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L. {f L7z #15mL% IERAEICIEGHE IS & 20 Hi 7z R SRR (B AT IR L D 15mLe &, &
MUZEIIEEE NI & o 2R 2 TEAT 50

N 6 N



GAREEDIE)

(D) It L e o 2 DI, H LW &,

(2) B R P CEBR A 3 RAEA 2 & F vz, BRI (P A OIS 5 2 L,

(FAREARDFREFEROBIRLY)

(1) B B OHE RS DR 2 RS D720, RBET QIS L 2 W& Ein % G it
P al S

(2) B, WS A8 H I (19285 H) 2B 2 v &,

(3) B VAR i (R PR AR M OSSR B R 2 G S e w2 &y HE LA, BB O MERL

Wk,

BB IR GBI OGEEFEO A ICED 53, K TIIARFRDNICHES 28 TI52 L,

T, G HRBREZSTLIEIET LWV,

(5) A#N1£3000ng/mLAG O A A #ET, RL 2T AT LB RRBA~SREHILINICIR 5 2 # T
THIEY,

(6) — B 52 BlG L 72 ORI L w2 &

(4

~—

4. BEH. AFONEMEICHT BEE
HMLRw

5 HHDEREEHTICETEIREN
O@IKR70ORT /- EEERA0.5mgl V&)
(REIRTFEER) RAF5ME 1 30T, 75%RH

BRI H R BH IR IRE 12%H 244 1 364 H
(RN A ke A ke
(mQﬁ%ﬁﬁ@) 11 11 11 11
fife BB WE WA HE WE
. 50mL A B £ 4 119 117 117 118
5mLk 127 127 127 128
SREER IR A PNy A WA
Fixmg WHE ke HWE WA
K5 (%) 42 51 52 5.7
IV FhFY Y (EU/mg) Pie Piiley Sliie Sie
S — 1%k Sikey PRy e Pikey
RNEEEY WHE PNy pliika WA
sy | AT 45~100 10~27 3~7 39~82
20umb I 1~14 0 0 0
TR ke Piikey Sliike Pikey
A (%) 10238 97.9 99.9 1016




(EREMSER) fiHFES: © Atlas Suntest CPS* FEEHEE : 120/ Lux - hours

lRIE H A8 TE EEE oY/ N
05mg | =¥ hE—I* Fit 97.7% A
AT vt Fif 95.8% by
2L U=V TV IZTAECTHESTNL T
@I AR7OART/—IEEHE1.5mg[v> &)
(REARTESRBR) /4751 : 30C. 75%RH
BRI H AR B AG RE 1241 244 1 364 H
PR Wt e i i
(50m{ff§§fﬁiﬁ) L1 L L1 L
T FR SR WAy WA HE WE
. 50mL A B £r i i 11.7 11.7 117 117
5mLK 126 126 126 126
SREER RN WA WA = WA
iR H WAy WA BNy WA
&5 (%) 33 42 5.1 56
I FF+Y Y (EU/mg) S WE WE WE
B3 — 1 Sriikey WA WA WE
ANEESY WA PNy HE WHE
10 « mh b 19~229 3~14 6~11 8~16
AN DR 1
20 umBL L 0~10 0~1 0 0~1
T WE WE WE WE
SERE (%) 99.3 976 99.7 9.6
ERTEMER) %S © Atlas Suntest CPS™  FEHEMEE  120/7Lux - hours
AlRIE H A} TE B E
15mg | ¥ hE—w* it 97.3% SNy
AT A Fif 96.6% e

*IYPE—)V TV IZTAETES N T




6. ARREOREN
EFRE T3, ST OB R 1 X ) AL 22 AR O FBE M 2B B ZENEE FRITRT,

OFAREARDSCREFFORERE. WVICSCREFE25CRUBOCREFROREY (BN T —&)?

Al B T R L AT pH & i (%)
e R 11.0 100
5C T1HRAF 11.0 99.7
5C T1HRAF#%. 25C T4k PRAFE 11.0 95.6
5C CTIHMRAF#, 25C CT48IFH PR1E 11.0 89.8
5C TLHMRAF#, 30C T2ARH PRAE 11.0 90.9
3,000ng/mL 5C CLHBAF#. 307C TABIE R fR A7 109 81.9
5C T8H IRAF 10.8 99.9
5C T8H PRFFi%, 25°C T24MF R PRAF: 10.8 96.3
5C T8H PRFF#%, 25°C T4RMF i PrAf 10.8 88.8
5C T8HRAF#%. 30C T24RFHPRAF 10.8 90.8
5C T8HRAF#%. 30C T48HFH PRAF 108 80.1
AR 11.3 100
5C T1HRFF 112 100.2
5C TLHPRFF#%, 25°C T24K¢ [ PRAF 114 975
5C TLHPRFF#%, 25°C T48I ] PrAf 114 95.6
5C TIH A7, 30C T24REH PRAF 11.3 94.7
15,000ng/mL 5C TIH A7, 30C CT48IFH PR 114 89.7
5C T8H IRFF 114 98.6
5C T8HRAF#%. 25C T24REHIRATF 112 95.8
5C T8H RFF#%. 25C T48IFHIPRAF 11.3 92.9
5C TH PRFF %, 30°C T24MK¢ [ PRAE 11.2 93.2
5C TH PRFF#%. 30°C T4 [ PR A 11.3 88.6
GLERE 119 100
5C T1HRAFF 119 100.1
5C CT1HRFF#%, 25°C T4l IR 118 984
5C T1HRAF#%. 25°C T4RIKF I PRAE 119 96.9
5C TIHMRAF#, 30C T4 H PRAE 119 97.2
60,000ng/mL 5C CLH A7, 307C TABIE R fR A7 119 94.3
5C T8 H fiAF 119 98.7
5C T8H A7, 25C T24RE[H PRAE 119 97.2
5C T8H PRAF#%. 25°C TARMF I PrAF 119 95.8
5C TH PRAF#%. 30°C T24MF i PRAF: 119 95.8
5C T8H PRAF#%, 30°C TABMF i PrAf 119 93.1

WFNOEHRTH EREOMTISHIS L726-7 MEDORIIARRD 51, o FHEWHOHIMNIE Z < HF 2T,
GIROIT E A EERZALED S6-7 ME(FERBEY) ~DZALTH > 720



OFAREARDERZHEASHEE (B5CRV4A0T0) ICHITHREM

35C
o TeAE (%)
HRGRE (ng/mL) B AR S QAW 75 ASIF
3,000 100.0 96.5 944 84.7 71.0
5,000 100.0 98.5 97.3 93.8 829
10,000 100.0 100.5 97.7 954 88.4
20,000 100.0 978 96.9 935 89.0
30,000 100.0 98.5 979 94.2 89.9
40°C
- TeATH (%)
HBGRIE (ng/mL) T AT SIFI % L 18I
3,000 100.0 96.8 92.3 76.3 54.0
5,000 100.0 97.8 948 82.6 66.2
10,000 100.0 975 96.1 88.3 774
20,000 100.0 97.8 97.0 904 81.3
30,000 100.0 97.2 97.0 91.1 838

35C 5,000 ~ 30,000ng/mLIZ B 1F % 24 [ 1% DFAFE 13935 ~ 954% T, 3,000ng/mLIZ BT % 8] % D

FRAFEI3944% Th - 720

40C Ti&, 20,000 ~ 30,000ng/mLIZ 31} % 2415 ] % O A7 58132904 ~ 91.1% T, 3,000 ~ 10,000ng/mLIZ

BT BB DOFRAFE1392.3 ~ 96.1%Th > 72,

ORHEBFRDIERE. ER - ERNHEATICHE T EIRENR"
AE(5CE3C)

. AFH (%)

AL (ng/mL

AR (ng/ml) I T SHETI QAT
200 100.0 979 96.4 95.1
500 100.0 96.1 955 955
1,000 100.0 975 971 975

EREELLET (20.7C~22.7C)

. TRAEH (%)

TR (ng/mL

ARRE (ng/mL) BAG T A % S % AN 7
200 100.0 945 88.3 775
500 100.0 95.5 949 90.6
1,000 100.0 972 96.0 94.6

#E (5°C £37C) T200 ~ 1,000ng/mLIZ 35 1F % 24H [ & D FEAF 13951 ~ 975% T dH - 720 H il (207 ~
227C) - ENHELDET T500 ~ 1,000ng/mLIZ BT % 24K [ 2 OFRAEFIT906 ~ 946% Th - 720 Hii - BN

BUELE T TlEpHOZEALIZ A L N h 5 72,




7. fuFl EDREEL
(IR{LZEHIRAL)
L ER R L
AHNE, W E AR R O CTHEB L, MoOESASFERG LAV o £, ok
A EE 2 PG T 25 BREETHOEIRT 4 > o535 Lo (Mol EWiisE L Ol
FHHCIFREICIVpHAME T L. LM HEZDbI, KAOHIED O EFEL I L ) RGEIFRET
HLUREVED B %o WGEOANRIS L) 3 RERMADE SN Wi IMEREIROBALIHFEZ KT B
NHdb %)

8. £MFEHHBRE
FA LR

9. BFEIh DB D DFERAERE
MEru~x NS T T 4 —

10. HEIBOEIRS DEES
Whr7a<wsrs57 14—

11. Hff
FAELRw

12. JBEAT B FIREME D & 53R
B L

13. ARV UELES - NBEDPRALCERICEHT SR
B L

14. Z0fth
ML ewn



V.aEICEY 5IEE

1. SHREXIIZHR
Fifih A 14 i = M. [ESEE

5. MEEX IISHRICEET HEE

5.1 ARFNIBHEYIRVE & M E & B SN BEICOREHT ST L,

5.2 RANIOMEHZH 72> Td. WIOEETA FI4 v EBEIHGOERZHETHZ L,

5.3 Ze R Lpe BACRE S Bl B IR T &5 IfUE i 12> W Tld, EisenmengerdiE B EE & 5 W 1340 2 (2l & 1fi
JEDRAFE L TV B BEREIZORAMEMT S &,

5.4 KHNIMO MABEILHREE T RIBEMRIEON L WA ICEH 2 ZET L2 L,

5.5 WA TIZ. FRFEME 30K 58 f il Bl R 2 i v 0L B O LA (B ) it i R P2 il i a2 o DA
O R E IR S ML AE L B 22 - AR L Tn v,

5.6 /NRTIE. BRI 0K T i B R A s R R R Ol RO FRVS A 5 il Sl R A i 75 0L 9 D
AV Bl S BIR A2 il 55 LA VS B B et - ARIMEIERE L Ty,

2. BiERUAE
(A
F R (B 5-BaaRE)
ARFENGH AR CEREER 2HOCTERL, @F, RAICEZR7aR7 /7 =)L E LTIH5RYED
2ng/kg DI G- TR LR EEE () ¥ VR Y 7 I A » )X 0, FibeE k%S5 % G 5.
BHEOWEGER, ME, Ok, mATERES) 2+ 088 L 2255155 U Lo % B\ Tl~2ng/kg/53
OiE L. 10ng/kg/% F TOHPH Ttk 5 M % P 3 %o
P G E DT H 7z o TUEL WREFFIZB T 2040 (e b o2 ). BN, WAEORIER ORI
WEELIREE 25, 20X RERIBETH RO SNLEICREZoHOMEZTILL, 25 D%EIR
PHE L 2 WIGEIIZI55 U Lo % B\ T2ng/kg/7 3 2ikwEd 5 2 &,
ki -
Z OB G A CTHERE L. 2RISR 2 Bl LIERIOIS U Cie G-l 2 B EH R T 205, 2084
bEBEFOIREGER, ME. O MATHRES) 2815 L 2235155 PL Lo %Z 3\vCTl~2ng/kg/5 3
DT %o

(INR)

F R RE (B 5-Baa )

ARANE A (A 2 W CEM L, d@E, NNEIZE=R7Tex7 7 — e LT3 005
~2ng/kgDF¥e G- 7KL THEBFHETTEEE () Y IR Y 7R > )XY, FmEiRNx S 2 iG-S
5o BEOREGER, ME. A MATHES) 2 +oBlg L ans, FHE LTI~4EOMEZ BT
05~2ng/kg/7r¢oOE L, 20~40ng/kg//7% H%& & U Tl 53K 2 PeE 4 5 W2 W LR (B 2
LOEKRL), B, WRFEOEIRPBETH RO ONLLAICIZZo%oMEZHIE L. 215 OREIRDITY
L L WE121305~2ng/kg/ 573 ORI ET o

LR T s asy

Z OB F WP G THEFE L. ERIICEE 2R UIERIS U TG EEL BT 225, 20848
bHEFEOIREE GER, M, O, mATERES) 28152 L 2 0°505~2ng/kg/5 3 DMK T %,



7. BERVCHZICEET SIE

7.1 RFNZ X 2 EELREWEHIE, &5MGRORNORGHETH 505~2ng/kg/7TTHOHRBT 5B
ZNDH Y. FARFN L BEIWEH DL K At 5 R EZRET 5 TOMIZHEEL TWb5DT,
ZOMEBEZORER, ME. D% MATEREE T58lgds 28, [11L.3H]

7.2 BB HEERPET HBIC, MBIREOKRTOAZ HLIC L2V & BRABKICBNT, H
TR (P 5 BIAE ) W DA R BN A A%, MEIREIME T LAV &R LN TED,
WEPEG- L e ZWHENED D B

7.3 #H-BIGHIH B, MEAKFEmMATEIRROZIIC X 2 BITEH ORBLZ B <720 BHE 0% % R0
Z&,

7.4 B35 R OGP IEOBEO 28R EIC X ) i IEERSHEES 2 B2N1W0H 20T, KH%
E I B GPIET 55481 1HY 0 2ng/kg/ L FTHEAICIRET A2 Lo T2, EELEIEN
OFBE, ARAXEHITPIETRELHB LA TD, WRZRY A IHEL, 2Pk Lz
W2 &, [11.21]

7.5 RAIOWFE P IIH G- IEBIEROEALIFRESED ONL I LD LD T, BEDIREIZ
FEL. oL 2%aI10E, #EENEIHEGT250#Y 2 0E21T) 2 L, [11L.2H]

CESTRDREEEDHITR)
[IV-3. {43 o F ik | O HS I



(’EFHE)

ARFNIRMOIHOEIRNIC A 7T — T VR REE L. 74 Vv & — 28kt L E R AR E 2 T, TE
RS TEFER R ICIE VB G %0 72720, RIERBAHREIIDITIOR SR - EZAT500%
Y %,

HEROZEFRRE (ML/FF)
5,000ng/mLOEEIZTE L 72356

IRTFARAT ) — V5 HEE (ng/kg/55)
2 4 \ 6 \ 8 \ 10
TEEHE O & (mL/F)
hflkg™ D 0024 0048 0072 0096 012
10 024 048 072 096 1.20
15 036 072 1.08 144 1.80
20 048 096 144 1.92 240
25 060 1.20 1.80 240 300
30 072 144 216 2,88 360
35 084 1.68 252 336 420
1 40 096 1.92 2,88 384 480
% 15 1.08 216 324 132 540
k) 50 1.20 240 360 480 600
55 1.32 2,64 396 528 660
60 144 2,88 432 576 720
65 156 312 168 624 780
70 1.68 336 504 6.72 840
75 1.80 360 540 720 9.00
80 1.92 384 576 768 960

)RR AEEE IS Yy DT AR Z BT 2 A /NS DRI IS IS H AT 5.
3.000ng/mLORE I L 72356

IRTFAAT ) — V%58 (ng/kg/4))
05 \ 1 \ 2
HHE O E (mL/FF)
kg™ Y 001 0.02 0.04
10 0.10 0.20 0.40
15 015 0.30 0.60
(& 20 020 040 080
% 25 0.25 050 1.00
(kg) 30 0.30 0.60 1.20
35 0.35 0.70 140
40 040 0.80 1.60
) RS RS E IS Y M AR R BN 2 AN BUT DU T IS IS H A § %0

S RRBOMHER :
W BRI (ng/kg/5) X AT (kg) X 60 ()
(mL/W¥) HEAHE O (ng/mL)



RBEFRRAREDLK

MEAT v iR i3 PR TE
0.ImL/EF LT 6% LT s, AN, Ny T —

E) BRVEE R O3 6 3 BRB B 30 2 B A 2\ Wb DL § 5,

3. ERPRAE
(MEREKT—&Nv5r—>

FHZEDH e/ 1E /N YN

AC-066-101 : fHE A (2041)
PK/PDILi
EFI1 vs 563 i
(2% 2kt

gL i) - AC-066-102 : fEBE A (40f1)
PK/PDItig
Part 1 : EFI1 vs EFI2
Part 2 : EFI2 vs Je38 PR35
(%G kH

524 -

AC-066A308 : /NEPAH (361) AC-066A305 : it APAH (8%1)
EF20F — 7 v 5 NVt SR N2 SEFI2AN DY) 2.
[FFAME R (%G FH
L I B OO CEEEE
AC-066A309 : /NEPAH (3f1)

AC-066A 3087 e AR
[Fiizer]

53 AC-066A301 : B APAH (411)

TFEE A HEFIR2ANDY) 8 2

e T I (2Fam]
i - AC-066A302 : Hi APAH (41f1)

AC-066A301 ki 5t
(2% 2kt

AC-066A403 : B APAH (5%1)
eI h SEFIR2ADY) 3 2 4.
30C &4 24 R e -
(&% & ¥

[l A -

AC-066A401 : 5 APAH (30f%1)
EFI1 vs JeI8E 3N o Lo

T I (2Fam]
i - AC-066A402 : 1§ APATH (2f41)

AC-066A401 ke 5t
(2% 2kt

4

EFll=#FHI R 7o 27 7 — VEA(HAXRTTE), EFR=2R 70 X7 — VEERIY 2~
P AH =/l Sh ARV il w55 10 S

- kR EETH D, F—EHOBEATH S,
—:¢éﬁ¢



(2) ERFR%HFR

ERSE I 8358 Gt IKE = A8 ARt bb s fEiE)
RV SO AR VE M B IR PENG S M D A B E 2 bR & Lz, Sl dtm, FExtid, FEE Wil
T BRSSO ME SE T f l R o v U R B 2080 0 9 By AFIHGE R UL LB S-S 21561 B v
T, #5144, 8. 12 H PG HEIZZFNEN5T, 61, 7.3ng/kg/5Td - 720 Gl &%
OBFENIRE DK T, DR O8N 7 &0 MATEI B OSGE 2558 bz, F 720 Mlim ML ISR 9
B, U, B OVa B PR RIS o B RE RIS S E AT 51 (60%. 9/1561), =2 —3F —
7 DliE 2 (NYHA) OO BERE D, DA REIEE S FIIB W T, ENENT3% (11/1561). 87% (13/15
BN 1EERE DL ot A58 7z,
RIVE I S BUBEE (X, 70% (14/2081) TdH - 720 EREIVER . W 661) . MG, MEKT. Tk
o MR (5361) . 1Rk, EakEd (%26)), RIMEYEY 3 v 7 RERD (%161) Th - 721,

EAEE 085058 (35 SRR (S £F S FhEh AR iE s I /)
ol A LRSS LS ) T B ORI s R A A R & Uz Skt FERIR. JEEMGRER T, AH
AP S N7 AEAHREIR ZPE ) MBI IRYE = M B 4B B W T, #2584, 8, 12 H 0345
HEIZZEN2ZN49, 60, 7.7ng/kg/ 53 Tdh > 720 EMiME I L OBEIIRE O T, L HHE o B
o LDTIMATEYE O ATTRD SNz F Aoy M MU AE A 5 W0 R 45 0 B FEE IR O B SRR
5. NYHAD LBERE 73 HEH I BV T69% (9/1361) 1B BE DL 0 e 23308 & N7z S B 25 HE O &F
fili T %655 AT EE O 3912, $%501211.0m (FPyefili 0 1915m). 5K TR (2B F— 4%
1BIOH63H H D5 — % )3139m (FFYefi : 320m) TH O\ 5K TEIZB W TSGR 2> 592.8m (95%15
FEX [ : 48.0~137.6m) B4hm L 720
BRI SE BB 1X. 86.7% (13/1561) Td o 720 ERBITEHNE. WIFL(116) . S, JEJE (%86)) THh -
7-:12)\ 13)o

ESVEE ARG ER (3t U E (=M i B A B = [ [ 5iE)
W M S0 3 e G B R i v I S 0 R 81 % e R & U 72 A 2 A e s B (R A 2 LS AR
Pe 5% PR 28 0 RFFEG B4, FRMA LRI, DU & 3 5 O B O AR OB - PEAFHE
FHA0E) 1BV T, AF & 1285 L7z,
HEAE e G- BI R AT O P39 # 5 1353 £ 05ng/kg/ 2 (n=41) . F5FIAH4. 8. 1238 H 0 Pk 5.
WX F 27005 (m=39), 86+07(n=38). 92+08(n=37)TH . HGMHDOERIZPE VT
HREOWMEPLIEIZ R 7,
FR R (P 5-BIAAIE) (20, BEAEHEBE I D AR 285 L 72,
L (P 5-BIIAEE) O MATEIREOHER 2 LU IR T,



FREREH (5K ICH T2 mITHBROKI

o e i R 75 T RE95% 45 TR X ]
IH H ) U = ‘}S‘,\ ﬁ It HiE' e o
R H el RAZHRER (kB A N, $2 5 50)
UMREL(L/%5/m?) 2.11 285 (0538, 0.946) *
IR 59.17 57.26 (-3598, -0.223)*
(mmHg)
S
IR 89.58 76.80 (-14.688, -10.881)*
(mmHg)
LiaE L/453) 3.69 4.99 (0925, 1.678)*
S A ) o
(mmilg - /L) 18.96 13.65 (-6.544, -4.072)

E)HBIZ X > TRHEUIR 2 %
* 1 O5% MR BV TOZ & RV E AR (p<0.05) & A% L7,
MELE G2 AE, ARG IEAF TR IS L T DR OV R A RIS L P3N
BRI WA, AR B OF 4l A ST A RIS T L 72 (p<0.05) o #kifedi G- W 04T EYE D
ZAL% LUF IR o
R SHICE TS MITBHROK(L

- KA 5B (n=41) PEA7S B (n=40) 059% (= X 1]

) Bk | 12EA maaEE | 12EH (RANLEGHE, BEAFHELAR)
ORE (L/%5/m?) 2.0 24 2.1 20 (038, 0.74)*
:Fﬁlﬂ;%if;,i 60.5 55.1 58.7 59.5 (-8.69, -4.67)*
(niﬂriljliiﬂf-&gém 15.7 122 16.2 17.1 (-6.25, -364)*
:P(fflﬁ ,)JI“ 89.9 85.1 889 89.7 (-6.72, -1.18)*
L= (L/ %) 35 4.1 38 35 (065, 1.27)*
(fiﬁ{ﬁg%;%i?) 199 15.7 189 20.2 (-756, -4.80)*

5% EHXIIC B VTR & T AV IR AE (p<0.05) & Ak L7z,

TE BT 725 8 O 574l T & 2 645 A AT R EE (Fhyefif) 13, ARSI BV TR G RI315.0m. 58 T I
3620m (n=41). PEAFHEERIC B VTG HI2700m, %58 THE2040m (n=40) TH o 720 HHRT
B2 BT 52 & OZAL B AFIP 51 TATmB I, BEAE R Coomikd L. BEARHR I REIC 1
LTy AHIBRGEICB O CGEB AR IZA ZICSE L7z (p<005) . BEAFRERRICIE LT, AHIH%
HHClE, MRS O B REER L O H EEF ORI EICET % 7 v 7 — A TRl L 7-QOLICA
EhEE RO (p<005). F 72, BEAFMREERE TR 8B L2 Ixt L. RAIHRS-
HCTOIECHNL R . EFRIIAAE G CHEICHE 2> 72 (p<001),

KA G- BERAEBIS2BI i, BEAF R BERRRE G546 & DS BUEE 210% 0L ECHG Sh - B fFEH S
(L EI (83%) . MEA - MR (67%) . 3F0 (54%) . 1%L (42%) . T (37%) . TEFE - Fg# - WRIdE - 1 >~
TIVI Y FREIR (25%) . A% - FiFREAE - Rk (21%) TdH - 7219,



BV ENVEHER (FBSHEERT (D FvEh AR A= fn £ iE)
5B LR (P 5 il B IR A Al v XL RE O SR L1 B 2 R R & L 72 A 2 S BB Rk B (AR IR L S AR
PG 2 GEHS B 0F - ARG RES6B, ML EGRIESF O AR D A DRE © BAFHRIERESSH) 125\ T,
ARH 2 128 G- L 720
e BRI O P38 53 BE 13 2.2 £ 0.8ng/kg/ 57 (n=56) . & G-BMATEL. 6. 1208 H O P39 5-#EE 1L 2
NEN41+20(n=52), 74+36 (n=51), 112+57 (n=51)Th ). HEHMHOER IG5 ED
BRI R o 72,
RGERIC B 2 MATENEOHER 2 LUT IR o OAREL “FIIMBIIRE. MifE 8T, FafimE, O
s, A O, REEIRIIERRGHEZ EOOMIMTERE/ ST X — % —1ZBWTHE YRR
H 57z (p<0.05) .

mITHHEDOEL
HED ARHN P58 (n=56) WEAFHEAE (n=55) 05%/= T X 4]
\ ek | om0 | e | zmn | GRS B

OARE (L% /m?) 1.93 244 223 215 (-081, -039)*

IR 5088 4497 49.12 49.10 (296, 898)*
(mmHg)

Jifi X P BT *

o 1420 9.17 1117 11.66 (367, 7.33)
VIHRILE 0280 | 8498 | 8907 | 8860 (320, 1207)*
(mmHg)

AHHR (L/57) 340 429 405 394 (-142, -065)*
BT 1314 1171 1113 12.24 (039, 454)*
(mmHg)

o
@Wm%*;ﬁ@*”fg 0265 | 9282 | 9252 | 9306 (242, 245)
SH A E =
e Hﬁ%f?ﬁf*ﬁ@ﬂ]g 57.41 6138 58.76 59.00 (-8.30, -0.94) *

WBLAREEALE 927 977 903 963 (196, 2:64)
(mmHg)

DR (F1/53) 83.70 86.91 84.46 82,90 (-9.33, 0.06)

)RR I X > TREAKIZRZ 5

* 5% EHXIIC B VTR & A VIA A (p<0.05) & Ak L7z,
TEBY T 725 68 O 574l T 2> % 645 AR AT R EE (P oefif) 13, ARSI BV TR EGRI270.0m, % 5-& T I
316.0m (n=55), FEAHBEICB W THGAI2400m, X5 THE1920m (n=53) THh - 720 G T
B2 BT 5502 & OBAL B I AFIT 51 T46mBg M, BEAEEERE CT48miRk A L. BLARR I REIC I
WL, ARHIF GRS B CGEBIR A LA ZIC%E L7z (p<0.0001) o W R EES: 0 H R AEIR O W3 K
OV Bz A1 [ (R ) A OO B D S B 1) SR80 B 7z
F 72, SECTCHNIARAIBL GRS B TAB, BEAEHRERE Cof & A fERITRETIN R 22X RO SN b o 72,
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24k
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YR GASIZIZ 7 T AT L7z RG4S MBI N TIB BN 7 5 A TH - 720
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720

24RO HEHRL

$G24B% £ TIZ, D EBMFL EOFEEFHRAEBRIEOR G &2 T 7230, AEHE
L ORFEB IR TH o 720 261V FITHBL L 7oA HEHGTBWE L, /MR, €9 FEE,
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BNZRRO S MUK PR O BROSEHAR26S, £ DMIZFIBNIED Sz,
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Wi L 7= A EH5330 BN 18F 80 S, M/MIEIRA . T & OB O B3 426012. 2 ofl
R IBNZFRD SNz,



BREL2BEETICRBELLEFEER

1238 5] 2451 [ 5258 [
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LA 2 (66.7%) 2 (66.7%) 2 (66.7%)
T 1(33.3%) 2 (66.7%) 2 (66.7%)
IR B R A 1 (33.3%) 2 (66.7%) 2 (66.7%)
T fulnk Kz ) 4 2 (66.7%) 2 (66.7%) 2 (66.7%)
Z ) FEIE 2 (66.7%) 2 (66.7%) 2 (66.7%)
YA 2 (66.7%) 2 (66.7%) 2 (66.7%)
3TH — 1(33.3%) 1(33.3%)
M7 NAY)RRT 75 —ERD 1(33.3%) 1 (33.3%) 1 (33.3%)
A ER G — — 1(33.3%)
HH % 1 (33.3%) 1 (33.3%) 1(33.3%)
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Stk Actelion Pharmaceuticals US, Inc.

WoE 4 VELETRI

I - Bi¥% | VELETRI contains epoprostenol sodium equivalent to 0.5 mg (500,000 ng) or 1.5 mg
(1,500,000 ng) epoprostenol and is supplied as a sterile lyophilized material in a 10 mL vial.

HKRRAF: 19954F

RAE L 1E VELETRI is indicated for the treatment of pulmonary arterial hypertension (PAH)

LIPS (WHO Group 1) to improve exercise capacity. Studies establishing effectiveness included
predominantly patients with NYHA Functional Class III-IV symptoms and etiologies of
idiopathic or heritable PAH or PAH associated with connective tissue diseases.

HER T DOSAGE AND ADMINISTRATION

H= Important Note: Reconstitute VELETRI only as directed with Sterile Water for Injec-

tion, USP, or Sodium Chloride 0.9% Injection, USP. Do not dilute reconstituted solutions
of VELETRI or administer it with other parenteral solutions or medications.

Dosage

Prepare continuous chronic infusion of VELETRI as directed, and administer through a
central venous catheter. Temporary peripheral intravenous infusion may be used until
central access is established. Initiate chronic infusion of VELETRI at 2 ng/kg/min and
increase in increments of 2 ng/kg/min every 15 minutes or longer until a tolerance limit
to the drug is established or further increases in the infusion rate are not clinically war-
ranted. If dose-limiting pharmacologic effects occur, then decrease the infusion rate until
VELETRI is tolerated. In clinical trials, the most common dose-limiting adverse events
were nausea, vomiting, hypotension, sepsis, headache, abdominal pain, or respiratory dis-
order (most treatment-limiting adverse events were not serious). If the initial infusion
rate of 2 ng/kg/min is not tolerated, use a lower dose.

In the controlled 12-week trial in PAH/SSD, for example, the dose increased from a
mean starting dose of 2.2 ng/kg/min. During the first 7 days of treatment, the dose was
increased daily to a mean dose of 4.1 ng/kg/min on day 7 of treatment. At the end of
week 12, the mean dose was 11.2 ng/kg/min. The mean incremental increase was 2 to 3
ng/kg/min every 3 weeks.

Dosage Adjustments

Base changes in the chronic infusion rate on persistence, recurrence, or worsening of the
patient’s symptoms of pulmonary hypertension and the occurrence of adverse events
due to excessive doses of VELETRI In general, expect increases in dose from the initial
chronic dose.

Consider increments in dose if symptoms of pulmonary hypertension persist or recur.
Adjust the infusion by 1- to 2-ng/kg/min increments at intervals sufficient to allow
assessment of clinical response; these intervals should be at least 15 minutes. In clinical
trials, incremental increases in dose occurred at intervals of 24 to 48 hours or longer.
Following establishment of new chronic infusion rate, observe the patient, and monitor
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standing and supine blood pressure and heart rate for several hours to ensure that the
new dose is tolerated.

During chronic infusion, the occurrence of dose-limiting pharmacological events may
necessitate a decrease in infusion rate, but the adverse event may occasionally resolve
without dosage adjustment. Make dosage decreases gradually in 2-ng/kg/min decre-
ments every 15 minutes or longer until the dose-limiting effects resolve. Avoid abrupt
withdrawal of VELETRI or sudden large reductions in infusion rates. Except in
life-threatening situations (e.g., unconsciousness, collapse, etc.), infusion rates of VELE-
TRI should be adjusted only under the direction of a physician.

In patients receiving lung transplants, doses of epoprostenol were tapered after the initi-
ation of cardiopulmonary bypass.

Administration

VELETRI, once prepared as directed, is administered by continuous intravenous infu-
sion via a central venous catheter using an ambulatory infusion pump. During initiation
of treatment, VELETRI may be administered peripherally.

Infusion sets with an in-line 0.22 micron filter should be used.

The ambulatory infusion pump used to administer VELETRI should: (1) be small and
lightweight, (2) be able to adjust infusion rates in 2-ng/kg/min increments, (3) have
occlusion, end-of-infusion, and low-battery alarms, (4) be accurate to +6% of the pro-
grammed rate, and (5) be positive pressure-driven (continuous or pulsatile) with inter-
vals between pulses not exceeding 3 minutes at infusion rates used to deliver VELETRI.
The reservoir should be made of polyvinyl chloride, polypropylene, or glass. The infu-
sion pump used in the most recent clinical trials was the CADD-1 HFX 5100 (SIMS
Deltec). A 60-inch microbore non-DEHP extension set with proximal antisyphon valve,
low priming volume (0.9 mL), and in-line 0.22 micron filter was used during clinical trials.

To avoid potential interruptions in drug delivery, the patient should have access to a
backup infusion pump and intravenous infusion sets. Consider a multi-lumen catheter if
other intravenous therapies are routinely administered.

(2023474 H R 1)
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I Janssen-Cilag International NV

W7 CARIPUL

K - Bitg | CARIPUL® (epoprostenol for injection) is a sterile lyophilized product for intravenous (IV)
administration. CARIPUL® contains epoprostenol sodium equivalent to 0.5 mg (500,000 ng) or
1.5 mg (1,500,000 ng) epoprostenol in a 10 mL vial, individually package in a carton.

HRRBAR 20124F

#AE L 1E
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CARIPUL® (epoprostenol sodium) is indicated for:

® the long-term intravenous treatment of idiopathic pulmonary arterial hypertension
(iPAH),heritable pulmonary arterial hypertension (HPAH) and pulmonary arterial hyperten-
sion associated with connective tissue disease in NYHA functional Class III and Class IV
patients who did not respond adequately to conventional therapy.

Prior to initiation of therapy, the potential benefit of CARIPUL® should be weighed against the

risks associated with use of the drug and the presence of an indwelling central venous catheter.

CARIPUL® should be used only by clinicians experienced in the diagnosis and treatment of pul-

monary hypertension. The diagnosis of iPAH, HPAH or PAH associated with connective tissue

disease (CTD) should be carefully established by standard clinical tests.

ity

Dosage
Continuous chronic infusion of CARIPUL® should be prepared as directed and administered

through a central venous catheter. Temporary peripheral intravenous infusion may be used until
central access is established. Chronic infusion of CARIPUL® should be initiated at 2 ng/kg/min
and increased in increments of 2 ng/kg/min every 15 minutes or longer until dose-limiting phar-
macologic effects are elicited or until a tolerance limit to the drug is established or further
increases in the infusion rate are not clinically warranted. If dose-limiting pharmacologic effects
occur, then the infusion rate should be decreased to the point that the pharmacologic effects of
CARIPUL® are tolerated. In clinical trials, the most common dose-limiting adverse events were
nausea, vomiting, hypotension, sepsis, headache, abdominal pain, or respiratory disorder (most
treatment-limiting adverse events were not serious). If the initial infusion rate of 2 ng/kg/min is
not tolerated, use a lower dose.

In the controlled 12-week trial in PAH associated with CTD, for example, the dose increased from
a mean starting dose of 2.2 ng/kg/min. During the first 7 days of treatment, the dose was
increased daily to a mean dose of 4.1 ng/kg/min on day 7 of treatment. At the end of week 12,
the mean dose was 11.2 ng/kg/min. The mean incremental increase was 2 to 3 ng/kg/min

every 3 weeks.

Dosage Adjustments

Changes in the chronic infusion rate should be based on persistence, recurrence, or worsening
of the patient's symptoms of pulmonary hypertension and the occurrence of adverse events
due to excessive doses of CARIPUL®. In general, increases in dose from the initial chronic dose
should be expected.

Increments in dose should be considered if symptoms of pulmonary hypertension persist or
recur after improving. The infusion should be increased by 1- to 2-ng/kg/min increments at
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intervals sufficient to allow assessment of clinical response; these intervals should be at least 15
minutes. In clinical trials, incremental increases in dose occurred at intervals of 24 to 48 hours
or longer. Following establishment of a new chronic infusion rate, the patient should be
observed, and standing and supine blood pressure and heart rate monitored for several hours
to ensure that the new dose is tolerated.

During chronic infusion, the occurrence of dose-limiting pharmacological events may necessi-
tate a decrease in infusion rate, but the adverse event may occasionally resolve without dosage
adjustment. Dosage decreases should be made gradually in 2-ng/kg/min decrements every 15
minutes or longer until the dose-limiting effects resolve. Abrupt withdrawal of CARIPUL® or
sudden large reductions in infusion rates should be avoided. Except in life-threatening situa-
tions (e.g., unconsciousness, collapse, etc.), infusion rates of CARIPUL® should be adjusted only
under the direction of a physician.

In patients receiving lung transplants, doses of epoprostenol were tapered after the initiation of
cardiopulmonary bypass.
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https://www.janssen.com/canada/sites/www_janssen_com_canada/files/prod_files/live/caripul_cpm.pdf
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Pregnancy

Risk Summary

Limited published data from case series and case reports with VELETRI have not established a drug
associated risk of major birth defects, miscarriage or adverse maternal or fetal outcomes when used
during pregnancy. There are risks to the mother and fetus from untreated pulmonary arterial
hypertension. In animal reproduction studies, pregnant rats and rabbits received epoprostenol sodium
during organogenesis at exposures of 2.5 and 4.8 times the maximum recommended human dose
(MRHD), respectively, and there was no effect on the fetus (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In
the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Pregnant women with untreated pulmonary arterial hypertension are at risk for heart failure, stroke,

preterm delivery, and maternal and fetal death.

Lactation

Risk Summary

There are no data on the presence of epoprostenol in either human or animal milk, the effects on the
breastfed infant, or the effect on milk production.

The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for VELETRI and any potential adverse effects on the breastfed child from epoprostenol

or from the underlying maternal condition.



<F*—A I 7 D5% (An Australian categorisation of risk of drug use in pregnancy)
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B1 : Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or indirect
harmful effects on the human fetus having been observed. Studies in animals have not shown evidence

of an increased occurrence of fetal damage.
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(202344 H) Safety and effectiveness in pediatric patients have not been established.

71+ OWA R | Pediatrics (< 18 years of age): The safety and effectiveness of epoprostenol in
(202344 H) pediatric patients has not been established.
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