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¢ Tested with nonparametric analysis of covariance within the framework of extended
Cochran-Mantel-Haenszel (eCMH) test. Cochran-Mantel-Haenszel mean score test was used on the
standardized ranks of the residuals from an ordinary least squares regression with change in 6MWD
at week 12 as a linear function of etiology (as a categorical variable) and baseline 6MWD (as a
continuous variable).

¢ Futher tested with the Wilcoxon rank sum (WRS) test, for confirmatory purposes.
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r R % % §8 35 4UH (Endothelin receptor antagonists)
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Fkfk = fin f= #r4) #] (Phosphodiesterase type 5 inhibitors)
Sildenafil I A I A b C
Tadalafil I B I B Ib C
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5 # paIk i pF 113t~ (Guanylate cyclase stimulators)
Riociguat | 1 | B | 1 | B | mw | c
7| wju%% #g 2 4= (Prostacyclin analogues)
Epoprostenol | # 7% ;i st - - I A I A
lloprost s - - | B !Ib ¢
RTS8t - - lla C b C
AL - - I B b C
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R T Bt - - lla C b C
TR - - b B - -
Beraprost - - b B - -
ErEd) HT‘I%‘ % IP % §8 18_i& | (prostacyclin IP receptor agonist)
Selexipag (oral) I I I B I I I B I - I -
MR Ees ol (FRir )~ la (ks ie* )b (FuF g )
MEHE LSS L A (FARD S BIRABRSLE A7) B (THAA E - i dsks 2 2
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- I B I B lla C
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sildenafil ¢ bosentan
PRSP, EREDN
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2 sildenafil 4¢ »~ bosentan Ib C b C Ib C
HueafEHaEr 84 I1b C I1b C I1b C
Hu & vl Ib C b C Ib C
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# it PDE-5i "I B I B Il B
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.1,5% ERA, endothelin receptor antagonist; PDE-5i, phosphodiesterase type 5 inhibitor -

*OAMEEEERY DA R Rtk ATRA SR ARTOER AL EF R FF T ERFERR
FIH 5 ch7 < & [all-cause mortallty] (mpElra ).

pek s LR i # € (Taiwan society of cardiology, TSOC ) *+ 2014 & # # ##
B0 % R e A 51[4] 0 AR A B R B R F R (Group 1) g 4 #rR ) e
deio i ERRENLT o
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* it B R T "f"’m«)%‘#ﬂ 51 33 B » m ESC/ERS a5l e 2t 2015 £ AT Ry
TSOC 4551 » % % & treprostinil © vzex » |74z * F WHO FC % Il &5
9% F R 4 A Aeie R T (SRR E S AR 1B -
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+ Tdalafil + Tadalafil
+ Trepostinil (s.c,
inhaled)
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+ Ambrisentan
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+ lloprost (i.v.) * Tdalafil
lla-C - P L + lloprost (inhaled, i.v.)
¢ Treprostinil (i.v.) )

+ Macitentan

+ Riociguat
+ Treprostinil (s.c.,
inhaled, i.v.)
llb-B - + Beraprost
lb-C i ¢ Initial  combination | ¢ Initial  combination
therapy therapy
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~ % % 5 Tyvaso solution for oral inhalation 0.6 mg/mL 2z 3 »z= &
treprostinil » §_w 7] B;ju%\% By > T OUE ByFREE 2 ORI F R T
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oA A L MBS NS 2 & ¢ .« (WHO Collaborating Center for
Drug Statistics Methodolog ) B ow[12] 0 B3 A%k ¥ % 5 treprostinil 22 ATC 75
% BOLAC21 - > 4w 124 (BOLA, antithrombotic agents ) © ezb3+% i | 5 5%
B #r414 (BO1AC, platelet aggregation inhibitors excl. heparin) - ATC 4 #f 43
BOlAC—‘ﬁ* §26 fE= A~ ’Kfﬂ\“’”‘ FESG P EARFRERLE[NE
SEVERRBER AT T RF W HRE RISK L S A ¢ F epoprostenol
(BOlACOQ) ~ iloprost (BO1AC11) ¥ selexipag ( BOIAC27) -

x’&%i@?”“&%#ﬁﬂ%(uTﬁﬁaﬁ%V“ﬁ*§%$ﬁ‘
g%;g?fh;{é FHEAA FR[13] TR ERE LR BRI REMEET EE
EASEIE g@&ﬁwpr% SRR G TR R FEABEFH
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F M A Z X WEFUR ambrisentan ~ bosentan ~ macitentan - £ p& = fig fiE e 4 A
sildenafil - & 3 p& 3k it = 1] 4~ riociguat » = 7 ﬁllﬁ% #g 1 4~ epoprostenol -
iloprost » = 7] ﬂﬁuﬁ—% IP < %8 1 _:& & selexipag °

B TRERE SR RBTART AR AR L TR
Fr2019 & 1 FHE2F AN T FAA KR IcE FEL FEA Y
AR T A ARSI 4 F LppES L [14] 0 £ #rg0F S 2019 £ 1
gagéémip£¥rﬁiﬁ@wmaﬁﬁgJ\&# oo MR EFE 8
BEs e BEFALARES R FT GRS T RE ARG LR
K » ¢ 4% ambrisentan ~ bosentan ~ macitentan -~ sildenafil ~ selexipag ~ epoprostenol ~
iloprost ~ treprostinil ; # ¢ » 5 & % & 52 5 x4 treprostinil & AP~ & 5
FFE o treprostinil & A EA BT F L AR EFIRTL ¢ FEHE TR

i SFET TR X EY R P HR[15]2 FonHRE[16] 0 £
BAREELAT SRy &7 ¥ T Rk g o B ek B AR T R
j’_ﬁa'&‘—"%\— ) lj|i_?;/{—:,‘; °

jﬁ%i%%%%%%%$ﬁﬁﬂiiﬁ%£$4§$6ﬁ%ﬁ’riﬁjéhﬁv%“%%&
FE FAAREFSPRAPN L EF S PHPAL 3R AL XU L EFS Ve K
A e [11] -
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ATC % %55 .
wae | FEETERE | WY [ HEpE | wEREsEEe
| PR
BO1AC09 | Jm #F M7 & "% 3 i 3 5t 05mg~ | R "R g o B2
1_ .
Epoprostenol | /& ;?J 1.5mg e
13BN 10 1. & & L s A R
* % | pg/mL ERGE SRR IO A
A 20 pg/mL K
2. AR U T g
e R ]
BOIACI1 | Ja % ¥ SRS Y T
lloprost | /& . .
=R ) 20 walmL. w3 R ER
m .
# H % class Il
3. FHEEFWF LA
g #*
1. L4H @ R 1
KB r‘ );',‘} Fl; N "/" - r' ._7.\
W B g R jﬁq“ mg/mL - éz\lﬂ LR s
2. %~ ’;S?'J : WHO t‘ﬂJ 5 mg/ml_ /r'}’%
BO1AC21 Group | % 1%
Treprostinil EEIRFERE | g .
% NYHAclass | 4 5, |90 R
e (R H |, | MO/ML
)
LS RS 1. 2 % 2  WHO
3 = B (WHO 200 Functional Class 111 2.
functional class 400 Fa g fh v B ik 3R R
H-T) 2. = A %'ﬁ ° 600 "ﬁ » & PDE-5I
AERENRLEX hosphodiesterase
BO1AC27 | et %2 | 800~ (phosphodies \
) 14 3= Fu®| (endothelin type 5 inhibitor){r/ s
Selexipag _ Az _ 1000 ~
receptor antagonist, 1200 ERA
ERA)% /&4 % T 2] 1400 (endothelin-receptor
p 73 3 antaginist) ;5 F J %
Sk = g e 1600 meg ginist) m%‘ R _
(phosphodiesterase 7 aiiﬁ » & 4 PDE-5i
type 5, PDE 5)#r | & ERA ¢ *
bt R R MRRIL @ E T R ST AL - R BT F BTG £
e CLWHOFCHI 2 IVEE? B2 4 b2 h% lvmﬁwmsl&ﬁﬁ o H - Epag A

2 EpF o 2 WHO FC I 2o £ = [

& N3 h FpF oo

*Eh
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ATC A 448

N ARFE R | WA Fegd | RERFELHFEES
HLH R AE D 2. FEFTFAPAR
O OhE R R 2GR *
* ERA ¥ &2 g * 3. FpmkiiRr 4
PDES | &) e o
1 # 2 g B drk g
= R
2. AT X R
&% WHO Functional
Class Il " &% 3 n
CORKXOL | o i Pt vk 3 i | w0 22 | 02 RO AR
_ mg ~ 125 Systemic-to-pulmonar
Bosentan | & &% .
mg y shunts £
Eisenmenger
physiology)
3. 2EEmEAPAR
H
4, &= 1
SIS L L 1w 3 gl ok $ 0%
cokxoz | ERREE e lemga10|  FEEEER
Ambrisentan (PAR) - %ﬁ nEyE &% _ mg 2 REITEALAE
B 4 2 U ETRA i
g 3. & & 1
1. % 3% Rogs [ v & ik 3
R
1) F5FwF 0
CO2KX04 | |23 d "% B m | W & 10 mg A
Macitentan | /& bz _ (2) = p A 1
2. Nk n R
RZEHE \rS o [i
(%)
1. Bs riEl 1. #2% %
"R (%) 0510, | O RFEFERI
CO2KX05 |2. ** &% % o R LIS 1520 B R 25
Riociguat (PAH, WHO &z 25mg (2) & ix & jiwes jiwis
Groupl) : * *t75 R B e ]
R PAH s 4 W A Bk
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"
NEZjﬁ ARFT R | WA | Eeg R EEmEedEe
Fk o g g WHO % 11 5] % 1l
Boap 4o Bechlf o e
WHO # it & = B R R
EUREIC RV R £
g 2. FEEVFAPIAL
i *
3. FZF Lk
IR 8¢ S e il kLT
0 B B e sy %
L EA LS A
DT Mo
GO04BEO3 R A Limy X if:ff % ’Z"ﬁ:’;
) _ (WHO Group I)i e 20 mg :
Sildenafil Bl g 0 &z _ (Eisenmenger Jx i #¥)
#Hoa 4 £ (WHO
FCI 2 V)& %
2. »EEERy PR
REF LR

= oL (52 RV MER)

*3F 4 3 & 4 CADTH/pCODR-~PBAC % NICE L%«?}%ﬁiéﬁl’f—l* AP
A SIS N ARG E N H B FRPAHTR R T
Cochrane/PubMed/Embase #p R é/l% » BRI B ﬁ}%ﬁi:}iﬂ‘—r ‘B ka BidiER
2P AR M IRAA Y Bk o

%R L P

C(Af;H%/pSODR 32019#%6" 10p 2> AEAPMEL -

PBAC (;®:) 320196 10p 2 > AaEiphdR2 -

NICE (# &) 22019 & 6 10p 2k > BEAPREIRE o

B g aTa 120196 10 p it - & & SMC (BRI ) F 4
R

"3£)E,L;4iﬁ;7§m]§\ PP Tk 4% riociguat B - o S A B R P L F LMW
hﬁuawd$% FE P 0T B ISR E - p&%pmﬁm%;;ﬁiw WmDﬁﬁﬁaJI#
Mgl M2 BFLRFESFEMAPAHRBL 22 RF wRABAPMHPAH B R -
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Cochrane/PubMed/Embase = 2 % o
EEFRELTH | SRFEFTA019E 57 200 (A% < Ripie

f”'I"\:' % - P ) <3z °

3 : SMC % Scottish Medicines Consortium &t ff Z4 £ | § méﬁﬁ
(- )CADTH/pCODR (4t £ %)

2019 # 6 * 10 p »* CADTH % 7 4 » B 45 treprostinil | 273 % » & &
E2 TR HEL IEE PN F 5= treprostinil 453 2~ WHO FC I 2 |V g% &
R R ,/treprostmll v B A E AR TS

(= )PBAC (i)

2019 & 6 * 10 p >> PBAC % 7 4 » B 45 [treprostinil | 2 730% » & &
ELixTRaEL el )N 7 57 treprostinil 443 * > WHO FC I 2 |V &% #
B @r}ﬁs ) ?Etreprostmll TR R A B AR T RRE

(Z)NICE (&®) "

2019 = 6 * 10 p »* NICE 4 7 4 » i 4= 5 [treprostinil | & (730F > 23 &
EiE P A 3G AR
(z)H i :ﬁ?ﬁiﬂ
“FR A
(1) SMC (#tefF) "

2019 = 6 * 10 p »> SMC 4 F 4& » Bi4& 5 treprostinil | &£ 730F » X3 &
EETwmiphi=ndE2

Mg E R YRR WA G EwiplTREIRE > *AFLI0F A X F 5 treprostinil o g~ H|
(Tyvaso® )*“@/1 e I“' (European Medicines Agency, EMA){% /8 2 535 B! A 8% &4 R
€ (Committees for Human Medicinal Products, CHMP) &% % Tyvaso 7w = #23#% TRIUMPH
P¥ o & F%(inspection) B mfie/k #5370 BEEF TR A 2 & B &R L TRk # 5% F P (non-GCP
compliant) > ® ig F hE B KB L 2H 25 RERE > wHRAF PRI FTHEOT R
PR RZTRIIEER % 02010 £ 2 0 17 p o fara # s CHMP Zificdd Tyvaso ¥ it
5% § o B 4 ehadd-on in o [17] o
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2. T FHEANM 2

(1) #=x-

3R 2 * >t 4% Cochrane/PubMed/Embase 7 +

1 7] PICOS #s & 15 2
¥ (population) ~ 75 = %
E
=

s WHOE B L ANERITEYL
(intervention ) ~ F »c4f P& 5 (comparator ) ~ F »Tip)

108CDR05030_Tyvaso

FALRE 2 % 2P 4o

g i T 2 ﬁﬁ

itk (outcome) % F= 3 &+ 2 2 (study design) > H & if it FI@ 4o @

Population 6% B R

Intervention inhaled treprostinil

Comparator AX

Outcome J“‘“E;ii;@‘ii;g#ﬁ%m@‘“iiﬁ”ﬂ“’#ﬁg‘ﬁ

7 SEARE 00 T

R R RARM BB~ 2 F

it Bl3F ~WHO FC ~

Study design

AR g REESLE AT R R

& pe + it 2 PICOS - i% 1% Cochrane/PubMed/Embase % < )ﬁk‘,ﬂ—'ﬁ » %> 2019
#£6 7 103 27 p » 12 Tpulmonary arterial hypertension | ~ I treprostinil | # 5 B

B3R FAOR o 0F R L e o

(2) 5

AFLHE T F FHE > Cochrane Library =

3 28 £ F#L ~ Embase 7 3] 54 £ Tl o i

5 107 £ F 4L ~
A AT oA & R GE o 420f

PubMed ¥

AP EAEIEE ﬁﬁ$%ZﬁF¢°ﬁﬁ—ﬁ;;$12$mTMUWW

saek 3 - £ %4 TRIUMPH 2%
=i

BT

% 24 % * 5 TRIUMPH open label

Treprostinil © "= ~ 3@] * 3> WHO Group | B (4 &% 5 o B & & NYHA

class Il1 :)i;[i:;,% EEPEY -3
Pé“%% e pé‘%&”’#ﬁ-@ ﬁ/IIW'QL"Z\—- ‘/FH
3 ouuE i TRIUMPH enff 2z ;8 5% - _E’H%,%Finggg

LHEB KD ¥ 'ﬁP‘%p
%y‘z’f;ﬂ".&rz\,

% A ¥R o TRIUMPH
; TRIUMPH open label

fﬁﬂﬁiﬁﬁiﬁhxfpf’imnwmﬁMIrwﬁﬂﬁwﬁﬁﬁ%W%W$

FR I LA R

AP rE E 2R L Ra > AL AFTEE B

i * treprostinil © "~ A?n] M R e E e B EE NYHAClass I Ij:;{*[f:,
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A AT b Ry 20 TR iRk Sk SR }gkwﬂﬁéﬁii\? BB HT o

A. Addition of inhaled treprostinil to oral therapy for pulmonary arterial hypertension
(TRIUMPH :#5)[18]

a. P

FH¥ 1 i = bosentan # sildenafil © PR#E 505 (e o X S BKE € 5 a0 fi A
Bt g N (98% A ) & IV s ® 6 4 &7 A FE4E 4 2T 200 3 450 2 v s
PR BR A o 2R 4e o treprostinil ¢ vpe o~ A & B LR st & 2 e

b. s 4 Ak A

S 4o~ 235 g 4o 4 botreprostinil ¢z o GRS X e b & RR| SRR 2
A sl 115 4 2 120 A o H @ g ROEME §O% 3 @*xé 56%’15'5.#:5;‘54 2]
EE R R R R F R B A i (collagen vascular disease ) ~ HIV g % 2 PR * ]
& f5 % 7. (anorexigens) #r# I o AF BIsRk > & 0 2 * bosentan % sildenafil
o g 4 A w1k 69% 2 31% ¢

C. Bk B

AR Ffpredgth s ¥ 125 6 4 4517 A 8R4 (peak 6MWD [6-minute walk
distance] ) "> 4c _t treprostinil T dEe o~ R RS e d b b oA 06 A 4R T A RS2 P
TR A 216 2% (2 A EES-8.0 3 540 2% ) A X FAHR R
e b A en6 A 4B T AFEAEZ P OBt S B4 3.0 2 (2 A FE5-26.0 1 315

R A R ®an? =8k iL B (Hodges-Lehmann [H-L] between-treatment
median difference) % 20 2 = (95% CI=8.0 = 32.8, p[eCMH]°= 0.0004, p[WRS]’=
0.0016) -

d. sk e

I Rl 0 I - R “f 2 E&EFE N #w B A fl4*~ (N-terminal
pro-brain natriuretic peptide, NT-pro-BNP)# i#l#cie § =2 b » & H & g >edy %ﬂ 4
TR &N TR § 12 Tt FEEA #ie - NYHA 7 it 24 5« W #9% B R
LS R $ 04 e g

"6 A4 TASER T AR L3~ treprostinil & & FA S 103 60 A 4T E R 6 A 47 AR

° Tested with nonparametric analysis of covariance within the framework of extended
Cochran-Mantel-Haenszel (eCMH) test. Cochran-Mantel-Haenszel mean score test was used on the
standardized ranks of the residuals from an ordinary least squares regression with change in 6MWD
at week 12 as a linear function of etiology (as a categorical variable) and baseline 6MWD (as a
continuous variable).

P Futher tested with the Wilcoxon rank sum (WRS) test, for confirmatory purposes.
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Treprostinil © e~ |2 2 & | e s w5 6%% 3%k 4 F17 2 FER
A 3Esk o Treprostinil © vpex » F e & ¥ 5 4 03 LF 2 L e (54%:}}% L)
HX xR G8A B~ A2 (flushing); 27 &2 G&4pE > v5efi ~ B

REBEFFARS @ treprostinil © e ~ 3%1] -4 R E A A E EE R
B RE SR P A R L R L R R
f. &%

i * bosentan s sildenafil infx 5§ gtk 0 E 0% F o RO/ A o A L
treprostinil © %% » H[F i o A i b 4 e

B. Long-term effects of inhaled treprostinil in patients with pulmonary arterial
hypertension: the TReprostinil sodium Inhalation Used in the Management of
Pulmonary arterial Hypertension (TRIUMPH) study open-label extension[19]

a. B

BLZ S L8 12 % - ﬁ‘% & A R e TRIUMPH 385 dhs £ 0 2 e
S B A T @ * bosentan ¢ sildenafil 4c + treprostinil © %zex » F| 24 i ? Gk
P rcE DR o

b. % redy i &

£ 206 g 4 oik o~ B Rl ¥R 0 B Y G 122 2 (59%) SEriEskAL
24 B0 o

#i.ééfiér)%:ﬁv:f}ia AH 6 AAETAFEHRE ALY 651251824 B ? ﬁifb.l,%z At
treprostinil © e > Flw 2 ¢ e A W) 5 M 4e 28431432 22 18 2 = - NYHA
o e e botreprostinil ©ovEe o~ E| w0 iE rmfg A A% 6121824
B2 oA~ 36% -~ 37% ~ 34%%7 36% I * PR RECHEDL EETE A
( Minnesota Living with Heart Failure, MLWHF ) & 6 & * £ % % 24 & * ¢
ARET BT R e o FALEE - FHEREFRBE Byeh o

FAEFEE 121824 0 2w 5 97% ~ 94%£2 91% o L3 A TRk B
(Clincial worsening » %% & 4c } A7e70% 60 0% B o RISR A - BRHER & 7= )
S A b | % 121824 B % & %] 5 82% ~ 74%= 69% -
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e S S o By S A€ frﬁﬁzxjxﬁgﬁgm;ﬁg%‘mwrﬁg;k v & HEEER

(34% )~ v (21%)~ ¥Rsk (10% )0 2% 7 T dze o FE A

| d
RITAPM DA AE

& 32y (53%) ~ FFet (13%) -~ %% (13%) e

o
i
-l
3

£ gy e+ treprostinil v ovgeso B D% 24 B0 0L EE R F L B 4

fg IR-»'/\:"'}% "{ﬁ °

4 = TRIUMPH 353 * 4 &

TRIUMPH 2%
venop o | ¥ =¥ 8 (participant, care provider, investigator, outcome
AR assessor #27 ) ~ S A R~ X AR
N N AR AT D L A
ZXJ~F 317 s mRE 30 B o
o TRAKRAETAFHINFLR T UL RFM S RIE
Ho & d %R A (collagen vascular disease) #
HIV & % & PR Frd) & 25 % 5 (anoreX|gens) Wi 4
#H NYHA # s tau 2% 12 IV &
o ErEHwAFH R * bosentan (125mg- & % 1) &
sildenafil ix— #& (=20 mg># % 3% ) % > = 2
o Ve
® N6 44 (TAREYE T 200 3 450 = ¢
22k o Hd 13 B HKCcEFRAFIP LW ERE R
o MPAP>25 mmHg (at rest) ~ # #+ % /& <15 mmHg & &
i 4 w5 g Fe 4 >3 mm Hg/L/min
o 2 123 P NI GE LU HELE LR
o FHME -~ HMEND bof
o ZHITHRREATH T F i 2 I H IR g A R
o Fd 3PP T LGP YRR BRINRES @
SRS SR R S Rt A L]
o Fd 30 X/ WA RAFUS I SF ALY B
#OF i
o iEZ 30 % ¥ 3L treprostinil © vze o~ FJSR N 2 (83
FERAe BB IRk Rk E S
e ¥t treprostinil sodium 2 H s 5 5|3k & $5 0 $ 7+ @=L
o jFah e
o FL 1 Bt AL A b2 o A RS
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:}% (7‘ }F’&\Fﬂljmﬂ_?%&gr‘ﬁﬂ ~ ’?l J\f‘}‘i&] E#;fhp rgﬂ_@
) ”ﬁ’g"giﬂmpﬁf‘ﬁﬁ Hi iz g-g é'gi'brrmf‘)?:’

B A dp | 235 ¢

L
et

VLA B 1Y B AL A treprostinil o~ B & B v T R
bosentan # sildenafil

zwiz\;#fﬂj ¥ 5 & =x 3w (treprsotinil 18 meg) > * = 4= 5 &
FHE 5 &= 9w (treprsotinil 54 meg) » & = 4 =%

VAR B & A~ &) & B i * ¢ PR bosentan
& sildenafil

FrdnPEBE ot 3 0 B X 4 AFFPEERE 9 B X
4 =%

AR | 5 1234 6 A4 ASER

I TREECT EnERT . oot 7S # (Borg
Dyspnea Score) PUNYHA # i A~ % 12351 5 6 A

% ) BEFABEY S F 6N 6 44T ARERE S JIT PR RKE

N L R RS L INELE TR Y Ty TRt
% >N 3% B A|4/4 "~ (N-terminal pro-brain natriuretic
peptide, NT-pro-BNP)™ ~ & > % %

*

t
i

1

KEGABIFAFER TR ST ERE 1032 60 4488 P 6 4 4817 A EEY -
WHRECEEAgHEE S B FIRERFLRENERLR s e B
B o SRR A o

Mt FlEE A Bod_ R A 6 A 48 (T ABERLIPES /}is ApHEOAS (RFRELIER
A 3104 (Fa 7 g % "Jm» &) -

BB A EITAIERE TR S V»/\Fi ZrRI AR ERI6 AT AIEY o

PR ERECH R BTG E 4 (Minnesota Living with Heart Failure [MLWHF]
questionnaire) 3=i5 = Bwm w & 324 Wik ~ FHITG 2 FSER S & Bdx i & 7 R
ARG o

T BNP & v g wwvimie SRS @a s foo (584 (S 5 NT-pro-BNP # 12 87, 5%
TR AR > BEARF ARJLE o

# ~ TRIUMPH 5% & % &2
TRIUMPH :#52%
treprostinil © ¥Eex ~ | Z & A
£ & bosentan # sildenafil | & & bosentan # sildenafil
(N=115) (N=120)

5 1235 % 6 44617 A FER
Wi Ay B H 4 21.6 = = e 3.0 o ¢
Foero g (e & EE) (& > 8.0 I 3 4r 54.0) (> 26.0 1 3 4x 31.5)
H-L between-treatment Hi4e 20 o ®
median difference (95% CI - 3§ +r 8.0 I 3 4¢ 32.8)
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p i&(eCMH) 0.0004

p & (Wilcoxon rank sum) 0.0016

Tk &%

PR P,
:i :Zi Wk & 1 o 11« (97%) 114 « (95%)

G L R 44 E SR LR 1A= s

oS S5 A FPH %G w ROk
PRgRECHERERL EETE 4

H-L between-treatment R L G w il 44 (p=0.027)
median difference R G e ed 24 (p=0.037)

NT-pro-BNP (5 155 f5 * £ 5 A ) # ipl #c¥p )

WA AT EF WP % 57 pg/mL 3 4 40 pg/mL
e (x A 2 E) (F > 396 3 3 e 34) (B> 93 I # 4 288)
H-L between-treatment #0187 pg/mL

median difference (95% CI : -333 = -64)

piE 0.0014

1903

7~ o (%) 13 (11.3) 10 (8.3)

3 P AR S

e (%) 7 (6.1) 4 (3.3)

B FL R % T (Notable harm)

2w, N(%) 62 (54) 35 (29)
g5, N(%)" 47 (41) 27 (23)
&, N(%) 22 (19) 13 (11)

5 8, N%) 20 (17) 18 (15)

i i, N(%) 17 (15) 1(<1)

* RS EUHRBET G HFLE (p<0.05)-
(1) df iz T

AR LB A FEHEOR G P P 2 Tyvaso® (treprostinil) T #ze ~ ] 0.6
mg/mL ¥ 3% - %“%Lifiéfﬁi% 2 i F O treprostinil T vpex o~ T L H 2 i
i B %ﬂ}}% AF2 A hiio o NS HE B E R B RSB R HE -
PR H denp AR 4 F e

b 3% % 7 HL e 1}3%) ’J'—lpjnpﬁﬁﬁz?"k ) 134"‘*‘ K]‘]‘I«—‘I 7 r@‘;ﬁ‘i(?‘%w#?&é"
)%JC?‘}I P\ 7% ;;“F\)\Q)EJ?7 _g;? ’}_\Q ’ 'Fl v ‘,Fxﬂ Z Q}EJCP. tl‘epI‘OStIn” r')Vb‘:)‘
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» # # % add-on # 5. & & bosentan ¢ sildenafil * »% /5 B 4w 8% 3w R &
# NYHA class Il s 4 2§85 2% " TRIUMPH | & 2 # 2 gLz g
"TRIUMPH open label ;- * WY S5 FRAIEL PN < > it 7 ?‘zi °

= F;z; ¥ b - B v/}%#; F R A * iloprost ¢ ek o~ FH & H ERA &
PDE-5i mﬂ#a‘w’f R B Ao K-iloprost Todzex o R PR 3k (rapid transition )
= treprostinil © ¥z » Bk 242~ TRAGR E R A BT o v RRERB A HF L D
FREEERE L% (7T4%)~ 5g7 (44%) -~ sEw (30%); »v% 123 6 ~ 45 (7
A FEAEH 4 4r 16.0 2 % (p< 0.001) 5 ¥ & X fE s cnpE B R AR 0
14 ppF 5 gt A * iloprost v ovpe o~ AV U & >engg e T treprostinil
T OVERR N R e PE L TRk R AL 34 [20] -

FREA S 0 F A REFTH g:;;q—-)g AT kM gkiﬁfxfﬁfv}? v &
$ O L 2 P M [EE RS E R F o ek R R
PR AT AL P RTERORETHY A BERFRAL o HF
& F e treprostinil ¢ovpsmor B RS G X AERRRS R HEE
chH BFFT Y 0 £ A% & treprostinil v vz o~ g H B ApiTis R 3 4o iloprost T
ek | R selexipag ¥ & SAp vt AT Y o B i 0 E Rk I Ak i treprostinil
v M TH R GG R R 8 B E # NYHAClass T o 4

2 A deio f e0Ap M AR 0 v 2 35 treprostinil ¢ o~ B E 2 i % 20 p AR 4

3 _L.‘}%“t;{o

‘-\\}
\F‘b

.\

~ % ¢ % 2 treprostinil ¢ vzex » & 0.6 mg/mL Bt AR A 4
ﬁ%B&f«:m;? RN BRI 6% 3 B £ NYHAClass 111 g7 7 +

MR R TERIE RS 2 RN B T RE AL B F B A 7"§Fr'
Rl 17 F AP D R 4 FE S TWHO Group | fa 25 62 5% § i R £
# NYHA class 1 5t 5 4

E3 A% P AR 4 ¥ 1995 2015 #£ ESC/ERS * § B 9782 infdp 3l > 223k

FH B % i WHO FC class 11 5% & 5% 3 s & A= 4o in iy i 58 (2 3k 45
Fu 5 A 1-B ) ¢ 45 PR ambrisentan ~ bosentan ~ macitentan ~ sildenafil -
tadalafil ~ riociguat - selexipag » #F9% 3 &+ epoprostenol > & T J3 & treprostinil o T
=v3 ~ iloprost treprostinil M ¥ H - 25t & 9 WHO FC class HI 5 #5 7%
BB A ERT EE AR EIRF L R R A E R (ER-ERF S A
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& I-B J‘f )@ 3= v PR macitentan( 4c + sildenafil )~riociguat( 4 + bosentan )-selexipag
(4t ERA v PDE-5i ) ~ sildenafil (4c  epoprostenol) %o 1 it & 5. ¢ 4L i %%
MoE A R MR R B ow R 25 kK A ¢ 3% v PR ambrisentan -~ bosentan -
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" Tested with nonparametric analysis of covariance within the framework of extended
Cochran-Mantel-Haenszel (eCMH) test. Cochran-Mantel-Haenszel mean score test was used on the
standardized ranks of the residuals from an ordinary least squares regression with change in 6MWD

at week 12 as a linear function of etiology (as a categorical variable) and baseline 6MWD (as a
continuous variable).

* Further tested with the Wilcoxon rank sum (WRS) test, for confirmatory purposes.
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| (Eskig® )~ lla (st i ® ) Ilb (72 g )e
A(FRRE S BIRAFRSLE S47) B (TR A H - T sdskd < 32

LT C (TR b Jo KL FAF LS v i g ) o

ﬁ*ﬁa : ERA, endothelin receptor antagonist; PDE-5i, phosphodiesterase type 5 inhibitor -
AN ERERY DA R RoTdpih s ATRA S AT R AL F R FR T ERFERR
T8 5 e = % [all-cause mortality] (FpEE T & ) ©
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1. Cochrane Library

108CDR05030_Tyvaso

FEER | FEF R B g
#1 2019/6/27 | "pulmonary arterial hypertension” 1,340
MeSH descriptor: [Familial Primary Pulmonary
#2 2019/6/27 ) 66
Hypertension] explode all trees
#3 2019/6/27 | treprostinil 180
#4 2019/6/27 | (#1 or #2) and #3 107
ArEBEE:O
2. Pubmed
FHRPFF | H K B g
("Familial Primary Pulmonary Hypertension/drug
41 2019/6/27 therapy"[Mesh] OR "Familial Primary Pulmonary 10,931
Hypertension/therapy”[Mesh] OR "pulmonary
arterial hypertension"[tiab])
#2 2019/6/27 | "treprostinil"[tiab] 459
(#1 and #2) AND ("Systematic Review"
[Publication Type] OR "Meta-Analysis"
#3 2019/6/27 . ) 28
[Publication Type] OR "Randomized Controlled
Trial" [Publication Type])
PRl 2
3. Embase
WEERE | HF K 2 Bk
#1 | 2019/6/27 | 'pulmonary hypertension'/exp 90,539
#2 | 2019/6/27 | ‘pulmonary arterial hypertension'.ab,ti 19,679
#3 | 2019/6/27 | 'treprostinilab,ti 963
#4 | 2019/6/27 | #1 OR #2 91,509
#5 | 2019/6/27 | #3 AND #4 823
#3 AND #4 AND ([systematic review]/lim OR [meta
#6 | 2019/6/27 N . A o4
analysis]/lim OR [randomized controlled trial]/lim)

o BB 1 (22 Pubmed 5 2 5% £4F)
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M2 R TR LAOF B %

v
O R Z:p 4= S s f
e
Idiopathic  Pulmonary Aurterial
1 _ 985
Hypertension
Tyvaso 8
treprostinil 511
( Cost-consequence analysis )OR
PubMed | 2019.6.5 . .
( cost-benefit analysis ) OR 959 955
4 | ( cost-effectiveness analysis ) ’
OR (cost-utility analysis) OR
( cost studies)
5 | #1 AND #2 OR #3 AND #4 11 0
Idiopathic Pulmonary Arterial
1 _ 4,638
Hypertension
Tyvaso 82
treprostinil 2,478
( Cost-consequence analysis )OR
Embase 2019.6.5 . .
( cost-benefit analysis ) OR
4 | (cost-effectiveness analysis ) | 119,657
OR (cost-utility analysis) OR
( cost studies )
5 | #1 AND #2 OR #3 AND #4 24 0
Idiopathic Pulmonary Arterial
1 _ 299
Hypertension
Tyvaso 4
treprostinil 180
Cochrane ( Cost-consequence analysis )OR
. 2019.6.5 . .
Library ( cost-benefit analysis ) OR
4 | ( cost-effectiveness analysis ) | 19,848
OR (cost-utility analysis) OR
( cost studies)
5 | #1 AND #2 OR #3 AND #4 3 0

39/39





