial combined therapy)z. % 4 22 5%
£ 35 FEEE A IRGRBRAL G A Tt 2 }gkt‘ » 2 ¢ ¢ selexipag 1p M 05 - K 2012
#d Simonneau % 4 #7% % 2_ phase Il 3#FZ% - s {77 > i’r—g YR iR AT
BEA4c 6 A48 TR% > 0= 5 - NYHA/WHO-FC 2_ % it ~ n e d 4 § ¢ 2 T
S A TR RN R ARG R TR REY L R

B AU RCE - R B BRI R E EALSR T L= %% 4 (OR:0.50;
95%Cl1:0.33 to 0.76; P=0.001) ~ 6 4 44 i7 | % #< & (MD:31.10m; 95%Cl: 25.40
-36.80; P<0.00001) ~ NYHA/WHO-FC :z ¥ (OR:2.48; 95%Cl:1.51 to 4.07;
P=0.0003) - L,,mw %ﬁv‘ Hod s 3R e ek i o @ ol S B SR
Ho— agh P STIR R R 5064 4B (7 RE e ¥ (MD:19.96m; 95%CI:15.35 to 24.57;
P<0.00001) ~ NYHA/WHO-FC ¢z 3 (OR:1.65; 95%CI:1.20 to 2.28; P=0.002) ~ #] %
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»

P % A f% Ao
CECE RN

Fg T F T

2E );;ra S 4 e 4 %43 (OR: 2.01; 95%CI:1.54 to 2.61; P<0.00001)¥ i *
7= % (OR:0.98; 95%CI:0.57 to 1.68; P=0.94) -

B AR AL AR »Lq‘nﬁi— e FE BN T R ILKRE S H - T
;J:Ji}];q X 2 @@ 4 > NYHA/WHO-FC zoec 11 2 o jde 4 B o
Edrd it & H R EEH - R F];L r.fi\':}%‘;‘éi?eii:ﬁ/\‘ﬁé%ﬁ” .
NYHA/WHO-FC 1 % 5 i+ 5 » w32t Sprm 2 B o 0 & &z 77
QF@aﬁﬁﬁﬁiﬁkwwwﬁ—%%@i°f&“ﬁ v F] A I iR Bk K
o R ELE N RIASRE & B R E A AR RIS

Ly W

Targeted Treatments for Pulmonary Arterial Hypertension: Interpreting Outcomes by
Network Meta-analysis.[18]

&4 - kK ¢ Badiani & £ 3t 2016 + % £ »t Heart, Lung and Circulation 2_ % %
e AT ks 245 (Network Meta-Analysis) e p e 5 4415 5% § R
PSR v RTRAR R AE T ep ok e Roctatk s TA R & (clinical
worsening) ;o £ 3 5fEia K > sV~ 247 0 A % 5 ¢ ¢ R endothelin receptor
antagonists (ERAS) ~ © FR phosphodiesterase type 5 inhibitors (PDE-5Is) ~ prostanoids
administered by oral, intravenous, subcutaneous or inhalatory route - selective
non-prostanoid prostacyclin receptor (IP receptor) agonists (SPRAS) % soluble
guanylate cyclase stimulators (sGCSs) -

Hon AT KR A IR (X 4465 o 4) e Rans AR 5
4 ga@b Foe e 10 i AR R I o o Q};kﬁﬂﬁrw [18] :

PTs R R et HEoge

=y P WHO FC & 2 vs ¥ e g P
B i)
BREATH-1 48.7 L1V 1vs.2 bosentan 9/144 14/69
ALPHABET 45.8 111 N/R beraprost 4/65 3/65
ARIES 1 49 111 1vs.2 ambrisentan 3/67 6/67
ARIES-2 52 1,11 2vs.3 ambrisentan 3/64 14/65
Barst et al. 42 1,1 10 vs.15 beraprost 10/60 15/56
BREATH-5 44.2 II(E.S) N/R bosentan 1/37 1/17
Channink et al. 52.2 1L Ovs.0 bosentan 0/21 3/11
EARLY 45.2 I lvs. 1 bosentan 3/93 13/92

EVALUATION 32 i, Ovs.2 vardenafil 1/44 4/20
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P B g et HEeEe

=y - WHOFC % 2 vs ¥ o R o % «
e i)
FREEDOM-C 51 1,111 Ovs. 1 treprostinil 8/174 12/176
FREEDOM-C2 51.5 IRITHLY] 6vs. 4 treprostinil 11/157 10/153
FREEDOM-M 40.6 1,111 13vs. 8 treprostinil 22/233 15/116
PATENT-1 51 1,111 2vs3 riociguat 5/317 8/126
PHIRST 535 1,111 lvs1 tadalafil 7/80 13/82
SERAPHIN 45.5 I,V 21vs 17 macitentan 721250 93/250
GRIPHON 18-75 1,1 N/R selexipag 67/578* 110/57"
SUPER 51 1,1 lvsl sildenafil 3/69 7170

A ST Y 2 E 25 4 x4 Altmanand Bland 2 Ei5 0 2 pORR

PRILE TSI N BT E B 2N R AR RO 0T P AR
s rE - T3R5 5 prostanoid 2 {HRE%K c H Y AP EE ISR SR
Z AR

2 Bayesian probabilistic analysis z_ ranking histograms » P fe4p ¥4 5% ik &
sht 45 VRS H TR I B (U2 AI(SGCSs) » T PR phosphodiesterase type 5
inhibitors (PDE-5Is)4 2 v JR endothelin receptor antagonists (ERAS) & £t &

oo R LA U IRZEREMIP X B EEH (SPRAS)M & (s B & prostanoids # - o

D stk AL LR LRy L
R Iﬂjﬂék’*ﬁf JU R R REE IR Y BT fu;‘Ll'&:F"gﬁ/]I% A3 oy
WRRFEIRE R gp A L e RER T H S BIRTRA L R AR A RIRER
HHEF ek o 9 R L P E RN EZHEDE L2 ST

(I)EdkFRELTH

1% éi; ik 2 TR Y M selexipag ch4p BE < )*k(GRIPHON tRlEk)e 3
o v}?z:}f’ze gt Fh L HE o R ATE R ff’ia ‘%7 GRIPHON 3#% <
%u;gw@ﬁﬁﬁ’fwjgﬁ?%’”Tﬁ&;ﬁ°ﬂﬁi

B Genomewide RNA expression profiling in lung identifies distinct signatures in
idiopathic pulmonary arterial hypertension and secondary pulmonary
hypertension[19]
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d Rajkumar % 4 >+ 2010 & 3 % 2 @;I;Je’ IR FEASE R OE B % B R Y
EFRFEERA A AL 2 BB EREAT R T ST %
A RF W e R G R LI F ISR G R AT I Mg 4o ESRIL
AFI R ERG R A APRCOTHRER B R R -

Treatment of patients with pulmonary arterial hypertension at the time of death
or deterioration to functional class IV: Insights from the REVEAL Registry[20]

d Farber & 4 »t 2013 % 4 I J Heart Lung Transplant v)gk fas SR TN o
%?Bﬁ?ﬁvﬁfi@@;ﬁvﬁiﬂ 512k & WHO FC IV @& % #1571k 2 5 % —
e Rt BN E - o B F B2k A R & B i (A 2 WHO FC
%"‘i@ﬁrt“)f’?ﬁf~ o AT F or2 Hh e 4o REVEAL 3Bkt 2 &1 3
WHO # s 24 5 IV g4 85+ = 18R » 373 -

REVEAL &% @ £ 3 » 3,515 fys 4 » L FF 3 P F 46~ 47 = B =0 %3¢ 1 487
EEEE R L R A S 2 A F S YV e 008 2t F 2 2 g A (7
Emaﬂ’i?*i‘hrs@Hﬁk*ﬁ"#ﬁv”‘\rﬁfiﬂélﬁiﬁ«‘);.ua 294 s A R
FEWHO # g s I~ I T2 8 Bit s IV & o

BERET EHERERY L H A rﬂﬂ#ﬁ%ﬂfc“‘@;@«' R
56%6(272/487) 11 2 2 7 F]5* = i 4 ¥ 2 43%(391/908) 5 4 2 53 X 45 %
AT TR E e e m N FPEER B o Ra = 2 Il;fj/\i;d ’-‘ffﬁ"ﬁxfé%ﬁﬁ
LTS % L WHO # i f24 % 11 (60%) 7 % 1V (16%) : @ H P fx i o
BV gm0 6 T R Y 2 A H P 2 BTT%Y 4 @fwm@—mq
BE iR od 33F I}ii’\?f PEY g TSR RFEE e B E WHO # & (2
A IV FRL IR ¢ de & 3 FCIV ey 4 A g o A)#‘rl:[’;:,km
R ﬂ?uﬁ DA B IV - R0 204 g 4 ¢ 150t 4
FRFEXPFRAIS DI R F LR T0 I“I}%‘ PR E - R ’¢¢Lfﬁ5
61%14 % 67% % 90 = $2 TG 4 2 {5 B RILR o

PR LFLRENRARERI PSR EH A B IV B A
et bt e REVEAL 3% P B A MAEL I H G BEAKIV A= m&@n
:]}%& TG #&ﬁ%ﬂ?‘»ﬁ ﬁ-,:f—r;‘.': F|\BRE1LE L .a:}%;zo%—w&g&@‘:}}%& MEIREE O
AR Az = PR H - ik (56%) o A RS F A B AEY S R
43% 5 Q;%;F(/T&Taﬂ}li%\ Food o inT 450 2y Rt A
(WHOFC Il & V) RgpE T 4rd e e ,guﬁ@m@mz%f REVEAL %%
SR A AR ER A dpR B Y RB RS ST R LA BN
R R R R PF TS R B ISR S TR F
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E?jﬁﬁl‘/‘i‘A?&%‘E EL%E"'G
e 3R 2 AT SRR

Fg T FL T

szwm#ﬂmum Fo¥ - REAFLREACATRAFIED RAG 0

RSN R IR & L LR T il R Y L SR
A \g.q ‘lbf}% B A MELZRRBALA GERMIBICH V- F o0
A B E e R R 4 P?E»}%%géﬁﬁﬂiﬂ'ﬁ# T EREHROR
Y A WG lf"‘-‘)%‘—t—' L iR RE SR TR
E RN EgEAE AR N e

o

B Recent advances in targeting the prostacyclin pathway in pulmonary arterial
hypertension[21]

d Lang & % »* 2015 & #r3 £ 2. TR R B B R iy 52
%‘r%ﬂ o2 - H - % selexipag ° Selexipag - AT PRZEHD IP X AR
A AR (T W kR RS H S o # L F & W 53k (prostacycline)
EHGNP A p i RESE S EVRANUCJRES - A F I NE RO E
sttt & R (tachyphylaxis) - B = ¥4t selexipag 2. fi/k # = » ESC/ERS ¥ %
o e WHO # e m Bl & M rigd=4eis R 7m e & 3 H @ 7 H ik g R & 5
A2 45 (4 ERAs & PDE-5 #r#43) - 4p b 285k & & &«;1 7+ o selexipag 4p #& >+ =%
BT §oocas Ko ¢ B 1002 7= fF) 0 AR S IR o B R
@’%mﬁ*k%%%”@@%A{fﬁftwﬁ’mrmmhﬁJ\%§
FEERCTRFHARNEEDRLE

a

B0 B FA T Y ) GRIPHON 3¢ 5205 4 2 B % »
e Fy R OB A A ik o

R

1"\4
ﬂ-

B dTFE

1 63 & PR PR BRI
i, 4c£ -+ CADTH 2% selexipag 7 4 » 3 5 3 1% $49% B & -
i @2 (heritable) ** 7% § o B ~ 48 S Bop s 2 L X L RO
FARAELTEIREG L B L 0 RIE S T R

EZ AR S -MNE R RIS hE }{%F_,){%Ao
> B R fd BETRRFE AP s 2 R R

v

ii. R PBAC P &3™ % {5 0 3% selexipag Jh » »% oo it 4 5% B o B
12 add-on 77 M EA o FlfpakookE 2 ARV E 0 G E AR 2R
P o
2. * % % 7 selexipag #7/f 2. ATC # i BO1AC27 - / blood and blood
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P R AR LA TR

forming organs/antithrombotic agents/antithrombotic agents/ platelet
aggregation inhibitors excl. heparin - Selexipag 5 - f& v PR2 FH M IP £
R ise A o H g o # I 2w 57k % (prostacycline) 2 H g 24 2 & 4
e o Selexipag & H /B Rt £ 8 3 AAfo P X 8 REEH > £
AP X R emER ML RH @ w7k £ < $(EPL-EP4~-DP~FP & TP)
B 7§ oSelexipag 22 # 3t U IP X4 € 514Acn F4FR LR s 4 2
i ivr o 4% % 3 & (pulmonary arterial hypertension, PAH) + r2id
4RI FRECR B 0 EMORN R RS e i R AT AL
& B 4 FIHIPLMEART - » ZFRA Ao

BRI ERTREE R - BERE S Y s RS RER ~ R R ok
2 (N=574)% P < & & 2 (N=582)z_ % = #F < 4| Tk fr o R 5%
(GRIPHON) © %2k f§ /i #Lp0 45

4o 1156 o A AR e R e (n=574)F% X selexipag inf @ $H R e
(n=582) - Rk X A tHIoKBPFRF S 637 A nkies 70.7
Foo At 79.8% 5 TioE #s 48.1415.37 0 k¢ L A 19.7% 0 H @
5l 26.3% > G R E RN 27.8% ~ A £ 16.7% 0 % 7 £ 74 05% - B
fotde sk 3 R 4 56.1% BBt 22% H s RFIL 416%- R F <
% WHO-FC 11(45.8%)4x 111 (52.5%) - 6 4~ 45 7 %% L 35 5 (353.2+80.01)
me :#%* &g e & 20.4% - 4% % i ERA (endothelin- receptor
antagonists); > % 14.7% > ¥ < i PDE-5i (phosphodiesterase type 5 ihhibitor)
¢ 32.4%12 % 3 ERA+PDE-5i m),% Ak 32.5% -

CR S

i #0397 i A E T A R AR £ okdn B (H B e 242 1 4 [41.6%] ;
i 155 s 4 [27.0%]) 7% 22 HR 0.6(99%CI 0.46 t0 0.78) «
B & AU 002 A X 81.9% -

ii. h3TiE 6 448 (TR 7 21.6%:}?3 A feyp it £ o= WHO-FC
3 18.3%p < HcHpd 4 o B 26 FAERPE HBEL 624 7
BRI QDR oA e BRI A 4 2% o 3 WHO-FC s it
Bl LB (R e 74.9%VSs. 00k B T7.8%) o ARk S K PF
FPEE R R R A S N FPR R R Rk A DRedp A S
Pe e 137 i 4 (23.5%) » i de 102 i 4 (17.8%) 7o 22 HR
0.7(95%C1 0.54-0.91): it42 6 § 87.4% 3 foFeps £ o b 5k i & p¥
7 F]5+ = I (death from any cause) 5 ¥f & &2 105 =5 + (18.0%) 4 %
in e 100 s 4 (17.4%) -

iii. Z apEne iR E Y 5 4L n 4 (7.1%) 1 2 s R g 82 g 4
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B St N
A2 A FESLHRY <
N L e I
BRAHEREF LM L FTH

(143%)F]1 % 2 F 254 @ 3205k o Bk Leh3 2 2 4
selexipag ‘& % ¥4 (3.3%) ~ *2/5(2.3%) 2 % vk (1.7%) - ;}M:]z'a,
L iRy 8 iyp A P R B A BN o B
FTABEDALEEFL ca F Leh A S A R E L B
Flp 4 w2 HE 7 AP e ® s A B 3 AR B s AR R
FUE ER T AT 4 ch3 LE I ER o

iv. (| % TiEIE event-driven B o T e B EHRF o B A R
A e Apth o A TR R @xlfm~%4 - e L
J2% selexipag iv S A AP BT EHEE g 4 P REE P2 10 A
FhEE g R A IR o %zzilwau%FMWﬁ& IRV Sl
Fedf & 3R 0 BB 0 8RR NER O A gt o S0 F R
KRB ELERB AL > FN - ORI T EALLER
(18% vs. 17.4%) - Selexipag ¥ 2 F]3 b o Flig = %% 5% 3 s
LAk T LR 2 A Tt Bk o &Y 33
A MAE ¢ HE 2 EE A E 2 selexipag ¥ & IRH B E o

4. {395 ESCIERS »+ 2015 & 74 4 2. { #T4p51 ¢ s2dp sl E,Er‘;;’ X £ 7w
MEFT o ke A selexipag o~ s Y o HIRERIB AL 4P
B o R dp 51+ ik 45 ESCIERS 45 31 G { AT
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32016 # 12 * 15 p ok » WA T4 £+ CADTH % £+ PBAC 7 & #
selexipag (1 T AL 5 A &) ApB F R P HFREEL o 4T L4 £ 4 CADTH 2 2
M PBAC# & B & -

1. CADTH/pCORD (4 £ + ) [14]

CADTH »+ 2016 # 10 * 26 p = # selexipag :=m 4F 4 N 7 » Z 3R LR R
@%m&¢nwm-r,k¢ﬁfwaM{hﬁbwﬁaaﬂnﬂaﬁﬁﬁﬁﬁ@s
O R T SURE R For ELE i ST R CR R AL £ I i S
BRBEL T OFRRY ARG R ES - RE G- ARG RES
B B EFIE I M EASER N FAT

BT &2 - > ks ® 447 (cost-utility analysis) - #5® # 5% 3 @7[;3 B
AL F s Ed (¢35 ERA - PDE-5i% ~ ERA & # PDE-5i > & & ix iP5
R ) BHPRY PRI EF N RE ERREL LT AT A
HEF L %A - * micro-simulation modeling > 7 g R CIESS QAR GRIPHON
Tofk RS o AMAITRER T At RN R I RE R PR ER G
ICUR (incremental cost-utility ratio) % 187,418 4c i /QALY -

CDR ¥ i 42 2 eamd Ao S 475 0T 3535 ¢

(1) 1% GRIPHON f/k 1% thig % gt » 7 § i F1oHLlem & & it #h3 fi
T -

b

(2) B >t A A 7 g 4 4% 10 = I B CDR::LHZ ook AT 7 fgid &~
SRR R RS S R R 2500 5 4 &5 o

(3) wBAlP B A &F A= ¥ 5 F e i GRIPHON 1R 5% ¥ & %
l@@ﬁm%%ﬂfﬁﬁﬁ%o

F]pt > CDR 245 11 + &% B ig #2140 ICUR # 4c % 485,000 4 %/QALY - %
5 17 4 42%2 > ICUR % 14 3 50,000 4 % /QALY » CDR 3.3 A &% #
s RS S RkE

! ERA % endothelin receptor agonist B e
2 PDE-5i 4 phosphodiesterase type 5 inhibitor W e
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PBAC *+ 2016 # 3 ¥ # 4 * ZAH =R ik » P KN g A * A K
Bk Rop R LR g X 8 ERA & PDE-SI jof ie 417 02 & 5 F 12 add-on
SN L E P @ PBS ¢ % #E R > &35 ambrisentan ~ bosentan ~ macitentan ~
sildenafil # tadalafil - #.% » PBAC 7 &k {cf' & & * v inf " #:5% 3 & - PBAC
TWENERORE i PR T ORE I S A F B R o AP R S ARTER N
FAoT

R - P ITRE % 5 A A (trial-based ) = A F 447

(cost-effectiveness analysis ) > 4 47 ¢ ef 34 s 193 TRk ok 8 S it | ¢
= MM (morbidity or mortality) ¥ /4 & 2_+t e ™ % 5 |[CER ¥ 5 & % —
Hixp=g#2 MM E #/4 £ 2% 45 7o 7 o= & (incremental costs per unit
reduction in the number of first MM events per person-year ) - 4~ 15 % &7 - & &
EHH s B oadd-on o g ApdR T H 8 BHE - 5 * Y WHO # i A &
% M/IV.& 5 65 7% 5 @ﬁﬁ% »ICER ¥ 2 g% - Hizg &g 2 MM FE/LEZR
# 105,000 % 200,000 ;£ 7 -

PBAC 1345 i “TH 1 eha Aox ¥ A4 IV T SR g

(1) #3] # EE F s 1395 GRIPHON fk i85 ¢ = %3 WHO # &0 4 &1/
IV derk  Bmh > B9 5 14%pm A3 8§85 6§ BRH & Ep g
d T AR LA R R SR HiE AR - PBAC MG 18
HAYREELCFLFRRL TR A B AR AR

(2) FIR @ #ICER 2 M5 j > — 8 2 g 2 MM % /4 & 51 F e io 3 endd
>, R KA oMM E 2 5 - 4F & %2 % (composite outcome) > # F ehE
EE A AR b i e AR he ¥ TR A g A MM E /4 &
SE L g S 4 & & (life-year, LY ) & 2 & % F & (quality-adjusted of
life year, QALY ) 3 4v o

(B)ESR il $2c% 2td 4kl 35 H =& QALY T IPF > ¥ £¥ dp ke B % (F4
g Ig kvt oo i ESC 3R A e F1B 0 @ § macitentan 538 i3 A 47
HICER &2 & 5% 20— H =g g2 MM ¥ /4 & g 3% 105,000 %
200,000 /2% @ s A g A B & 2 A F £.7 L § o1 & R F] 5 macitentan

S HIERE R R o F P H EF T 4P R

(4) p k2 AR E WAk % R ¢ 45 sildenafil ~ iloprost & epoprostenol
& A E A4 o
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(c) Mg s

EHREFE RSP~ EERLHT &P (2017 £~2021 &) ¥F 50 I 125 i
i A g B A ST P dloprost sk~ A (Ventavis®) fhiFELT 0 F L
REPpRY Apdmisy AR ERAERNL5300F ~2 13R~ALF >
AR Q8 2700 F A2 6,700 F A2 F U EE P @Y 32544
ERE O AREREP QL4300 A2 L1 RAZRF > @R EL 9E
% 3700 § ~ % 9,200 § ~ 2 fF o

ﬁ:;i;—g%? 3 B BRREIRd A 54T

LTk s it 23R b A &2 iloprost s % e G Ap e ek ¥ 1 o

2. AR A EREFRBREIFBRFREFTIFEAL
6.5~25[22-24] » 1 & fi 7K RM FAERSF X EF P kR
fafs 2017 & 3 2021 & @F A 5-ig % X 5 50 X 1 125 X 2 fF o

3. ARERER 1FkYE A7 (A) 1345 GRIPHON ek % i % A or drop-out
Ao BEKEET I5%HRE A £ R A EeR[16] 5 (B) Bk E gp BT
sor Zdy4z s 8% 5 (C) 1345 GRIPHON TR i#% @ it 8 & E 4 #
A > A% 200meg ~600meg 2 800 meg 2 & L& > 8¢ § 344
FREER 2R SET R EF P AR o FERE BRA AR A Y
A TRRERRY AR ZRRE VO EREBLEFL L iy o A 7
"HAEE PR BB, FEEE UL ART EAREREFLF
BELH5300F 3 13RA2ZF o m MEELH4300F 3 1.1 %

B o

- 7
z

4. WP EER2 ERET P ik B3k iloprost =~ ¥ e AE p R 6L IL M
2 &5 g & x:]ﬁiﬁ.? EhHfe L 8B P BN ER2 & )igf’p”/]; 8,000 @ ~

fen
N
ot
(\x
=3

5. A S22 MR E: %”."lfﬁ.%ﬁ Pigr 4 rmity o @AM Es 98
6,700 3 ~2_ & ; %".ru,;a,&i pig* 325 A5 E 0 A
3008 ~3 1L1la~z B @3 e85i s % 3,700 4

AR L A R TR TR P A AT

35/41



105CDR05017.1_Uptravi film-coated tablets
~ At N
M@é&%%%%ﬁﬁﬁw
>3 pas —<£ =
TR ARG 4R A A TR
1§k s & 522 iloprost s » * R @G 4p 0 cnEFE TSI 2 LR it AR

+ iloprost s » * Al A 5 F 5 T ORAIL B R G R Y Ee bR o 7
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=

2. Mg AgG AR AREE T EP R AP RF AP ERE &
Bk 4w ﬁ;%g‘f P meﬁ‘ TR ALEH L ﬁvi"ﬁ*“%@q BiFF
ol P ERREE AT L g R A A E’-L*iz "ﬁﬁw‘iﬁt Jag
CgFmE Pl * 2 0d 251 % P S e (23 ‘1‘&47%\ ,j* H R A
BeE XL T ) REKBEL TG ATFEL -

3 VMU H R AL EATE A FHABP ST ) ERFHRE 2010 £ 3
2015 # iloprost v » * Ak ¢ 4% * A flci) i 40 1 100 £ > £ 4R
REFGASD 5 e 2017 &3 2021 & F A SR AHo 95 F-
60 A 3 % T #1140 A 2 F o B3k A & € B~ % iloprost o R B

AT o RBRHEF PR RET A LA AR

a)%&EB%*4%%P:ﬁ&ﬁ&%ﬁaﬁrﬁ%$ﬁ@,@é%—ﬁﬁ
ZWOﬁiiMjﬁml7ﬂm7W SR 9% - E &4 3,700
FALHI E&YE 82000 A2/ o

(2 prEpR? 3_25*& FIARERER QLS - ﬁmGlOOF!T;b}I%?EE
113~z B :,km;aﬁzaﬁf;fi; 9% - EF& 451005 ~1 57 & &%

11~z B o

S L o R F RN DALY S R ER Y WS
M GBI HFEE D RAKBE AT GARLZEITTE L O HE A
kT #E (2017 # % 2021 # ) A5 % A @5 60 4 1 140 4 2 F > B A&

1\

¥ B~ % jloprost B » & cHiF BT o u:]ﬁa BE P 4%:2“?&@.; I NN ;23
FOLT5008 A% 17 A2 B apRREi % 3,700 § ~ 1 8,200
b VR ?Ilﬁf;ﬁ—aﬂléq’f 3251%#»5;3?’ }i%i%“’pmoo
13~ 2 B » @ i@ 85 %5100 8 ~3 1.1 H~z [F o

1. Hig@weiE4p4 12016 & 12 % 15 p o » &4 £ + CADTH % ;£:+ PBAC
2% selexipag 4p B iff F LT AR 4

(1) CADTH/PCORD (4r 4 + ): CADTH *+ 2016 & 10 * 26 p 2 % ;=R 44 p
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(2) PBAC (;£/):PBAC*t 2016 # 3 * 22 3 & A A~ H T ik > Rp #&
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Pubmed 2016.06.07 | #1 ("selexipag"[Supplementary Concept] OR 25
"selexipag"[All Fields]) AND (“familial
2016.12.15 primary pulmonary hypertension"[MeSH
Terms] OR (“familial"[All Fields] AND
"primary"[All Fields] AND
"pulmonary"[All Fields] AND
"hypertension"[All Fields]) OR "familial
primary  pulmonary  hypertension"[All
Fields] OR ("pulmonary"[All Fields] AND
"arterial"[All Fields] AND
"hypertension"[All Fields]) OR
"pulmonary arterial hypertension"[All
Fields])

#2 #1 AND (Randomized Controlled 4
Trial[ptyp])
#3 #1 AND (systematic[sb])AND 2
(retrospective[sh])AND (meta-analysis)
#4 selected 2

+11

Embase 2016.06.07 | #1 'selexipag/exp OR selexipag AND 40
pulmonary AND arterial AND
2016.12.15 (‘hypertension'/exp OR hypertension)
#2 #1 AND (‘randomized controlled trial'/de 8

OR  ‘'systematic  review/de) = AND

(meta-analysis)
#3 selected 2
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