FENARERMEMEERE ICXT
EAXRETICEIFS L 7OXFZIL (GEHRKR) @
ZEMES L CEREDFE
—REA A (RHFHE) OWE—

RAHBEER At BREARREATS K=

S K #d
Mo TaH
iU ®Ic

Jili s IS VX A BRI o0 5% 38 B IRHE D
wcd D, MBMRIEMEIIELE (LT, PAH)
W&, BEMEREZ 5 ORI L o1
BEICEZ4 T 5, 2022 4F 1 M D 27 2 / RO
Mg gRep s L Y AEI N A4 FI54 00T
&, MEIEREOE R % ML DA T —
TIOUVIRE % O THEMN L 2 P RTEI R A3 20
mmHg #D%A, £ L, 612 ThimE s
2 Wood Unitild, ¥ X O iliEslREZAH 2315 mmHg
DN, %ZPAH & LT3, 7z, 2012 40 T
EMUEREAEA A F 94 > 2 Cld, Wi e
DEFRE TLKERHCA DD T —T IV Z W
T L 72 R B IRE 25 25 mmHg DL Lo
) &L, o0 ThiBRELA DS 15 mmHg
Fy #PAH £ LT3,

PAH 3 HABIRTH D, ENTRIEERE
(FeoEem) ZivFAE DM %217 T % PAH
B IXAT 3 EREIC 4319 ATH - 7Y,

v ML D 2 13 E R A IR Ltz |
$, ERDSFEEL U 720213 IS R EE o) i IfiL
HEAEICRATL TE D, RIBROLE 134 B A

o oL 3
& ERT

5 LARDERE 72 £ 5, 1991 4K E LA
AT O FEIZ X D {7 i R F Ml S
FEBI D PHRFETIX, 1EEFHK68%, 34EE
1A 48%, 5AEAEFE34% T, FARTH-7Y
23, #0H PAH G 3E0FF2IC X b, PAH GERI
DFHIE, 5EEFRT56.7~96% & A
ROLNTWS,

PAH D¥ERED ERIFEIIRNIE D F-%E ¢, &
WmEY 7Y v 7, mENE, MEEEO 3
DOHFERIC K WAL %, BIEMATE 2RI
WM& LRSI, (EHET 5 3 RFEDOREE,
Thbb7uAyH 470 (PGl,) &K, —
BLEE (NO) &g, =v FxVy v (ED) &
RISV T 2 3RS S 1, PGLRIES o 354
& L T PGLEAI, PGL#EERE L U PGLZA
WAEENSE, NO REEDOFEAI L L THRARY TR
77— 5 HER LA T VB 7 5 —
YRS, ETREOEHE LTy FeY v
TR DD 29,

FL7FuRF= (FEH4: FL 7R R R®
HHHK 20 mg, 50 mg, 100 mg, 200mg, LUF,
AHD 1%, PGLAEAEBHAITH D, PGLOY:
MEEZWETEZ LIck D, HREBHE O

Key words : b L 70 25 =)V, WBIIRMERG SIS, SOEMReMHE
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BER T CTOBRBEELEZSEL 72, HIRAZRS
B L OH PG nEmAlcd 20, L
Ta2AF VDT RFEHENEMZ, Mted
D BINRINE PR 12 KT 2 R 72 B RAR R &
I MEEEINGIER T H 5, ENA O BRRFER
T PAH 1%t 3 2 AFI D Hwhk: & L etk ashER
INZ Lo, FREEIC PAHIGHFEOH 7
BRI RIRETE 3 LB 2, B TELER

FSEAERHIEE & 1T\, 2014 4F 3 HICHLEIRFE KGR
2R 7=,

4nl, PAH #2031, AHlDHESET

ICEB U B RIS oRet L AR EET 5
ZERHNELT, 20144E9H XD 2022 43
FNC T TR L 72, (EARARE (B3,
DU, ARiE) ofilz@sd 5,

I WRETE

1 BEAENRE L CFEEFEK
ARSI, AAIDOXIEE - BIHTH 5 THfid)
IREME MRS (WHO BERE2 82 7 A 1, 1
KOW) ) OEHED DB, RADEG-H3H 7212
mInilBE (LU, Rifds o &Gn L 7%
JERN) &L, SFIEEICCHERT ok, TFE
FEMBUE 240 Bl & L7z, 8B, AFIOREHTIC
BHNEF—RTD b L7 a 2 F =)L DK R
53N, FEREAFORE 2L 2
BE (DUF, ERRED o #5500 L 75 H)
HRE L,
2 HEREE
BIZIARNZ, AFED S BGHG L 7ER T
&, AFEGHAE, mES5HEME L, HAKEL
B & B 5 5kG L 7REGI T, AFERBD? 6
RIS AER & L 7o, G PAE 54 £ Tofl (K
D S BGHG L IDEFOEA) b L IEAR
TG 5 FF oM (BRARGRERD & £ 5.5
I L IAEBI DG ([CAKIOR G 2k L 723
£, b U S BIZRI 1 R 1 AT A o
MR T La1, ZORETHERTEL
72,

3 HHEEB

D BEEER

PR, iR, DFFARE, ARO[ ER, Bk
H, iR e i s P AR 7 i e & % A L
72

2) AR
BHHmH, #5858, R, RAREE,
(ZF T v T ) —d o KRN Z BHIC
BIT2) 2R 70 RTF ) — o KFIANOYE
ZHHE X OB GIRDL, BGRERATRDL, 12
&7« hib Rz E R FE L 72,

3) DERIEE, PRARGE (RNGHEE )

KA FRIRET A A G- rh O AR - 18
kR E 2B .,

4) LA

AEFROKIURN (FEHRA, FBIRO
KRG, EEM, AFONE, bk, KR
BIfR72 &), HRRMAEZ A L 7.

5) FRhE

WHO Jifi& ERERERE 238 (LT, WHO g
), IMATEIRE RS X — % (Bl 5
(LR, PVRL, “FHRGEIARE (BT, mPAP],
DMREC (DA, CI, Wiyt (LA, PVR],
IGEIIREE AL [BAF, PAWP]), 6 23417 Rt
(LUF, 6MWD), BIERILZ 27— (LR,
Borg), Itk bV o AR 7F E (B
T, I BNP), A7 4 & 20 L 7,
BIZREL, #50m, 5 1208, &5
I~54E (LAETE), B5 123 ¥ T ORI
ik & OG5 4 £ TORKIHIGFE & L7, i
TR & 1%, MkBEREdlclkie s - 128 %<, %
72X 5 EFTTROIBOHIERT, HIREG]T
IR E TR O BOLHEIER S & L,

6) I

KRB W CHBEIADEC, BEREEE
AOREIMEAT, BERMNY 27 FHEmHEICT
MREERREINTLY A7 JICHE LT D 2
HRZHEAFTEFIE L,

R iR N 51 B U 722 iR 2 7 — 7
WG (LUF, HLEIR 2 7 — 7 VB
R)?, o VIR TG ICE T 2 %40
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(Rt B2 T 512 B L 72 7 AL R AT SO
DUF, B AR RIATEOR)® - A8tk % e L 72,

7) REWHEIEEH

HOS BT REE A, THI e, TMEET,
g g, THEHIREAZEMR . (PVOD) 2H7 %
B e, THURBERE SLERE |, TR, 4
Rk 5, NS A DG N TR R
g TIFBRERE S R ), TRl GaRE %
EHLELEBEE T2 70257/ =R
KNI Z, ROAR» R TBRT /) —
WANDYPEZ 5, TR i JR 24 i v 2,
T 25018 i e 0 i v T2 e OV EL s 12 £
2 Fiti Bl AR A L I DA 4 0D it TR 24 it v T
ERE ), TRMESROZ2ME (FrcRRK T
B5) "2 RE L,
4 MBRRAE

RRVEDFTHIGTlE, ZREMITNSIERNICEB
2 EIEH (RRBERIERE I N WEEER)
DFEBURDLZ - 2rEE & L, BfEHD
B TICH I BX B 58 M G5 & H K35 K
MedDRA/]; (ver.24.1) #F\CHEHL 72,

BRNMEDFTAM UL, BRMEMT T SIERNIC B
\J 3 U T OHEEZMBITEE & L7,

TWHO BB B 13, T (B GBmR»
o TEMESEL 256) oFGE2MITEE &

L7, 7, WNREEMETHEOEEBETH D,
BB IR T2 2 LI3HETH S
o, TRARSG BRI O WHO BBE 7
(B BIRRE DS T EE KO EE) 5 WlCix Toss
F 7 EARE  DEIGIT O VT HIEFEE & L7,
T6MWD,, TIfTEIRE S X —% 4, Borgy,
i BNPy &, #5455 2R % fif
WEHE & L7z,

TR o 37 1 B AEFE % Kaplan-
Meier #Eic X DR L, AKER O KICIZE 7
7 v IE R v,

WERHEMTIZ X, SAS Ver. 9.4 (SAS Institute
Japan Bk \&tt) 2R L 7%,

5 HRDESF

AT, TEEMOBERZEZOFEXN
RO FE N D HEHEIC PS54 (PR 16 4F 12
H 20 HAHSAEI5BA 5 171 5) 5 1l D SEfid
L7,

I FAEBR

AFHA T 315 B EER S A, F A S
Bilix 275 BlTdH b, AfilE LM ]
L L7, 275 BoNERIZ, AFED S REHA
L 7AEf) 264 4 &, ERIKERERD> & % 5B L 72
FEGILGITH - 7, EEARRERD & #5505 L 7%

a: MedDRA FEAGEE (BUF, PT) & A7 —7 VERETN TGS 754 R &Gy
MBHBUIE ), DV TFheEENsHRE LK,

PP fatian B R gy, TPRigerk

b: MedDRAPT I= THSERAL, EAENL TG DL FhplEEnsHRE L,
¢ : MedDRA SMQ MR (BRBRAMFR 2R <), THUMBREERRA N £ 72 NEE ot

WM T 2R E L,

d: MedDRA PT (2 TMUHEAR T MEME) OWTRhBEENLFHRE L TR, TRMNHTORE) 12544

THLHRRE L,

e PHEAHBURTAZE TAKIOMHEER, M, 73 THIEIIRMERE MR BRSO (2 ofth) s i, THiEHR
PHZESE ), TPVOD Cf9) Wi mAEsE (PH) j, THSHIREASEIESRE ) LS N BE L Lz,

f : MedDRA SMQ "HUIRBRBERETMEE (Bsh) 5 12@%4 T2 FRE L7,

g ¢ MV D EF1Z MedDRA PT © THIVIME ) TIUIIER) DwdFnr s TEd ), MET, owuFnsro, il
DBEENLHERLE L, FHERIED OEFIEZ MedDRA PT ¢ MifFdEk, TAIMER) v e TR TE

T DTN D, MAPEGENLHERE LT,

h VNS 3RS FHIRRHC 15 M T D BH & ER L 7,
i : MedDRASMQ "RMEEAL) MBMEENE, TBNEET, OwTnrici#ld %R, MedDRASOC M
BEOIRBEIEE ) ICHY T 2R, 8L, ARICHER L 2 EERERERED MedDRA PT IS4 ¥ 2 9%

REePIAEICH T2 BEE L,

j : MedDRA SMQ TiFBEE ) 1235247 2K, MedDRASOC M RREE | 103424 T 2 HER, WEINICHRE
L 7 e e BHE > MedDRA PT 1244 T 2 HR 2 IREICE T2 F & Lz,

k: —ETHHRGERELEEL2BHL L,

1 TR G OZ2M) o TRIRS) 1k, TTE2E2 &L, LEELL,
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AEEE TS 264 15
| REMBRHTERIHED) 0 i
ROMBAT N RIER 264 f
B HMRRAT RSV 24 i
A HMRRAT R SMEBIER
SE S5 FIE 12 f
AEIS SRR OWHOMEE N BN 1 B 81l
PVOD%#E T 2 E&E 3 1
[AHIOEREH (ARG | 7 16

BRI RES 240
1 EFIERE

FEGIE, AREBHGBND > AR 2L 3N TE
D, KD S BEGHIG L 7 GEH] & B 5011 23
RECHELE LI EDS, 0o DREFZ T
ST L 72,

1 XRAEHLSKSHAEUIES

1) SEGIRERK

AR & BB L 7IE B OFE GRS IX %2
K 1icRd,

TR VESRAT O SR | F AT [ 51 45
264 ) & U7, REVERTNGIER D ) b,
JEAMEF 12 1, e 5-BHka R > WHO BEAE 734 1
J£ 8 i, PVOD %247 % ¥ 3 #, TAFI D ffiH
B (FREA) A 1B 0G24 H1% Bk 72 240
il % AN ERRIT N SIER & L7z, %%, PVOD
ZET 2 EEIGNE, TS MEERETA R 7
4 ¥ (2017 4EETIR) VI E T, PAH i &
FRRER TR T3 7 B 12 0, ARNVERRHT AR
oL 72,

2) PehrbkAER]

L VESRHT R RAER] 264 B D 9 &, BIZEHIR
(RE 5 4E) PicARI OB G 2tk L 7 5EH) 13
167 fil (63.26%) T, %&b @ 97 HlIxAK D5
ZRERE L 72, TR Ok ok, #5
FfH 12 0 % ©2355 4, #&5-BHIR 1 FE# T 39

fil, 554G 2 4E85 T 31 4, #e5BEMA 3 ER T
22 B, Be5FHLG 4 SEB T 1041, B5PMA 5 4E
gcl0plchHorz,

HIEBEE (10 B L, B D) TIX, AE
HR DB 7360 (43.71%), HHi\ > THERS
5 23 41 (13.77%) , ZNHRA 47 21 $1(12.57% ),
BEOHE (EEFREZRC) 184 (10.78%),
ZDfth 46 ] (27.54%) TH o7z, ZDfDN
Rix, L 18l & Th o7z,

Behikic B> EIfEH O 9 5, 561 LR
O &N EIEE, SRR 21 B, 4T
BEALBE 8 4, TEGRFALRESS 7 HlTdh - 7z,

3) BEYR

BETROSMERL1ICRT,

PR CIlE D% < (LR VERNT R SHERI
D 70.83%, AT OHEIEG S aRHIFERE), itk
39.8+16.9 7% (Vg e, DITHEER) <
b ot BRI, FiFetE PAH(LUT, IPAH)
PO L Do (52.65%), FEMIIRTIE 6.45+
6.89 FETh - 7z, #LBHIRIFO WHO HERE /3
TIHTEPRbS -7 (43.56%),

4) ARHIDHHGIRL

AHNDOEGAIRMZ R 2 12R T,

Pe 50013 841.0+670.1 HTH - 72, %55
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xR1 BEERESLCHAROERRR

HH/A 73 % (%) YH/%H 7Y % (%)
I 264 \gg,o F{féj}%ﬁ\b%ﬁﬂ 1™ 8 (3.03)
Lbiltnk i
i (%) <20 32 (12.12) o IIIIITE; 1;’ Egii?;
20= <40 107 (40.53) VE 38 (14'39)
40= <60 88 (33.33) ’
60= 37 (14.02) WEfE 2z LS 12 (4.55)
% 264 PAH OiBRIED | %L 3 (1.14)
SR+ (R 39.8+16.9 || A7 EY) 261 (98.86)
rholLfif 39.0 .
PAH D it PGLAH (GFiEfk%z &) | 116 (43.94
NI 0-87 BRI (%%ﬁﬁ)J (FEkzEE) 6 (43.94)
x 187 (70.83) PGLAZ A K% 26 (9.85)
Aﬁﬂ@fLUFHEIE’\J PAH 249 (94'32) v KtV ‘/F{'E.ﬁ?ﬁ—q:ntﬁﬁu 247 (9356)
2z o 14 (5.30) ﬁg’gﬁylx%ﬁ—@s 216 (81.82)
A 1 (038) J7 N ) =¥ 59 (22.35)
[l IPAH 139 (52.65) RRA "
HPAH 20 (7.58) (e 174 (65.91)
CTD-PAH 36 (13.64) | PAH 0 AL 8 (3.03)
wattiafis | 6 2n) | RO 256 (96.97)
ety e =572 | 16 (6.06) i
4 By P B 10 (3.79) | PAH &% D PGLMA (FFEkz &) 47 (17.80)
z2ofb 9 (341) | PRAEEB I | (EDIAD
PoPH 12 (455 | PPHEEE I(J%i%” Fufszeat) | 11 417)
CHD-PAH 35 (13.26) PGLZ A R EB 3 61 (23.11)
/L2 b R ARE 13 (4.92) O B 1] S "
o - IV FeY v REEEH | 245 (92.80)
DR A 17 (644) FAKSIATFT—E5 | 189 (7159)
Z 0 7 (2.65) B ’
zZ Ofho> PAH*? 9 (341) I Ny 7 —¥ 87 (32.95)
A
‘Wﬁﬁgﬁﬁ (j‘:ﬁ) =1 57 (21.59) %ﬁﬁﬂ@i;ﬁ(f 187 (70.83)
1< =3 44 (16.67)
3< =5 34 (12.88)
5< 128 (48.48)
A 1 (0.38)
% 263
S fiE (R 6.45+6.89
rhLfie 4.75
2N TN E| 0-56.7

*1: PVOD @ 2 il % &Er,

*2AERI R (264 1) KT aEIGE R L (EHEDHD),

*3:PVOD @ 1% &,

EICAMER (GhRESS IR TRENIRIE R IUTE (WHO BRE 2 7 A 1T, TMKROUIV) ),
5 SR EEAR 1B, SEAGREHAIE A (—14 H~85FBH) B 1HITh ok,

IR DR GREHE (X, FFEEC TG (DUF, SC) Epo) 226 DU A DA X, Epo 75 DY

2351.52%, FifiEARNEES (DLF, 1IV) »% 2 £%49.24%, Epo A 2350.00%, AHHA

811% ThH->7, THRTuRT/— (UL, 0.76% Td > 7z, WAl 5-&% Epo 75 DY)
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%2 FHOBERAELCIRTIORT/ —ILHSERNOYIEZRR

HH/ A5 3 % (%) HH/ A5 3 B% (%)
S 264 f(ﬁ/)lﬂ]&»’ﬁ-%% én%/kg/r%hr)l) s 0<  =0.625 1 (0.77)
Epo > 5 DY G ** | po5< <125 2 (154
E%ﬁw)g?g«@ 7L 132 (50.00) 195< <5 1 28 46;
AODYEE: ’ " :
~ b 130 (4924) 5< =10 14 (10.77)
R 2 (0.76) 10< =30 36 (27.69)
30< =50 16 (12.31)
AFHIHE 5 BRIRIE O #5888 | SC 136 (51.52) 50< =100 32 (24.62)
v 127 (48.11) 100< 14 (10.77)
RHY 1 (0.38) N 4 (3.08)
ARFIHE G BRERIE O 5 5 | SC 103 (78.03) || i SRS D Epo & | HI%% 123
(Epo AREFHER) ** v 28 (21.21) | fHRICAT 2 S £ BEHERR 3 | 127.52244.80
- Epo WI# 25 T D e 120.00
A 1 (0.76) || AFIORLGRDHHK (%) ~ X
AN SN 21.7-376.0
AHIBe 5RO G888 | SC 31 (23.85)
(Epo & DY ZAER) *2 v 99 (76.15) A5 E (ng/kg/min) ik 262
SVl + AEEHER 25 | 90.82+70.93
A 0 (0.00) e 77.48
BIFEG (ng/kg/min) | 0< <0625 11 (8:33) A 1.007335.40
(Epo A il 0.625< =1.25 84 (63.64) | #rLif (H) P 264
1.25< =5 32 (24.24) TR + B R 2 | 841.0£670.1
5< =10 4 (3.03) rhryfiE 788.0
10< =30 0 (0.00) AN N 2-1828
30< =50 0 (0.00)
50< =100 0 (0.00)
100< 0 (0.00)
R 1 (0.76)

*1: 53R Epo REANEB OBI% (13241) & L7,
*2 1 JyRHE Epo 2 & DUIE ZREBIOFIEL (130 #1) & L7,

Z DR CHERF L 7F5H, Epo A& HAEHT
1 0.625 ng/kg/min ## 1.25 ng/kg/min BT 235
H% < (63.64%), Epo 25 DYIE Z HEHI Tl
10 ng/kg/min ## 30 ng/kg/min BL'F (27.69%)
8 & ¥50ng/kg/min# 100ng/kg/min
(24.62%) D% o7z,

BRI O R 55 1E 90.82+70.93 ng/
kg/min, K 335.40 ng/kg/min TH > 7, &K
KO CE T, 290 ng/kg/5r %8 2 7o 8%
S EORERIZ A7\ 7- 0, 290 ng/kg/ 7%
ZTERET 2553 BEOREBICHIERT S
TE) EHEEMELTVWEIEDS, INHD
BEIZOOWTHER L 72, APFETIX, 290 ng/
kg/min # T 5 N ERNZ 5 #T, 290 ng/
kg/min %8 2 72 2B 7 e BIMEH 35 B L 7=
JEFNZ 1 HITH - 7%,

5) &t

(1) HEI{EHFEBURDL

KB T 2 EIEHRBMRN A R3S T,

BIfER oFBE 412 87.50% (231/264 ) T
HoT,

FHR L OEIICOWT, AL
DEFRIZ—ETHAFE SCIlc TGS
7oRE] (166 1) & L, Hulailik A 7 — 7 Vg
BHFER DL WNRIZETHAFZ IVICT
Be G X NREH (157 ), % DD HER DS
XG2S SOREGI B (264 1) & L 72,

TR (FEREE 5% 1) &, HEHT
RN 92.77% (154/166 1), 1 58 A7 41 B
47.59% (79/166 i), FESHTBOLIENE 33.73% (56/
166 ), HEFHTAAERS 29.52% (49/166 1), i
SHEAL Z 9 FEIR B X OV TSR A B4 19.88%
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&3 BMERRERERR (1)

) FEBIE (%) FEBIE (%)
f5 : f5
XIS (FEBIRE) IV | (FEBIRF) SC XIS (FEBIRE) IV | (FEBIKF) SC
LA VERRITR LA 264 157 166 el 1 (0.38) 0 (0.00) 1 (0.60)
SRR 231 (8750) | 96 (61.15) | 163 (98.19) | ETHI# 1(038) | 0 (0.00) 1 (0.60)
B K A | 59 (2235) | 35 (22.20) | 27 (16.27) || MEAKEE 50 (1894) | 17 (1083) | 33 (19.88)
e 1 (038) 1 (0.64) 0 (0.00) FARA IR 1 (0.38) 0 (0.00) 1 (0.60)
T 1 (038) 0 (0.00) 1 (0.60) FEhE S F 0 8 (3.03) 1 (0.64) 7 (4.22)
Wi 1 (0.38) 0 (0.00) 1 (0.60) RS F 0> 1 (0.38) 0 (0.00) 1 (0.60)
e 1 (0.38) 1 (0.64) 0 (0.00) S 37 (14.02) | 13 (8.28) 24 (14.46)
VEHEB I 8 (3.03) | 0 (0.00) 8 (4.82) RESEAE 2 (076) | 1 (064 1 (060)
VRIS 15 (568) | 0 (0000 | 15 (o4) | R 1(038) | 1(064) | 0 (000
P 4 10039 | 1 (0.64) 0 (0.00) RIS 1(038) | 1 (064 0 (0.00)
B 2 (0.76) 2 (1.27) 0 (0.00) et 1 (0.38) 0 (0.00) 1 (0.60)
WIS 5 v 7 2 (0.76) 2 (1.27) 0 (0.00) BT S 78 R M i 1 (0.38) 1 (0.64) 0 (0.00)
VR 5 (189) | 0 (0.00) 5 (3.01) PRI 2 (076) | 0 (0.00) 2 (1.20)
TSI 1 (0.38) 0 (0.00) 1 (0.60) || MpsE 3 (1.14) 0 (0.00) 3 (1.81)
éyz ;—%)bé{%l REi41A 1 (0.38) 1 (0.64) 0 (0.00) R 1 (0.38) 0 (0.00) 1 (0.60)
o ; MR T 2 (0.76) 0 (0.00) 2 (1.20)
22 A e AT J e 5 (1.89) 5 (3.18) 0 (0.00)
I e T 5(189) | 5 (318) | 0 (000) | ‘CHERCE 24 (909) | 13 (828) | 13 (7.83)
M0 7734 2 e 26 (9.85) | 26 (1656) | 0 (0.00) | ‘LIHIE) 1(038) | 0 (0000 | 1 (060
B, ERES KOG 4152 | 2 (120 2 (120) LEHUR 1(038) | 0 (0.00) 1 (0.60)
FHOFEY (e ’ : ’ AR 2 (0.76) 0 (0.00) 2 (1.20)
BIUORY—=7%ET) A4 11 (4.17) 5 (3.18) 6 (3.61)
FLE 1 (0.38) 0 (0.00) 1 (0.60) L2 v N 1 (0.38) 1 (0.64) 0 (0.00)
Bt 1 (0.38) 1 (0.64) 0 (0.00) CfififsE Ik 1 (0.38) 1 (0.64) 0 (0.00)
Y v o8l 1 (0.38) 1 (0.64) 0 (0.00) DY a v 1 (0.38) 1 (0.64) 0 (0.00)
B DTN EY 1 (0.38) 0 (0.00) 1 (0.60) i 4 (1.52) 3 (1.91) 1 (0.60)
Wes O SRR | 19 (7200 | 5 (318) | 14 (sdg) | LA 1(038) |0 (000) | 1 (0.60)
Fi 5 (189) 3 (1.91) 2 (120) /f'ﬂ% 2 (0.76) 1 (0.64) 1 (0.60)
R M LS 10038 | 000 | 1 (60 | LEMHAIR 1038) | 10069 | 0000
PR Z AL 1 (0.38) 1 (0.64) 0 (0.00) | MUEREE 15 (5.68) 11 (7.01) 5 (3.01)
P IR AN 1 (0.38) 0 (0.00) 1 (0.60) KD Ade e 1 (0.38) 0 (0.00) 1 (0.60)
Y ¥ S 9 (3.41) 0 (0.00) 9 (5.42) BB 1 (0.38) 1 (0.64) 0 (0.00)
PLMERIEAE 1 (0.38) 0 (0.00) 1 (0.60) AL 2 (0.76) 1 (0.64) 1 (0.60)
NI AE 3 (1.14) 2 (1.27) 1 (0.60) fE U 1 (0.38) 0 (0.00) 1 (0.60)
I — 9 (341) 6 (382) 3 (L81) i inas 1 (0.38) 1 (0.64) 0 (0.00)
S RO 1 (0.38) 1 (0.64) 0 (0.00) ERiE 1 (0.38) 1 (0.64) 0 (0.00)
R e 5189 | 4255 | 16 | IR 2076 | 2.2 | 0 (000)
IR BEREAL FE 1 (0.38) 0 (0.00) 1 (0.60) mli’ff 1 (038) 1 (064) 0 (0.00)
AR IR T 1039 | 000 | 160 | MEE 1(038) | 106 |0 (000
PRI 1039 | 0000 | 1 (60 | MM 2 (076) | 2 (127) | 0 (0.00
SRR IS 103 | 1068 | 01000 BT 3(L14) | 1064 | 2 (120
R#HE & OEER 7 (2.65) 1 (0.64) 6 (3.61)
&7 ) ™7 I 1 (0.38) 1 (0.64) 0 (0.00)
FEARIFIR 5 (1.89) 0 (0.00) 5 (3.01)
TEG MR e 1 (0.38) 0 (0.00) 1 (0.60)
MedDRA/J Version 24.1
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®3 BEIFARERR (2)

A FEBWIE (%) A FEBWIE (%)
HiR4 - - HiR4
S (FEHRE) IV | (FEBRE) SC S (FEHRE) IV | (FEBIRE) SC
MR, HoEhs kO 29 (10.98) | 17 (10.83) | 12 (7.23) || KR d & OOB Ak | 17 (6.44) 7 (4.46) 11 (6.63)
eI FULE—MEEREA | 3 (L14) | 1064 | 2 (120
SN 42 1 (0.38) 1 (0.64) 0 (0.00) s 1 (0.38) 1 (0.64) 0 (0.00)
7 K 1 (0.38) 0 (0.00) 1 (0.60) A3 7 (2.65) 3 (1.91) 4 (2.41)
PIAIAE 5 (189) | 3 (19 |2 (1200 || 2 5 gy 4152 | 0000 | 4 (24D
M 5(189) | 4.(255) | 1 (060) | gy 3014 | 2020 | 1 (060
)i} 2 (0.76) 2 (1.27) 0 (0.00) S 3 (1.14) 0 (0.00) 3 (1.81)
jiSizE =i 3 (1.14) 1 (0.64) 1.(060) | ————
£ 2 (0.76) 0 (0.00) 2 (120) 2@2@%&?& é ) 39 (14.77) | 23 (14.65) | 16 (9.64)
Wi 1 5 (1.89) 4 (2.55) 1 (0.60) B 12 (4.55) 10 (637) 2 (1.20)
Mot 1(038) | 0(0.00) | 1060 || ey 3L14) | 212D | 1 (0.60)
ML A 2 (0.76) 1 (064) 1 (0.60) keI 3 (1.14) 0 (0.00) 3 (1.81)
i I 1 (0.38) 1 (0.64) 0 (0.00) v 3 (114) 2 (1.27) 1 (0.60)
WAL 1(038) | 00000 | 10600 |y 18 (682) | 9 (573) | 9 (542
R R e N i o 1 (0.38) 0 (0.00) 1 (0.60) i 4 (152) 2 (127) 2 (1.20)
TR e ofi 3 (1.14) 2 (1.27) 1 (0.60) S AR 1 (038) 0 (0.00) 1 (0.60)
b 84 (31.82) | 29 (1847) | 58 (34.94) AP IR 1 (0.38) 0 (0.00) 1 (0.60)
oliidal 1(038) | 0(000) | 1 (060) |y v oxppppres 452 | 220 | 2 (120
N 3 (L14) 2 (1.27) 1 (0.60) B4 1 (038) 1 (0.64) 0 (0.00)
i 2.(076) | 0.(000) |2 (1200 | gy 1039 | 1060 | 0000
ik 1(038) | 0 (0.00 1 (0.60) AR 1038 | 0 (0.00) 1 (0.60)
PND 1 (0.38) 1 (0.64) 0 (0.00) B 4 1 (038) 0 (0.00) 1 (0.60)
R 1 (0.38) 0 (0.00) 1 (0.60)
F¥l 51 (1932) | 15 (955) | 36 (21.69) || EHERE X OFLEE 4 (152) 2 (127) 2 (1.20)
E’,ﬁl)--f 2 (0.76) 1 (0.64) 1 (0.60) %EV‘]H&{I‘FH 1 (0‘53) 0 (0.00) 0 (0.00)
s 1 (0.38) 1 (0.64) 0 (0.00) ek rp I e i * 1 (0.53) 0 (0.00) 1 (0.86)
- L 2 (0.76) 1 (0.64) 1 (0.60) FE 0 1 (0.53) 1 (0.89) 0 (0.00)
FUE IR 1 (0.38) 0 (0.00) 1 (0.60) R g o 2 (1.07) 1 (0.89) 1 (0.86)
ALF 1 (038) 1 (0.64) 0 (0.00) || JeKtk, it ko 1 (0.38) 1 (0.64) 0 (0.00)
B 40 (1515) | 6 (3.82) | 35 (21.08) | EfEMER
W% 1 (0.38) 1 (0.64) 0 (0.00) ﬁ%‘%}lﬂ?ﬁ% 1 (0.38) 1 (0.64) 0 (0.00)
L (A 1 (0.38) 0 (0.00) 1 (0.60)
giiH: 17 (6.44) 3 (1.91) 15 (9.04)
5 I 1 (0.38) 1 (0.64) 0 (0.00)
AR 1 (0.38) 0 (0.00) 1 (0.60)
T BB 0 A 1 (0.38) 1 (0.64) 0 (0.00)
JHFFIELE R i o 4 (1.52) 2 (1.27) 2 (1.20)
RS 1 (0.38) 0 (0.00) 1 (0.60)
JHEESR 1 (0.38) 0 (0.00) 1 (0.60)
SE RS 1 (0.38) 0 (0.00) 1 (0.60)
JIFAS 4 1 (0.38) 1 (0.64) 0 (0.00)
JFHhE S 1 (0.38) 1 (0.64) 0 (0.00)
HYH 1 (0.38) 1 (0.64) 0 (0.00)

U GERERRO D, SRHZ OIS (40K 187 i, (FEBIR) IV 11241, (GEBiRE) SC1164l) & L7,
MedDRA/] Version 24.1

(33/166 #), T9#i19.32% (51 f/264 %), 1 {7 5.42% (9/166 1) TdH -7,

BFNA ZAEY16.56% (26/157 ), D I 7E R BLIR O 8 506 A T ld, SCIRFICER

15.15% (40/264 #4), SEiE 14.02% (37/264 ), O onEREWEH GEBEIG 5% ) 13,

VUM 6.82% (18/264 1), WEMH: 6.44% (17/264  HEGHFAEIRE 72 £ DA BTG O, T

%), HEFHHALES: 9.04% (15/166 ), TEHES  #i021.69% (36/166 f4l), Hl» 21.08% (35/166
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®3 BEIFARERR (3)

) FEHHIE (%) FHHIEC (%)
S (FEHRE) IV | (FEBRE) SC S (FEHRE) IV | (FEBIRE) SC

—fi% - BHREEL XO 169 (64.02) | 13 (8.28) | 160 (96.39) || KM 31 (11.74) | 12 (7.64) 17 (10.24)
B ORI fehey vEV R | 1038 | 0000 | 1 (060

Mo A 2.(076) | 1(064) | 10600 |y ng 1038 | 0000 | 1 (060

”@ﬁ 1 (0.38) 1 (0.64) 0 (0.00) M 6 (2.27) 2 (1.27) 4 (241)

sirME L (038) 1} 0(0.00) 1 (060) |\ iy ey s 1(038) | 0000 | 1 (060)

AL S 2 2 (0.76) 0 (0.00) 2 (1.20) FIVE VD

FEMBAI O S A 1 (0.38) 0 (0.00) 1 (0.60) R 1 (0.38) 0 (0.00) 1 (0.60)

TSR AR S 79 (29.92) | 0 (0.00) 79 (47.59) SR R 1 (0.38) 0 (0.00) 1 (0.60)

AL 3 (1.14) 0 (0.00) 3 (1.81) DEX QT IR 1 (0.38) 1 (0.64) 0 (0.00)

FEAHAAL H L 9 (3.41) 0 (0.00) 9 (5.42) [ES kil 1 (0.38) 0 (0.00) 1 (0.60)

TESHB OB G 3 (L14) 0 (0.00) 3 (1.81) R AUAEC T 1 (0.38) 0 (0.00) 1 (0.60)

e i E A o 49 (1856) | 0 (0.00) 49 (29.52) It/ N E A 10 (3.79) 7 (4.46) 2 (1.20)

TSR 154 (58.33) | 0 (0.00) | 154 (92.77) IEIRHE b5 1 (0.38) 0 (0.00) 1 (0.60)

TESHBALZ 5 K 33 (12.50) | 0 (0.00) 33 (19.88) IR 3 (L14) 0 (0.00) 2 (1.20)

TS EUE 2 (0.76) 0 (0.00) 2 (1.20) BRI A 1 (0.38) 0 (0.00) 1 (0.60)

TSRS 2 (0.76) 0 (0.00) 2 (1.20) itk U AFIR 1 (0.38) 1 (0.64) 0 (0.00)

VEBHEBH AN 1039 | 0000 | 1(060) | “N7F M

VESH A 33 (1250) | 0 (000) | 33 (19.88) | VREMI 1(038) | 0 (000 | 1 (060)

-ﬁ@ 5 (1‘89) 1 (0.64) 4 (2'41) HE%#SJ:%" 1 (0 38) 1 (0.64) 0 (0 00)

I 2 (0.76) 0 (0.00) 2 (120) | 5%, B XY 2 (0.76) 1 (0.64) 2 (1.20)

A 4152 | 1064 3 (181) || LEEDRE

I3 5 (1.89) 3 (1.91) 2 (1.20) e NI 1 (0.38) 0 (0.00) 1 (0.60)

el 7 (2.65) 3 (1.91) 4 (2.41) A e O A 1 (0.38) 0 (0.00) 1 (0.60)

%?ﬁ&‘g 1 (0.38) 1 (0.64) 0 (0.00) [ﬁlﬁﬁﬁ{%ﬁg&ﬂﬁ{ 1 (0.38) 1 (0.64) 0 (0.00)

TEATBAZALEE 1 (0.38) 0 (0.00) 1 (0.60) || 5o s 4 (1.52) 2 (1.27) 2 (1.20)

AR 7 (265) | 0 (0.00) 7 (4.22) PR AR 1(038) | 1 (064) 0 (0.00)

TR0 I R 56 (21.21) 0 (0.00) 56 (33.73) oo R 1 (0.38) 0 (0.00) 1 (0.60)

FEA TR 1 (0.38) 0 (0.00) 1 (0.60) PEigek s o [ 1 (0.38) 0 (0.00) 1 (0.60)

HEAHRA 31149 | 0 (0.00 3 (1.81) PERE B 5 o [ 1(038) | 1 (064) 0 (0.00)

FEAHR AT BV 1 (0.38) 0 (0.00) 1 (0.60)

TEABOLIERR 3 (1.14) 0 (0.00) 3 (1.81)

TEATRAL Z 9 FE 2 (0.76) 0 (0.00) 2 (1.20)

TEA AR 2 (0.76) 0 (0.00) 2 (1.20)

B 1 (0.38) 0 (0.00) 1 (0.60)

AL S A 1 (0.38) 0 (0.00) 1 (0.60)

AL WY 4 (1.52) 0 (0.00) 4 (2.41)

FESH AL B 1 (0.38) 0 (0.00) 1 (0.60)

FESR R B 1 (0.38) 0 (0.00) 1 (0.60)

PR IS 2 (0.76) 0 (0.00) 2 (1.20)

JiikegefORZS 1 (0.38) 1 (0.64) 0 (0.00)

TR AR 2 (0.76) 0 (0.00) 2 (1.20)

75— T VR AL 1 (0.38) 1 (0.64) 0 (0.00)

i e

KT — T VERETL 1 (0.38) 1 (0.64) 0 (0.00)

U5 A

L 52 ) A7 PR e 1 (0.38) 1 (0.64) 0 (0.00)

RGN IR 1 (0.38) 0 (0.00) 1 (0.60)

MedDRA/] Version 24.1

), DU 14.46% (24/166 1), Wil 9.04% (15/ 1 CGEBIEIG 5% LU L) 1%, I5F 7314 2 g

166 f4il), V) v SHifE R L VU 5.42% (9/ 16.56% (26/157 f51), T419.55% (15/157 #4),

166 fil) TH o7z, IVIRRIZER® & N7 2RI S 8.28% (13/157 #4il), A 6.37% (10/157
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%), VUl 5.73% (9/1576) TH o7z,

HIE 2 BIEFH o FBIEI 1%, 39.02% (103/264
) THbH, DI LILILIE 5.68% (15/264 fi)
THo7,

FAREEZEIER GEBIEIS 1% ) 1,
M 734 A&S 15.92% (25/157 B1), 4R
PR 6.02% (107166 ), DA% 4.17% (11/
264 f5), PRIEFEERBEMUR Gy, PR ok B E M
fE45 3.18% (5/157 fil), I/ INIREI A 2.65%
(77264 151), FEEHEBALES 2.41% (4/166 4),
T, RfiRE I, MR 1.89% (5/264 f), i
SRS, HaR A IR % 1.81% (3/166 %),
MR 1.52% (4/264 ), &, FIREREERE
JUHERE,  IM/INBCIRAMRE, i IR i s T e 45
1.14% (3/264 %) TH o7z,

T L7z 15l B TR TH - 7=
RITEAE, HImBEEES 5 6 (Wi, i,
H L 25 A, e afn, B AL A A 1
fl), MEART 341, W@EifesE (o) 3 4l
(IS AR 2 430, i etk i st ISR 14570,
DA% (oHE) 2461, FLERIRD 7 — 7 VI
B g 2 (5] (BRigebk e B Ui & & i
BTN AR OEBFRADL L6, g7
A ARG L), A, KEBSE, WUihE, B
FEPEY 2 v 7, BIEE, DBk, D R
vav 7z, WFAR% (DE(L), Vv 8, 2R
3L, EFRIEEAS, BiES 1M ch ok, R,
NS DFERITIFEENRIEE TIE R WHERD
EFEhb,

B T4) AR OBEGRM, CRldilze B
D, IASGEICAA 290 ng/kg/min i % #5-9
ZBEONE R T L T, AFETIE, 290
ng/kg/min # THE- X 1L HERFNZ 5 F1T, 290
ng/kg/min % #8 2 722 1 BIEH 2358 L 72 hE)
F1HITH o7z, ZDIEFNITBWT, FKBIRD
#5805 290 mg/kg/min 8T H - - BIfEH I,
IEIRYE I MEAE (DEL) (Ehepe), &
i (RheRmIfg), BaiEEAre (BRe) ©
boto, &, BEAEE A2 E: (RIfEM) -
T (REEBIRZ L) IS BKkIc k2 b DT
bHbEEZT,

(2) HEAMFAFHE
D H 5% 5 % N £ 512 B L 72 oD IR A
T—7VEGR (HHERER)

FULEIIR S 7 — 7 VERBE R R IE, AHID
Barcidie{, FH, HAREBICERT 32 HR
ThHDHI DS, RETIEIEHE L THRES
NlcHRIIMZ, FEBEFREL & LTRESN
THBRE GO THEER, TOMEEZRT,

KERIZOWTIE, ~ETHARZ VRS
TN 157 Bl ERNR & LT,

HFULEIIR 2 7 — 7 VBB R (FEHER)
DFEBE G 35.67% (56/157 1) THbH, %
D 9 b R BEBUMAE 13 4.46% (7/157 )
Tho7,

HELAEERIT 31.85% (50/157 #1) TH
D, 209 LEERIFEE DREHE 3B TH - 72,

NAEIEIC & 2 iRy 7 — 7V IR B
R (HEFER) OHBHRIL 1000 EFEHDH D
095 ThH-7,

@ Fifoc B2 T 51 B U 72 i AR Az R e

B

ARHERICOWTIE, —ETHAFZ SC TH
LHaxni- 166 HlzEilwRk e L,

AR BOS D FEBLEI A 1% 95.18% (158/
166 5) TH Y, HEATOLICE T 2 IZFEHL
HEnmbE < (94.58% [157/166 1), Z2D
b EEZBIMEMIZ 6.02% (10/166 1) TH -
7oo FIRDALCIIALEE (48.19%), JEIE (36.14
%), S (30.12%), Z )R (21.08%), BUK
(20.48%) EWEIATHIL Twi,

BEEAREM GHIME) &, FHRAAH
6.02% (10/166 ), FEEFHOLEG: 2.41% (4/
166 f5), TEGHHOLRERS & L OVVEGHH A7 IR %
1.81% (3/166 1) TH o7z,

PRS2 AKIOME & LT, ERDFEE
L7 157D 9 5, #h5 kit 21§, #5850
 IVAEHL RN 4BITHoT2, F-,
PRI RS 2 SR Al 72 & OALE 1% 83.44% (131
Bi) 127 S, SEEAIOMAIIC X D 77.71% (122
Bil) DREGITAKIRE GHkFEDS T RE T H > 72,

PIRBIT R 3 2 ALE L D\ T D XY 2 BT ) S T-Aifl
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BT, Bl EHE S N EED90% DL -
FolDlx, FIeF—EBE - 7T b7 2
/7 = VEAHI98.33% (59/60 B, 4yRHZ24E%
RN 2 L 7, DLTRER), P72 F—L
HAWAE 93.48% (43/46H), 7= v ¥ =7 T
VM 90.00% (9/104), 7 b 7w 7 = v AL
100% (5/561), 254 >V v AR 100%
(5/561), 7 =1 27100% (7/7 H) TH - 7=,

(3) L&VEMATHIE

O I

MBS o Bl F FH FE BLE A4 13 11.36% (30/264
) Thbh, 0H)LEELEHEMIZ7.20%
(19/264 #11), HEImHIFELETH - FHERNIZ 56T
HoT,

BEEHN T L 2R, HEFREA 9 fil,
s, BhfEIn s 5 6, AR, i,
Weif, HImAS 2 B, % o9 b 2 EIVE 3
felthiim 5 1, eafn, Wi, i 2 6, sEEA
M 1#ch o7,

PAH B# ClI PR EEEIAA L P I N 5
T EDRUE I N, PUREEEE L IMIGEESE TR O
HHARKIDPHH E 2 2 Lz & b HffE i 238
RENZAHMERD 5 2 L5, HitEEEOHE
F & o B % MER L 72, DBt SEOEER]
& A FE G o H i B o Bl /F A A BLE A0
8.47% (5/59 #) & L 1N 12.20% (25/205 ) T
Hote, T, HIMEBEORITER ZFIH L 72 30
BloH b, PusE e AREGIE 5 HTdh - 7,
PUBERE SR A PR © B 72 I BEE oo Rl 7 FH 23
KB 4B THo 72,

MRS & DBSE I B\ T, FEEE 2 HfBY
SHDFIE I ASFEHL L 72 1960 rh, BEAERE 12 1V
WA (I INEIRAE & 72 1B, LR,
M) %463 25EEIE 1L EITH Y, 20
I B AKIOREIVEM & L CIIMIED 2378 L 7
DIFSHTHo T2, kp, HIMBEHEHEOEHIERH T
IR TH -7 561D 5 b 3HICRIMEM &
L TN D FB 7B D 5 7,

@ MEET, e

MEE T & & ORI FBHE A 13 3.03% (8/
264 ) TdHH, 2D HLEEZEIEMIX 2.27%

(6/264 f5i = AR 4 4, R 1410, Jph1
) THot, EERIMTETZHEL 7 44
DI B 11 SC 25 IV DGR IR 12
FBDFRD & WIAEHIT, o 1HIEAKD S
Epo ~DOYJFE 2 R IZHBLDGR O & N i, b
D 2 FNEIIMAE F 72 1% s BImic fE L 36
WL 7RI Tch -7,

@ MiisHIREHZEM R (PVOD) 27 2 B
K% G UhimERREEZ, PVOD 267 %
BEICG T3 2 LIk, GBI EHsY
vy, daicfEkz KIE 3 arEerEo & 2 ik
BXOWiI oMz FLERENEZZ NS -
o, KEEZBRH L7, AFHEICB LT,
PVOD %A ¥ 2 H#F1Z 36T, W»InoEdc
b filiZKEE, i) - MORIERIZERD & k-
72

@ HORIBERE SUEEIE

LR BB B U i B8 L o I 7 FH 8 B A0
2.27% (6/264 1) T, ZD 9 LEELEIERHIZ
1.14% (3/264 f5l) TH -7z,

® MM, SR A

MR B X O AR ERIE A 0 Bl 7 S B )
£13530% (14/264 1) THYH, 2D ) LEE
RRIER 4.17% (117264 6]) TH > 7z, Wk
\Z Epo D512 & O IV A O Rl 237 B
L CWLZRERNIC B 5 IR O F8BE & 1%
21.21% (7/33%1) TH-7,
(ONUNE N 253

AN O RIEFFEEIA X 100% (14/14 41)
Thote, EEENFHILL 2R8I, W
f2 R 71.43% (10/14 1), i &35 f7 L 5
57.14% (8/14 fi), 1HESHTBOLAENE 42.86% (6/14
), A2 9 R 35.71% (5/14 #),
SHBOLRERS, THAERALEVE, 1A 734 R RS,
T 21.43% (3/146) ThHh-o%, ZNHD
FRUF 16 K DA L 65 A ORERI T H % { o
SNZEITEHTH D, FROMELHIEIGT
ANREEA DN 2 Do 7e,
HEELRIMERA I 28.57% (4/14 f51) 12 FEH L,
IR DL CTH - 7= DIE 1 (BB i 1
7)) =¥ [HEFER] & X OBHEREL) Tho
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72,

@ TEHEREREE

IR BE B R O BRI FEBLE A% 71.88%
(23/32 f5il), FEEE A RIMEA 13 34.38% (11/32 f1])
Thot, BRERED 2 EE TR, HIEM
1% 89.96% (206/229 f5l), %o 9 & EE 2 HEIfE
FIZ 40.17% (92/229 fil) TH -7,
BHEREPEE B E I B W TORFEEL, o
B cHRE L ZEIERE, Hii2fcdhdh, v
TNOEETH-, 1HIEE R =750
I, 1SRRI RO S A B X O D i
FTHEHIZ L2 DD TH o7,

JFRA Fs FR

IR RE P55 FR 3 O B/ P 6 B4 13 85.71%
(30/35 %), %D b EMELEIMEMIX 48.57%
(17/3541) TH o7z, HHEERED L WEET
1 88.05% (199/226 %), %D 9 b HEE L EIfE
FH13 38.05% (86/226 ) Tdb -7z, L
TEROFBE AL, TR E O 2w il &
i U C RS EE R R E TR - 7208, B
BIL 7. EEE 2 EIE L, FPESRERE o 2wl
THRDONERTHH T,
JEEELAEN 2 &0 TR L2 A, IF
BERERERFICB L TOARFEL, 2 OEEM
THBELZ-BIEMZ 2>, FEEL Z-EIEH
DR, EEM, ERCREOEAIZED 5N
oz,

(O N-DF I8 o33 Ay N e

RHN DGR 2 250 L 72 i, SC» 5
IV ~NDZEHE DI 22.06% (FIAIHE 54285 SC DRE
%1 136 41 th 30 41 ), IV A5 SC~DZ W 3
23.62% (IR 5 AHY IV OFER] 127 i+ 30
) THH, WITNOEEREEOETITE T
b, ZHIHIE TEERROKIL B %05 T,
SC T% L @B & NI iE AR SOG I X
D B EREEK 2 TV 2S5 L 72 3ERNE 10 1, TV T
% R BN PDERIR A T — 7OV BB R
RIT L PGt % SC ~EHE L 7R3 11 41
RO NI, BEREAHICED, iy
RIVEFH P % 22 13 L 72,
PGS b AFI D8 525k S e D

1%, B G SC DIERI T 36.67% (11/
3041), BB G-8HH IV OFER T 46.67% (14/
304) TdH ot HEGRRBEA T O RGN
1%, SCH 5 IVIC 1Rl AEHE L 72 22 4T3,
EHFD SC DM DS 497.6+404.6 H, EHE%
D IV OWIEA 365.2+4224 HTH > 72, IVH
5 SCIZ 1 [MDAHETH L 7= 24 HlTlx, EHETD
IV O W23 190.7£322.9 H, SC ICZH % D]
M3 727.3+£5451 HTH o 72,

© ZR7aRTF ) — L5 AKH~DYHEZ,

ROEEK LS =R T AT ) —L~AD)
Bz

Epo 2> 6 RFNYIE 2 6 7 fEFE 49.24%
(130/264 f5l) Td -7z, Epo 5 DY Z iEH
DI L, PIAEEE R TV ORERZ 76.15%
(99/130 #51), #1Inl4 5% #% »5 SC D %E il 1%
23.85% (31/130 1) T&H > 7z, Epo 7 5 AH|
IVA~DZ W Z, Epo ffi I o 8l 1 F A3
60.61% (RIAI8ERE#E A3 IV OIERF] 99 lod 5 &
60 #) TiIRH %, 32.32% (32/99 ) DM/
WAL 2D TH o7, Epo » 5 AHKSC
~OEHEBIL, Epo DA 7 — 7 L &G
D3 67.74% (WML 5428 HY SC DREH] 31 il D
Ib 214l TRLL o7,

AHIE 55 12 R £ I B L 2 IR
DFEBLE A % Epo AEHIRES] & ik $ 2 &,
Epo 7 & DY 251 65.38% (85/130 ),
Epo A fifi FIRER 1% 89.39% (118/132 %) TH
Y, Epo 2> & DY Z5EH O BIE A FHE A4 1%
Epo RfFREFIZ LR & %2025 7%, Epo 226D
Yk ZREH BB FBL L, 2> Epo Af#H
SEGICTHEENRD S E8IEHD 9 5,
EE AR, W2 f, 16, FRRAR
BERETOEIE 1 I Ch > 72, WK 2 KD 9 & 14
\& Epo #5-RFICEIMASFEBL L, AFI~DU)E 2
BITHIRDPEERE T, HEICE> 7,

Epo 2> & RHI~DYIE Z 7B L T, AH
e 50T D Epo D G-RICK T 2 KKl 58
DHRIZ, 127.52+44.80% (/D 21.7%, K
376.0%) THotz,

KHID e 5o 14212 Epo 12 YI#E 2 7 5E 6 13
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9.85% (26/264 ) <Td b, HIEHEHIE, ZhE
At 134, BEEHR11H23% 2572, Epo
DY ZFEHNC B T 2 AFKI oG IkIcE -
TRIEH CHEEBICRD 5 D, g 73
A ARGy, TERHEBOLAIRA A 361, RSB ALALIE,
HUR BB BE TTHERE S 2 Bl Tdh - 72,

D) AR 7 12 P o R 2 A i TR, 388 A5 1 Al
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Post-marketing Surveillance of Treprostinil (Injection) in Patients
with Pulmonary Arterial Hypertension

Mizuki Hayashi, Hitomi Sugiura, Chinatsu Kushiya and Kayoko Asakawa

Pharmacovigilance Department, Mochida Pharmaceutical Co., Ltd.

Background: Treprostinil is a prostaglandin I, derivative. In Japan, the manufactur-
ing and sales of treprostinil for pulmonary arterial hypertension (PAH) were approved
in March 2014.

Objective: A drug use-results survey (all-case surveillance, ‘the survey’ ) was
conducted in patients with PAH to examine the safety and efficacy of treprostinil.

Method: The survey included 264 patients who began treatment with treprostinil
after its approval as part of the present survey, as well as 11 patients who were enrolled
in this survey after clinical trials of treprostinil. The observation period was 5 years at
maximum.

Results: The incidence of adverse drug reactions (ADRs) in patients who were
administered treprostinil as part of the present survey was 87.50% (231/264 patients).
Common ADRs included local reactions such as pain at the injection site (92.77%, 154/
166), as well as nausea (15.15%, 40/264) and headache (14.02%, 37/264) . The incidence
of serious ADRs was 39.02% (103/264). Furthermore, a subset of patients developed
hyperthyroidism during this survey. With respect to the “WHO function class (WHO-
FC) at the start of administration”, the “improvement” ratings on the WHO-FC in class
11, 111, and IV patients in this subset were 5.5% (6/110), 27.1% (23/85), and 40.6% (13/
32), respectively, on final evaluation 5 years after the start of the treatment. The 5-year
survival rates was 69.3%. Based on the results for patients in whom administration was
started in the clinical trials, there was no new kind of ADR and the efficacy was suffi-
ciently maintained.

Conclusion: After reviewing the safety data, the package insert was updated to
include hyperthyroidism as one of the identified severe side effects. However, no new
safety concerns were raised regarding other specifications. Regarding efficacy, the
results remained consistent with those observed in domestic clinical trials in any mea-
sured item and the condition could be improved or maintained.

<2023 48 H 4 H =Zfi>
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