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1 1
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20,000 1 1 2
1 1
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Mok ) (05mg/15mg) | (ZEBfrfai LLEYRER
NA T VEL () (50mL)) %% (&)

BRI CEPLAIER (50 mL)) 1A X D4 mLZ 346 2 v CTIERELS
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(1) BRI T DB R DR A VRS B 7280, LGS IR HIE L 2 WA X1 & Gk i
HE3aHZ &,

(2)FBtL, HAET A 138 HR (1920[) # M2 w2 &,

(3) H A MR (R ANER) ROWMBEBRERZHE SV Lo S LA, Bk AL
TnwZ b,

(4) BB B WG BB OB BEEOFEIZED S5, B TII2URBUNICHRSEZR TSI,
T BEPRERESTLIENET LW,

(5) AAN1E3,000ng/mLAOARHRZ BT, L& 2MET . HRT LB, FEBL ~ SKERDINICR G 2T
5LV,

(6) —H 3 5% B L 2 ORBIIHH L 2wz &,

. BEH. AR OSEEICHT BER
BEAAPAR

 BRIOBRBERETICHITEREE
@I R7ORT/—IEEAO0.5mg [Vt]
(REBRTFEABR) PRAFSM 130T, 75%RH

BRI H TR B Ah I 12%H 244 H 367H
LN WA A A A
(mﬁﬁ%ﬁ%ﬁ) 11 11 11 1.1
Tife 52 Al pliika WA A A
. 50mLA: B £ i 119 117 117 118
SmLk 127 127 127 128
. wIR iRy WE HE WA
Fix g WA WA Sliike A
K55 (%) 42 5.1 5.2 5.7
IURMRY Y (EU/mg) pliika Piikey pliike A
RN —1 WA A plika WA
NEEEY WA Bikey Sliike A
. | JmmEE 45~100 10~27 3~7 39~82
20umb I 1~14 0 0 0
T WE WE A A
R (%) 10238 979 999 1016




(AREMRBR) ML - Atlas Suntest CPS*  FEFHREE 1 120/ Lux - hours
AR H A8l E ESEo3y/ Ny
05mg | I~ ha—N H 97.7% LRy
AT A M 95.8% 4
*IY M= TV IZTAHTES T2 TN
@I R7OART/—IVEEERA1.5mg [T t2]
(REARTFAER) RS 1 30C. 75%RH
AR H FBRBH A 127H 2471 367 H
(ERN WA WA Ry WA
(SOmffgéﬁﬁﬁ) 11 11 11 11
Tl AR ER WA WA WAy WA
oH 50mLA: PR A HE 11.7 11.7 11.7 11.7
5mL7K 12,6 12.6 12.6 12,6
- AR WA WA WA WA
K E WA Wy WA WA
K5 (%) 3.3 4.2 51 5.6
IURMY 2 (EU/mg) WA WA WA WA
B — 1k WA WA WA WA
NS WA W WA WA
10umPh - 19~229 3~14 6~11 8~16
AEPERRL T
20umh I 0~10 0~1 0 0~1
piia| WA iRy WA WA
FE 1 (%) 99.3 97.6 99.7 96.6
(REMABR) ML  Atlas Suntest CPS*  FESEIEJE : 120/ Lux - hours
AERIH A8 E B Y
15mg | 2 ¥ ha—n H 97.3% WA
7ATN Ak it 96.6% Rey

*x2 A=)V TIVIZT A TEHST2N TV




6. BREOREN
EFE T3 S OB IC X VAR AR O KLETIZB T 2 ZEMZ TRIRT

OFREARDSCREFHORER. WICSCTREFR25CRUB0OCREFHOREN (BHT—&)?

A BB R I AT pH sEHE (%)

LIRS 11.0 100

5C T1H R 11.0 99.7

5C T1H A, 25C T24 K¢ fRAF 11.0 95.6

5C T1HPRAF#, 25C T48M¢ [l fRAE 11.0 39.8

5C T1HPRAF#. 30°C T24 ¢ ] AT 11.0 90.9

3,000ng/mL 5C T1H A7, 30C TA8E ] frAF 10.9 81.9
5C T8H IR AF 10.8 99.9

5C T8 H R, 25C T24 K¢ [ IRAE 10.8 96.3

5C T8 H fiAr-#2. 25C TABF ] frAF 10.8 838.8

5C T8 H A7, 30°C T24 ¢ [ RAE 10.8 90.8

5C T8H RAF 2. 30°C T4 [H] AT 10.8 80.1

(RS 11.3 100
5C T1HRAE 11.2 100.2

5C T1HRFF#, 25C T24 K¢ M fRAE 11.4 97.5

5C T1HPRAF#. 25°C T4 [H AT 11.4 95.6

5C T1HRAF#, 30C T24 k¢ [ IRAE 11.3 94.7

15,000ng/mL 5C T1H A, 30C TA8M¢ [ frAE 11.4 89.7
5T T8H A 11.4 98.6

5C T8 H RAF- . 25C T24 k¢ [ RAE 11.2 95.8

5C T8 H A7, 25C TABF [ IrAF 11.3 92.9

5C T8H rAF 2. 30°C T 24 [H AT 11.2 93.2

5C T8 H A7, 30C TAM¢ [ IRAE 11.3 88.6

RS 11.9 100

5C T1HRAE 11.9 100.1

5C T1HRFF#, 25C T24 K¢ [ RAE 11.8 98.4

5C T1H A7, 25C TA8E ] frAF 11.9 96.9

5C T1HPRAF#. 30°C T4 [H AT 11.9 97.2

60,000ng/mL 5C T1HRAF#. 30°C T4 [ AT 11.9 94.3
5C T8H frff 11.9 98.7

5C T8 H A7, 25C T24 k¢ [l fRAE 11.9 97.2

5C T8H A, 25°C T4 [ AT 11.9 95.8

5C T8 H A7, 30C T24 K¢ [ fRAF 11.9 95.8

5C T8H rAF 2. 30°C TAI [H R AF 11.9 93.1

WM OEETH EROMETITHIE L726-7 MEDOBINA D 5, oW EHOBMIEIT b HhT,
DDITE A EIRZEAKRD 56-7 ME (ERHY) ~DZELTH 5 720



OFREARDERZEZSEE (35CRUV40T) ICHIFBREMR"

35C
I RAEE (%)
HERIE (ng/mL) T T S DARs T ASWENT T
3,000 100.0 96.5 94.4 84.7 710
5,000 100.0 98.5 97.3 93.8 829
10,000 100.0 100.5 97.7 954 884
20,000 100.0 97.8 96.9 93.5 89.0
30,000 100.0 98.5 97.9 94.2 899
40°C
- FeAE A (%)
HRRIE (ng/mL) IaE A ST e QAT % A8V
3,000 100.0 96.8 92.3 76.3 540
5,000 100.0 97.8 94.8 82.6 66.2
10,000 100.0 975 96.1 88.3 774
20,000 100.0 97.8 970 90.4 81.3
30,000 100.0 97.2 970 91.1 838

35T T5,000 ~ 30,000ng/mLIZ 35} % 24H5 ] 2 DFRAF 13935 ~ 954% T\ 3000ng/mLIZ 35 1F % 8iks [ 12 D

BAF=R13944% TH > 720

40C TlZ, 20,000 ~ 30,000ng/mLIZ B 1) % 245 i £ DFEAE 12904 ~ 91.1% T 3,000 ~ 10,000ng/mLIZ
Bl 58 MR OFRAFHIZ23 ~ 96.1%Th - 72,

QRN ERBRDIERE. ER - ERHEATICHITZRER"

A% (5C+3C)
- RAFE (%)
FBIE (ng/mL _ _ .
I (ng/mL) B R AW 815 1 4 2415 1 4
200 100.0 97.9 96.4 95.1
500 100.0 96.1 95.5 955
1,000 100.0 975 97.1 975
ERSELET (20.7°C~22.7C)
- AL (%)
FBIRE (ng/mL - _ —
R (ng/mL) B AW 5 QI ] Q4R 1
200 100.0 94.5 88.3 775
500 100.0 95.5 949 90.6
1,000 100.0 97.2 96.0 94.6

Wik (5C £3T) T200 ~ 1,000ng/mLIZ 35 1F % 245 [H] 2 D FRAF #3951 ~ 97.5% T dH - 720 Hif (20.7 ~
22.7C) - E2NHELDE T T500 ~ 1,000ng/mLIZ B 1) % 24K % O FRAE31390.6 ~ 94.6% TdH - 720 Hiii - EN
HELE N TIRpHDZALIZ A SN o 720



10.

11.

12.

13.

14.

. faFl EDEEEEIL

(IR{LZHRAL)

A E R L

AFNE, WICHEHEE A CER AR O CTHEML, MoFHAFEEREG L2V &, 2, holEs
A B2 BEHIR G- 5 a 1 REETHOEIRT 4 > 2 o853 5 2 Lo (MoEgHH], igss & Ol
BHLVIZREAICIVpHPMET L, REMPHZ DR, KAOFENED OEEETICE D HGEIARET
LIRS D B0 BGREOARIZE Y+ 2 BRMRDE SN, MiEIEEROELUIHIFEEZ KT BL
NHdb %)

. EMFHRERE

FHLew

. BAIh OB D OFERHERE

MErsa~ NI T4 —

HEPOERS DEEE
ko< 7574 —

Hif
FZHLRw

BAT BEHEMOB D THD
BT L

EESRBLEES - MEOBHEEBRICHT S HE
MO L

Z0fth
izl



V. REICEHT 51EH

1. SHEERIIFHR
Ji S0 R o e o

<%hge - SHRICEET HEALOIE>

(1) AFI 42 il Bl R 2 s 56 9 & S S - BB IS O A5 2 &)

(2) KA DN B 720 TR IRBTDERTA NI 2B L R G OELG 2R 528,

(3) S R AU FRL A Il B IR P i 725 MfILE 32 L 22 W T, Eisenmen geriE i & B\ 34 2 Ll w25 1L 0 7%
HLTWLBREZIZOAENTHIE,

(4) RFNIABOMAFPEIRIE T 0 B RR EAON R WG AIEHE EET52 L,

(5) BN Tl S8 S5 i 0 R 24 Pl e LR SR S O 8 RELRER % L 2 e il S8 AR 2 i v 00 S A4 o0 il
B RVE T 755 ML RE V2 380 B2 Ak - A PRI AL L T,

(6) /N Tl R S8 S5 o e i 0 R 28 Pl e XL SR S O 20 TR e RS A il B R P2 i 705 102 9 DA AR D
i S R P i ¥ IS L B0 B eV A R VRV R AL LT,

2. BiERUAE
9N
RERTE (IR E5RmE)
RANGHE AR CEBE AR # AR L, @, RAKRZRTa27 ) = LTIaMYED
2ng/kgDFe G- THE B IR TS E (30 Y IR Y F WA Y I LY FHE RN G- 2 G 5.
BHEOWEGER, ME, 8L MATEIRES) 2 T 8l8E L5155 L Lol %2 BT 1 ~2ng/kg/5
DR L. 10ng/kg/ 5 F TOHPH Tl 58 2 e d %o
OB G HEOPEN D 72 o TR BERIFICB T 20080 (B2 b 0% ). B, WREORIEH OB
DEELIREE 25, 2O RERIBETH RO SNLHGICRZFokoMEZRIEL, 215 05EIR
HHE L2 WEAICIZ155 M Lo Z BvT2ng/kg/ 53 2ET 5 2 &,

fsrins

Z ORI IREPE G EE THERR L. @I EE 2R UIERICS U TS BE 2 BTG50, Zo%4
b REFORREGER, ME. Ok, MATHRES) 2882 L 205150 Lo E B <Tl~2ng/kg/ 57
OHRT 5o

[/NR]

FRERTE (R 5

ARFNEE A CEB AR A I CHEM L. @, ARGz R7e X7 7 — e LT3 4 D05
~2ng/ kgD G-FRFE THEBFRR N EE (V) Y VR Y TR > )X 0. FEERN S 2 G
%o BFEOREGER, ML, ML MATHRS) 2 FoBlgE Lass, FHlE LTl~4lEoMEx BWVWT
05~2ng/kg/5 ¢ o L, 20~40ng/kg//7r% HcE U CREHRG-HE 2 RET 5o BRI (B 2
bOEK., HH. WBASORERIBRETH RO SNLLEICRZokoME L. 215 ORIk
LKL WA ICI305~2ng/kg/ 503 DR EICIRET b o

s
Z DRI IEGEBETHEFE L. @ WIICE8E 2 B UIEIRIZIE U TR G- 3EEZ 2 @i RE§ 2 25, ToYa
A ORE GEIR, MIE, 0%, MATEIESE) 2 #I5 L 278 50.5~2ng/kg/ 503 DK T %o




<Hi% - HEICEET 3 FEALDIE>

(D) ARFNE, W ICH BT CEB A OATEMR L, MoEHFASERA L2V &, /20
OFEHHF, WS Z2 RS T 25 5. BRETTHNOBHRT 1 >0 ok5 3528, (oiEg
Al WSS L OBLA D H VIIRA IS X VpHAME T L. BEMEA A2 biv, KA OGRS O & mik
TIREVHEGEIAET LMD D S, HG RO ) T BRI S, i
FEIER DAL X5 % kT BZ NN H 5.)

Q) ARFNC X 2 BELEWERL, HSRBREOR/NOPRGHETH 505~2ng/kg/7TORHETLBZ
NHY., FARFNCXEWEHOZ  Hifadifx 5 M E 2 RET 5 F TOMIZHEBAL TWDDT,
ZOMEIBZORER, ME, 0%k TS HoBigds e, [RIER]0HESH)

(3) ¥ 5L 2 e T BB, MBIRIEDIR T oA Z HEIZ L WwZe, (BRABICBWT, HiE
A% e 1 (P 5 BAAGR) (I ORI 2%, WMEIRERE T L2wZ B0 TE), @
B G L R H S )

(4) Pe5-BAMGATH &, MEM T SEmATEiE O 2 X 2 BEH 038 % i <720 BB 0% & Ro
Zk,

(5) P& G- [ OV P 5 1k DO BE 0 2080 7 S & 0 BT MESER A E S 5 BZ NS 5 DT, KFI 2K
WIS T 2613, THY Y 2ng/kg/ 0T CTIRAICIRET A2 8, T2, BELZAEHO
FEHE, AR ABEBICHIETRE LW L2HLETD, WHERBRIHELICHEL, 2kl 2w
Z Lo ([RIEH]omHZR)

(6) AA D PG IR IIEIR D BAL UIHRDPARD 5N L 2 EDH L DT, BHEDOIREIZE
BL. COX) REAICE BENEEUIHEGT2F0@Y 20EE217) 2 &, ([REH]DHE
Z )

CESHRDALLEDHIR)
[IV-3. {53 O F 8% | O IHZ ]



(&EFHE)
ARHNIHA T OERIRNIZ A T — T VERBE L. 7 4 V& — &3 LSRR GH R E 2 T, TR
RSSO R A W 8 b 7272 L. MR E I DT IR S - EZ AT 20 0%
Y %,

FEROFERE (mL/BF)
5,000ng/mLOBEEE IR L7204

TRTURT ) — WG HE (ng/kg/57)

2 \ 4 \ 6 \ 8 \ 10
GO & (mL /1)

hf kg ) 0.024 0.048 0.072 0.096 0.12
10 0.24 048 0.72 0.96 1.20
15 0.36 0.72 1.08 1.44 1.80
20 048 0.96 1.44 1.92 240
25 0.60 120 1.80 240 3.00
30 0.72 144 2.16 2.88 360
t 3 0.84 168 252 336 420
40 0.96 192 2.88 384 480
® 45 1.08 2.16 324 432 540
50 1.20 240 360 4.80 6.00
(kg) 55 132 264 396 5.28 6.60
60 144 2.83 432 5.76 7.20
65 156 312 468 6.24 7.80
70 168 3.36 5.04 6.72 840
75 1.80 360 540 7.20 9.00
80 192 384 5.76 768 9.60

1) AEBEFREEE I v M AR T A28 A I NUT LTINS AT o
3,000ng/mLOEEEICTIR L 72356

IRTART ) — V5 HE (ng/kg/5))
05 \ 1 \ 2
HEHE O & (mL/BF)
hfilkgX Y 0.01 0.02 0.04
10 0.10 0.20 040
i 15 0.15 0.30 0.60
20 0.20 0.40 0.80
& % 0.25 050 1.00
30 0.30 0.60 120
(kg) 35 035 070 1.40
40 0.40 0.80 160

T8) WH R E ISy MY ATESNEE 2 F M 2 58 1/ N U IS TS AT %6

SEARRROHER :
MO IR ng/kg/7) X KT (kg) > 60 ()
(mL/#) HEHHE ORI (ng/mL)



BERRRAREDOLK

AT v 7 i ek
0.ImL/K B 6%LA T | Bk GBI, Ny 7Y —

1E) BB R OY & 3 RB @30 2B 2 0Wb D LT b,

3. ERFRAHE
(BERT—2IN\Ny5r—>

IO 5L/ 1 /N LN

AC-066-101 : fEHER A (2041)
PK/PDIt#
EFT1 vs S5 PR3 i
(2% k]

1A )N - AC-066-102 : R A (40%1)
PK/PD I}t
Part 1 : EFI1 vs EFI2
Part 2 : EFI2 vs JG38 R M
(%G HH]

5240 _

AC-066A308 : /NEPAH (31) AC-066A305 : B APAH (8f)
EFI20 4 — 7 v 5 NVl IR L S EFI2AD Y% 2.
[FEAIE ] (&G F]
2 I S L A BRI
AC-066A309 : /NEPAH (31)
AC-066A3085k % Al
[FFAI ]

5534 AC-066A301 : i APAH (4141)
SRS M & EFIZA O G 2
(7]

i - e
AC-066A302 : i APAH (41f1)
AC-066A301 e 2l Bk
(2 2vH]

AC-066A403 : B APAH (5%1)
eI EEIE A S EFI2ANDO )% 2 .
M 30°C 4 T 2485 ¢ 5
(& & FH

. AC-066A401 : B APAH (30%1)
A4 EFT1 vs J6581E 36 5 o i
(%% FH]
ish S
AC-066A402 : B APAH (21)
AC-066A401 k5% 2 B
(%% FH

EFIl =73 R 70 X 7 7 — VEF (HAKIEE) . EF2=2R7 0 A7/ — Vi Y2 ],
PAH = B B IRV i 75 1+ i

fffff kBB CH ). F—EFOBREBETH S,

- LT




(2) BRERENR

['V-3.(5) WL ekl (4) B - NI | O IHS Y

(3) ERPRZRITABR
AR L

(4) FRFREVEABR
AR L

(5) tREL Y ER

(1) A 25 AL AR AT ] o SO RRBR

B L

(2) Mot
L ER R L

(3) 4z kR

[V-3. (5) MGRERER (4) 3 - WIERIER | DIHS I

(4) [BH - TR ERBR

NBENHSE U-ERS DR RS (AC-066A308) B UHkEAE R (AC-066A309)% 7

HY
REETA v

PO
T 7 BRI

N WIRES

MIHPGEA TR T AT 2 — VEREH [ACT] | [A—H 534

S HANNRRTEY R VER S A (PAH) BB 20 R & LR 70 A7 ) — ViHE

MYty oA, Zatt, BEEEZRE T 5

SRR, A —T IRV, HEE
s /NEPAHE 365
: - PAHOWRRDBLUL T OWT NN TH 5 BE

FERMEPAH, EEMEPAH. 6 RKMEOHEIZHE S PAH (IBEM a6 7 H R IC
S THife, H3s 2 0 K L T 5 LidEisenmengerdi i #E)
<A T — T VIR CTPAH & S
SN TR OO Bl R PR R BRI 388 % L 1
(EisenmengerJEfEfEBHE D6 70% LA L)
- % 5-BAAAIE 0% DL 155 A O H AN
- B IGR AR DL L OS5 I WHORRE 082 T ~ IV

: [AC-066A3087Ak:]

Be 5-Blt 21238 B & A PE R IR & L7z,

IRTOAT ) — IVEER Yty 3SR (HR AR PR 2 v C
BFL, TRTO AT — )b LTI M4 D 05~2.0ng/ kgDt 58 B TR %+
We TR (V) Y VR IR )L Y, FEREIRANR G 2 G L
720 BEFBOIREGER, MUF. O MATHIRES) 2+ B8 L 235, KAk
L CT1~4:8 D MkE T05~20ng/kg/5 D@ H & 12 B & L 72,



[AC-066A3097R55 : ke 7k ]

AC066A3087 5% T DO EAA G- H L THEBE OG- 2 fta L. @i BE 2 Bg L
FERIZIS U TG E 2 # i U7ze 1Y ) o & 13 B OIRE ek, 1.
DA%, MATEES) 2 0B L s s, FHHE LT, 1~4HORET05~
20ng/kg/ 53 DB R R L 7zo HoBMEREEE O H421320~40ng/kg/ 5 & L7z,
M akER % 3l U Ciediik G- O g Il h 7z - Tk, WERFIZBUT 2 8H (B D
DEBL) . B, BREORBMEIBEE Lz 2D L) BRIERIBRETHLRD LN
BEIZZFOBROERZPIE L, 05 ORERDTE L 2 WA I EHI05~
20ng/kg/ 3 OWETHI L & LT

BEHRIE BERT
IRTOART/—IEEER[vo e ] (ABEFXSFFHPILE)

1

REBRER SRR BRMEEE

© ZoU—= M AC-O66A308HE AC-066A30958 T euEEmE
(30Em) (12:87) (IR S AR (308M)

EEFMEEE 5128 % OMINEHEHHRE (PVRD O~ — 2 5 4 > 705 0%k

Bl R GG 3E H D P 5128 O PVRIDA OBl Il ATE)AE /S5 X — %, NT-proBNP, WHOERE/ D
At
ZOMOFNIEHE : - NT-proBNP., WHORRE D FE O GRI2ZE T L DOR—=Z2AF 4 ¥ 56 D%AL
(kfoe 5l

- R D2 Ak L O A % e RR. (Rt 3R

TR S

@i M & HPTARE (PVRD) D ZAL (3 ZEEHifiTHE)
HG12HEEO MM ERRARBEON—ZF 4 96 0Z b CPIYMHEEERE) T, -
2.752 £0.430Wood'm? (95 % 5 FAIX [ © —3.820, —1.685). ZALIITEAPIGMH T77.1% (95 % 5 HHIX
[l 1590, 100.7) Th o7z #5120 HDOPVRIL, 3BI4F TR T 255280 iz,

/N gL it 3l R i v L R S V2 8 U 2 5 R e O M R D4R B

A Py . i Jify 1% HRHTAR EL (Wood - m?)
G) | (ng/ke/) | z54y 12;8 1 ZEALR:
FE 1 14 22,44 11.69 9.26 ~243
HEW 2 8 14.83 20.88 17.64 ~3.24
S 3 10 1291 8.20 5.61 ~2.59
S R 135916552 10.839+6.167 275240430
[959% 12 X 1] [0.000, 29.866] | [0.000, 26.159] | [—3.820, —1.685]

* 3G (R 2 7 O, WIRIREE, 358 0 w3 ) OZ 1 LU O BT O K E 2 v TR



@PVRILLYIili i 47 B 28 (B R EFAT B H)
PVRIDUA DR MIATENE X T X — & T, X—=RZ T A4 VIZHARTEG 128 % 1280385 ATHEFE AR S
N7zo X=ZF4 20O EALEDOFIEIE, Nl P25 - 2.885Wood (95% 15 FEAIX [H] © —6.497,
0.727) . LFR%E£%0.69L/min/m?(95% 58X [ : —0.98, 2.35). ¥4 L EEAL.7mmHg (95%15 §#
X =21, 55). FMBEIIRTEAD - 1.3mmHg (5% XM © —15.7, 13.0). & IMEEIFREL
25 —4509Wood'm? (95%EHEIX [ © —10.997, 1.979). NliMi&F T/ 4 & A HPTLE 230,027 (95%15 HH
X —0.253, 0.306). A HHIR MR % B2 A30.97% (95% S FEIX I © —2.76, 4.70) TH - 72,

@12 512 % OWHORERE /- DAL (BIKEHMi 3 H)
NR—=2 54 VEEOWHOWRESHEIZ 7 T ATDIH], 7 T AUMRHFTH Y, 5128127 5 X111
DIBNE 7 5 AT L, 7 5 AUD20EIRN— R 5 4 » OIRFER HF L 72,

@1 5481 % T TOWHOREBE D D ZAL (Rkf kR © Z Do ZF-fEE)
NR=RAF 4 VFIZ7 T RITH - 722010 9 H 113 5-36 %12 7 T ATT~N—FERIZEAL L 7225,
YGASHBZIZ 7 T AU FE LTz HGASEBIE L T3H BN 7 5 A TH - 72,

@4 5-1238% ONT-proBNPOZAL (Rl Yk EF-Afi 6 H)
TEHI2BHBDORX—ZA 54 5 ONT-proBNPZALiE D FEIGME 1L — 18.0pg/mL (95%12 FH X [ :
—75.3, 39.3). ZALE DA T I1278.2% (95%EHEIX M : 384, 159.2) TH - 720

@ 5-48 % T TONT-proBNPDZAL (M itk D fhod FE-MiIE H )
5248 %, 36H%. 48EBDON—RAF A4 Y H5OELROFEHMEIZZENZFNR, —44.0pg/mL
(95% IS HEIX I : —126.7, 38.7). —38.7pg/mL (95% ZHEIX ] : —93.3, 16.0). —20.3pg/mL(95%
BHIXH © —1874, 1468) Th - 720

| Fraeteis
HEEE O P
BB L3 e 52 MoK 5 22T LT, 5 CEFIEM = BEIERE) X,
51.90+0.668 (3633*4.6H) THo7z, #RIEHER CEHM + EERFE) (X, 467.936 £ 343.673mg
T, BIDOZENETNOREETER13244.10, 296.07 5 18863.64mgTH - 72,
1M B 72 ) OHEE130.04~1.78ng/kg/ 5T, 5 1208E: 5 OF 53 E1312.9~224ng/kg/ 5. $5-24
WRFIX175~345ng/kg/ 57 $%5-520851324.0~41.2ng/kg/ 53 CTd - 725
52N G- O IR K Ol L 72 BB 3B Sk b o 72



BREDRSREDHE (BEIL)
(ng/kg/min) 45

40+

54 — JEBI] === SEFI2 SEBI3

30 60 90 120 150 180 210 240 270 300 330 360 390
P51 (H)
PGl e ham Ry 7o, IR, 53 EOWTA) OLTEHURTOELEDOKREZHWTH B

BH128% O EHG

#5128 % F TIZ, 2R LS O FEREIEREORG 22T 7230 B L. A%
FL ORI EBII26MFTH - 720 FBEEVE o 7oA EFRIE RIHEEE, BH. €9 FEER
OB 8 s 2 2 n2flic, £ OMUIIBI§ DI 5B L 720 SLIHEE 2813 7] — B B EUm 5 3L
L7255 WIENOFRHHERIE L OEIIRE SNz, KIAEEE L OREBERIBTETE W
YW L 72 EFHLII2HNCEED S, BEHOBBHEMI M LR E L. TOMIAIFICERD LN
720

524 BB DOHEFR
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g Actelion Pharmaceuticals US, Inc.

Mot VELETRI

# - Bk | 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.
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VELETRI is indicated for the treatment of pulmonary arterial hypertension (PAH)
(WHO Group 1) to improve exercise capacity. Studies establishing effectiveness included
predominantly patients with NYHA Functional Class ITII-IV symptoms and etiologies of
idiopathic or heritable PAH or PAH associated with connective tissue diseases.

i - =

DOSAGE AND ADMINISTRATION

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.

(202344 I 1)
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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.
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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 IIT 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.

i -

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




H: - & | 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.

(20234E4 I 1)
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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 25 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 7D45%H (An Australian categorisation of risk of drug use in pregnancy)
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Bl : 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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KEOGRAT CE Pediatric Use
(202344H) Safety and effectiveness in pediatric patients have not been established.

N DT L E Pediatrics (< 18 years of age): The safety and effectiveness of epoprostenol in
(202344 H) pediatric patients has not been established.
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