N4

*x 20244 R AT (B83/R) BARERRIEES
*muﬁgﬂ&ﬂ(%ﬂm 87219
B K BERE
FAIRIR - SoHA AEREES | 30400AMX00453000
Sy sl SEES . AERBS
FORI TS VIV FHEEEHE - o
FLFORFIL PRESRAlE | 2023%5A

IS
R R )

HLOOXXH AR 1.74mg

TREPROST Inhalation Solution 1.74mg

F) FE-BERASOLAAZICIVERTS L

AR ORI 0t UBBE OB D 2 B# ] - T
e 8.4 FURIMETUER D S 5D N2 Z EHBBDT, DEIIEL
3. #8AK - tEIK CHRIBRERE A ERT 5L CHEE I &,
3.1 #88% [11.1.4 BH]
HAIRTY 17> 708 bL7aAF=) 1.74mg 8.5 HRIREICE VLT, ODFVENTH SN TVADT, @
. I HLF RS LA, ZTUEEF MY AKF. ¥, HYHOEREGERZ S BMERET 2RICBIERSE
WOOAL kel kv 4 pHEREH] BTE.
32 SRR 8.6 MIETIA, AR HIEN A AE LR A RE SN TS,
s o : — SETREPSRD 5N, BhicEEdE L, W
etk BEBH O ANH (EERH]) WEHS = b
pH 6.2-6.6 9. BEOEEEET HRECHT B3R
4. SHRESZ I3 SHER 9.1 GHE « BIEESZDH 3 EFE
AR 4 A L FE 9.1.1 MBIREAEMRE 5T 588

5. MEEXIFHRICEHET BEF

5.1 KAIDOHRICH Tz > TIE BHOWBEH A F T A > 25EIC
BREDEBZRE T2 Lo

5.2 WHOMEESN 7 7 A 1 IZ B 2EMER ORI L
TV,

5.3 "Re 31 il 0 A Ao A v AL P 38R o o B R 4 P o I FERE e O
6 REARIPR 1R i B R 1 A 5 10 RE DA 74 D it 3 R A A 5 1 P
FEIC BT 2EMER OREMIIHEL L TW L,

6. iENURE
HWE. BAIE. 1HAEAR T IAFE2HAOTRARET 5, |
E3WA (FLTERAF=NELTI8ug) »o&H5 %A L.
AEEZHELEZP S, THY LoMET, LEBRATD, &
KO|A (bLTFaxF=)L& LT54ug) ETHET 5, 30K
ADHEICH L TREEICEED S 55513, HEIFZ 12
MAELTH LV, BEESZVIEEIIEHEL. 1EHRNEIE]
WAL BT &

7. FERURAEICRET %8

7.1 ARG IR H 2 2 &

7.2 AFIOWAICIXTD-300/]% 751 F&HEATHZ &. [14.1
2]

7.3 FFEEOH 5 BHICBL TR, EEEICE U TIE]LIE 20K
AR SBEEFBL. HEICHET 5L, [9.3. 1662 5
]

8. ERRESIER

8.1 FAIDFK G 1. FHIRDEIEANDBEY ISP EETH B 720,
BRRURR T 23 75 onh s 0 AT BE 7 R TR R 3 1S 35 W C i v L FERE e OF
IDAEOIGERIC D RAHEERZ L OEMD S & Ty KH O
B 5y S HMT S N DERICOATS T &,

8.2 KAIIMENLBRIEMZH T 2720, KB OHRGITHEL T,
MERRERICK D BEPFELHELZR T RE (BEARKR
G, ZERELE. IRERD. EEOEEREKHE,
AR ES) CHL0r 2 +HaMET S &,

1

BELZOWIENEE LWL, AFIOMEIERERICE D, DIl
BEROREZZFE L ELLSEI2BENFH 5,

9.1.2 BEICHIMEEIRNT LFELTVREE
fifi M EFATEEIC LR/ L 7wB A2 R 9 S EE O RKH & &
AONZEETIE, DEELELIMHETLTWS,

9.1.3 HIMEEDNH % EE
AEOM/MUEEIEIERICE Y, HIMZBET 28211 H
%,

9.1.4 EIMEDESE
AAIOMELRERICED ., MEZSSIETSEIBERY
H5o

9.3 FFikEEREEEE
AElOMPEES LRI 5, /2. BEOMFREE (Child-Pugh
FHC) OHHEEEZWNRE L THEMEROR LM ZFHE L 72
BEPRERERITEM L T We v, [7.3, 16.6.2 BH]

9.5 1FiF
R SASIFIR L T W A ATREE D & B kI iE, BB Lo AR
MEBHEEE L2 B SN BB/ ICOABETEI &, B
EE (TVYF) CBVWTERERE (BWE) 269 2BE0H
EROHEMAPERBBEREOL ML T 2BBETROONT
W5,

9.6 =R
BELEOAREROBIARBOAEE2ZEB L. ZAOMEX
FHIEERET 22 &, HEOHMAE (T v ~) THITHEA
BITITHIEDPRESNT VS,

9.7 INR
NRZEE NG E LA ROREEZ2IEEE U ERRER I
FEhi LTV,

9.8 EimE
—RICAEEERESE R LTS Z EAFZN,

L 70 A F®FKUTREPROST®IzUnited Therapeutics Corporation
DEHEETT .
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10. #8E{EHA

AANFIEICCYP2C8IC L VREIs 2. [16.4 ]
10.2 HEER BHAICERTI L)

RIS FERAER - FEE W - falRREF
[EEER 2 A9 254 | 8@ o I F &R A5 | AHE ISR EER 2 8
ANTILERA |25 EDDHB. I BTHIENEZLS
TrIATIUE|AES LLRBAREIZE | MWD,
HaEE R HEA HWEIT 25/ IME
FIFRHA EHABETHI L,
TURY TS5V
Eiv Eav LiFEAR
Al &
gt EA| Hi I o fiE B M % 38K | A ELICHLEEEEF %
TLVT 7Y AT | SEEZBENDNH S, (BT B ENEZ
VAR 3 FHMIC o bay | 5hb,
il Eeayicd il Y > IR A S oD IR A
va¥;F—¥ &F |[EETWV. LB
M/MREEMFEIERZ | LTI s O
HI %A BB IERE % h
FAEY sz &,
Fruvy  EBE
TURY TSI
E1. Ea. s isl
Al &
[16.7.1 (2) ]
CYP2C8#EA AEIDOAUCK U Cax | AAIORHEER TH
V77 oYYy F(IPETRL, KFlOR|2CYP2C8 %L
[16.7.2 (3) ] BABBEILIBZN|THZEICKD, K
MWDo HifiE i EE |l ORHPEES 1
ROBEZ 21T |HEEXAOND,
532 &,
CYP2C8FHEH] AHDAUCK VO Cmax | KFIOEHERTH
FT7xIUag A HEFL, AFIOF | 2CYP2C8% [HE
[16.7.2 (4) 2] ERBPHERTH2BZ |75 &ICED K
nNH5, Al OREAMHl S h
bLEZGND,

11. Bl

WROBWERAH 6 bNBZ ENHZHDT, BIEZTDTITITWV,
BEISROOSNIGEICEBREE2PILT 54 St 2 UE % 1T

ST &
11.1 EXFEIER

11.1.1 MEERT (1.5%). K& (1.5%)
BEOMFRT., KEPHSDNEIENDH .

11.1.2 B (BAEARH)
HILEHMXZBHENEPH5DNEIENDH B,

11.1.3 MVRIES GREAE) . $FohiRisidr (SHEEANEA)

[8.3 ZH#]

11.1.4 ERBRIEEETTERE (SE )

[8.4 ZH#H]
11.2 ZOfthDEIER

T0%bLE 10%KTh AN
Wi, Wi, B | AETEM.
AR il B, 25
) W BT, BE. &
e .
- ™ T KIE. O, |
HIbER e
Py o, R | G
. S (37.1%). | RE AR, 5% | R
MRS | mmnzy | o
R (50.8%) . | 1B T 38 R B | WA
s |MORRHOS. | CREPIRHRIG,
VIR M. IR 1
B
o) %P 75 R
Zott o TH. B

13. BEig5

13.1 fEIR
AEIOBERSHZICITBEOEBZNERICED., B, H
.ORIME. B, BH. TRSSFEET 5.

13.2 &
L 7O AF VBT TIEBRESNE WV, [16.6.1 BE]

* 14, BRLOER
14.1 ERIZZHF0ER
BEEREEH T, BHICTD-300/]3 754 F2ETHEIC, IEL
WEABEZFICEET S E, 20 DTOHICERT S
EOIEET L, [7.2. 20. 2]
c ARRNOEEET > TV E RO 515 S OIHEH
LiaznZ &,
CRAILHZVIT Y TVEBZXTIAHICEL. IHORA
PRTHBITIAFRICE > -RIB TS &,
s RENIOFRUIMF & DORA BT S &,
c REIDVEBITMEZ LD, RICASZVWED IR ZDITFS T
Lo Fioy REIZEWAT BTG, +HICBRT S L.
« AR ZBRARAE RN &,
TV IEEMER. 29 AUNICERT A2 &, iz, Kf#
A7 v TNE7 IV IRICAN, ERET A &,

16. FE4ENRE

16.1 MANEE

16.1.1 BOgS
TR AL 2001 A1 g 036 18 % MR ARG U & % 0
MEEE/ST X —% (Cnaxs AUClasts tmax&O't172) (& BIFO &
BOTH-7z, CmaX&UrAUClastlij:Qg‘%L:m DTiEjJD [/f:l)o

(ng/mL)

i 1.2 —e— 18pg (n=12)

% 1 —o— 36pg (n=12)

T MeanzS.D.

L 08

7

o

2 0.6

?

= 04

1%

i® 02

=4

0 . . ®
0 0.5 1 15 2 4 (hr)
doxe 350 0|
ARG A$5: 5B O AT R RS
B[R AR SR OZEA B RN T A — %

oy Cmaxa) AUClasta) tmaxb) tl/Za)
B5R | n (ng/mL) (ng + hr/mL) (hr) (hr)
18 12 0.42633 0.32846 0.1667 0.4523

HE +006633 | +0.07441 (0.083~0250] | +0.0955
3 12 0.86983 0.68544 0.1667 0.5229

He +0.18213 +0.17670 [0.167~0.250] +0.1382

a) Mean=S.D.

b) Ol (Ml ~ HoAfE]

16.1.2 RiE%S
JiT 0 A i s L FERE R IR A 2 1 2B ARG Lz & &, 1258
RRICAF LB OFSRMIMA (54ug) TH o 7HERE 1260 B1F
% Cmaxs AUClast AUCinf&Utl/Z (Epfﬁ{ﬁi*%ﬁfﬁ%) . zh
£n1.03467+0.54191ng/mL. 0.99429+0.56639ng - hr/mL.
1.04735+0.60064ng - hr/mL&%0*0.7219+£0.1115hrT¢& 0 |
tmax (HHRME [B/ME~HRAfE]) 130.1667 [0.067~1.017] hr
TH-12,

16.2 TRIN
TERRRRA 18BN AHI 1 8ug Kk 036 g % BEIR ARG L 7z & & Dt
WAEMZHRRAARIZ, 2L ZTN61.52+£18.26% K% V74.05=+
15.72%THh 2723 HEAT—%),

16.3 27

16.3.1 3TEH”
TR L 2B AR 1 8ug K U036 ug % BEIRAR G Uiz & E DHE
KHEORPTOFHAERE (Vz/F) 3. ThZh35.59644+
9.37359L% 1'40.57935+14.75002LT&H - 7=V,



16.3.2 MBS E
In vitro ERICBWVT, PL7PEAF IO MIEEAEER
& 96.1~96.3% (FH#ENTE). 91.0% (BRIt AiEEE) THD.
EARICEBERER IR D 5729,

16.4 {8
In vitro RERICBWT, L FERAFZILIEEICCYP2CS (—i#
CYP2C9) IcXWR#shsZ EMRBENZ, PLTFRAFZ)L
3EECYPY ¥R (CYP1A2. 2A6. 2C8. 2C9, 2C19. 2D6.
2El. 3AKRU3A4) I3t LCHELREEF RS o7, £z b
MR 2 VW 723 BR1IcB W T, CYP1A2. 2B6. 2C8. 2C9,
2C19R UBA4DBEE R FEBRIIRO SN hr 725, e Miliz 71
V=L RUOSOEHWEHERICE D, fiTiRizEAERESAEZVE
HeESN7z0, [10. BE]

16.5 HEit
TEEERL 241 b L 7" 8 AT =)L DS %2 B i T 5 3 e
BIRPIEES (2.5, 5. 1013 15ng/kg/%r. 15055 0) Li-& %,
BEHR%RAKE £ Tt REMEROREMEDO V7 aF 4 K
ELT, B HBRETRZENZTNEEED5.4~6.8% K TU11.2~

3) UIrvEYY

ERRA206IC b L a2 F 2 LoEOF ImgZ 1 HE (B
5) RU11HE (OtR#ES) c&O%S5L. Y77 Y EY »600mg
Z3HE»S 12HEICKREROKRS Lz &, 1IHEO ML B R
F N DCrax X TAUCIRENZN16.6% % UV21.7%ET L7z15
HEAT—%). [10.2 BE]

@ L7470V

TREERA2061IC7 27 « 7Yl (BNARER) 600mgZz 1 H2[ME.,
AHMREROERS L. 3HEII ML 70 2F 2 )LofO# lmg 2 fHf
RARO®E L&, PLTORAF 2L DOCrakAUCIEZ N2
Nn96.4% K% 191.6% L7 L7210 (SEAT—%). [10.2 BHE]

5) ZLaAFVv—-iv

R A20FIC7 VI >y — L 27HBMKEROKRS (1HE
400mg. 51&#iZ200mgz6HM) L. 6HEIC PL T HAF =)L
OREOF I mgZ I RZEOREG Lz L&, AUCHRRERLZBDD
(14.6%E ). bL7ORF IV OENBIREICIHE L HBIIRD S
Nz o710 EAT—%),

15.0%. #IRAREG TR ZNhZThEERD4.5~6.1%K%T11.0~
13.5% AR ICHE S N 7z7),
TERRERRAOHNCMC TR L7z b L 7 a R F 2V OS2 B B2 R

17. BRPRAYE

17.1 BHMERUREMICEIT H55R
17.1.1 EA% I/ I4E:HER

#5 (15ng/kg/5r. SHifl) Li-& &, HEHIHH224MM E Tlo,
B EHETRED 78.6% W RAIC, 13.4% A #EIicHElt S hrz, RIS
W REMAE LTBREGREEED3. 7% HEit S h, SO R
(B3EO ML FORAFZL3- FOF 37 FILAIEORILE. &
Elbiko 7V rar4 B, 1EoEEREER#Y) » ThZh
BERSHED10.2~ 15.5% k& 728 (SHEAT—%).
16.6 HEDNDERZEIZDEE
16.6.1 BikaEREEE
BNz BBEETH2HEEOERERERESFIC L TORAFZ LD
ORI Img Z BRI OB ICBE S U7z SR, @ERA L
HRT ML TuRF oV OEBHRICHEIRD SN o729
CEMRATISEEDAUC @ 39.1%ME .\ Cmax : 28.3%K . &tz
BEREDOAUC : 22.9%E N\ Cmax : 6.7%157) GAEAT—%).
[13.2 zE]
16.6.2 FFikaEs=EE
BEIIPEE (Child-Pugh/yHAXIIB) OFEREREEZHET
PR AT M EE B OB b L7 0 R T = L D14l & B e T #%
5 (10ng/kg/%. 150%1) Liz& &, BE (5f]) RUOHHE
(4B1) DFFHEREREREICB T 5 Cna R FAUCIE. BERERLAIC
AT, BEREERERESENENI2T%RT161%. HEE
[ RERERE N Z N2 N340% K T412% EFH L7210 (SLEA
F—%), [7.3. 9.3 ]
16.7 E¥EE{EA
16.7.1 FBIDEMMSD THD MU TORF ZILO:FSFIZ AW EHN
BRAREHERD AR
1) 7ENFPE/TxY
TERERRA2661IC7 & 7 3/ 7 = > 1000mg % 6/ & & 12 7[E R AE
BOE L. SHEOKESO%., b7 uAF = )LORESH% 15ng/
kg/7 CORFRIPF ARG TG Lz L &, LT HAF =L OEY
FRICHEBIRD SN o720 SEAT—%),
(2 ILI7FPUY
TR ALSHIC b L7 a 2 F 2 L 0R:4#l % 5ng/kg/%r (LHE)
K& U10ng/kg/5r (2~9HHE) THfER FHREL. 3HEICT LT 7
Y >225mgZ HFRROKRS Lz & &, MiEHR-TLT7 7Y Y RS-
TLT7 7Y Y OEYHEICHEBIRD SN R >, T2, T
77 OFBEEER (Fu oy e BB oEREE, (INR)
) CHBIROOSNEP-7212 BHEAT—%). [10.2 2]
16.7.2 FBEIDEHHSD TH D LU TORF ZILOEORIZ AWV EHN
BRREHBR DAL
1) Revsv
B A2361IC L 7O 2AF 2 LOZE DR lmg#z LH2E & Rt > ¥
v 125mg# 1 H2[El, 45HEREMARO#KSG LIz&&, bL 7O
AFZIWRORE Y > OEMBRICHEIRO SN P> 71
HEAT—%),
2) YIWFFT«b
TR ALSHIC M L7 a 2F 2L oFEO# Img 2 1 H2E & LT F
7 4 L20mg# 1 H3[ME, 4.5HMREHBREORGL-ZEE, PLS
OAF VKTV TF T 4 LOEMBBICHEBIIFRD SN h o>
72149 EAT—%).

it B R A i v L FERE R 1 740 2 S R & U A JE B It B PR AR
IZBWVT, KREI% IHABIRAES Uiz, 1EIBIEA (18ug) » 5
S5ZMHBL. BA%ZHELEDSRAIEIRA (54ug) £ TH
Bl w2 ELC T, BZAMICHEFH2 RO S NTEE
IZiE, LEIRA (6ug) £ TORBEFREE L7z,

FEFHEIEE T b 5 #5128 KO it B TR O E LR OFI
WEHEITE H T b 5 1% 5 1 238 O #5410~ 60453 151 L 72653
SATHEREOFIGEE D S5 OZLBICE RO 5N iz,

EIPNE I/ MAHGRER < B 2 F R ORIREHiEE 021t

FHiiTE E n alilisd EieE (12328) Ze# (12388)
iM% Ae) 17 11.621£2.670 -4.675£2.999 -39.43+25.53%
(Wood#fi - m?) [10.248, 12.994] | [-6.217, -3.133] | [-52.55%, -26.30%]
673 AT R B 17 487.8+1124 24.8+34.2
(m) 525.0 340

Mean=+S.D. [[@{#]95%/5#EX 4]

#5410~ 605312 3
Mean=S.D. F5RfE

a)
b) Z{L& (12388) KROZELFE (1288) IOV TIRRAZRORRIE
c)
d)

BIfEFRBBEE L. 100% (17/1761) TH o7z EEIERE.
FHES58.8% (10/17H1). WMKk47.1% (8/17H1) . W MER I
29.4% (5/171). 13TV 23.5% (4/17f1) TH-72.

17.1.2 /8518 MABEASR

it Bl AR A i v L FESRE R 2350 2 R & U 7 R B — BB M
7t AN 2 E M2 R R TR EEERICB LT, FAHlZ1
HAERARS L7z, 1E3|BA (18ug) »5HE52MHIAL. BF
MEETER U d’ 5 Ak E TICmALEIMA (54ug) FTHEL
oo REMHICHEI S RO NIHEICE, TH1EA
(bug) FTORMBEZATREE Lz,

FEAEE TH 5151 2BR O 55410~ 6057 17 L 72657
RISITIEBEO BRI 5 OZLRIZ. TI b RBEGH &L TK
RSB THERICKE P72 (V285X MY v ZANCOVA, p
=0.00044).,

WV AR ER I B 5 FEFHIEE 021t

P
i H B5# | n Frifal Z{b& (12:%) | (Hodges-Lehmann
HEE(E)
359.0 206
61 AR5 o Zas) | 1318~135] 200
i
| 7oux | o] 010 30 (8.0, 32.8] 9
7R [204~448] | [:303~146]

a) &5#10~60571FHifi
b) i [F/IME ~ mokfE]
c) [MRI9S%ERXH]

BUWERRBSEE L. AR5 T76.5% (88/1156l) TH -7z,
AR ESREOFE 2 BITER X, M51.3% (59/11561). 5E%E33.9%
(39/11501) . FetEDd v, BELROCHEAS14.8% (17/115
). MAMEREUE13.9% (16/11561). DFEMRERK11.3% (13/
11561) TH-7217,



18. ESHEIE

18.1 {ERER
TUaRZHA 7Y ERBIC, LR AF oIV MEILREER
RO/ BRI HIER IS & O FlEIAR O IUE K O AR FE AR % #0l
U, MEIRER O MERF 2K RS 82 2 & T B IR i
EREICR T 2882 RTEEL OGNS,

18.2 EMEEEFIVICBIF 2B

18.2.1 ¥ FHFHEF IR U TBREH AFIZ ML PO AF )L EE
BLUIZHER, PO YAFY Y ALFEERICXZMEIRED LR 2
HIL7218),

18.2.2 BT v b ROBEEY I FICH LT L7 a AF )L 2 RAFK
HBUER., ba YR8 Y AFEMERIC XS MERED LA 20
HL7z18),

18.2.3 €/ 7u% ) YFHEMEMET v Mz LT LB ZAF =)L
ARG LR, EFROBT2IH L8,

18.2.4 HEA TN LT ML 7O RAF oL 2 RkEIRAKZS LG
R, KBIRARICK S8R E R OIS KGO L5 %2 ME L
7219,

18.2.5 FkEr 7 # #iERISH LT b L O XA F 2L 2 208 RIS L
ToAER. ARERRARIC X S g RE K OB O LA 2% L
f:ZO)o

18.3 MEHLRIER

18.3.1 b Y RFH L AFBEIRTH HU-466191C X DIES B2
3 i Rl B R 115 P 4B A9 % Bt &S 2 722D (i vitro) o

18.3.2 f XKV INOFHEEARNIE G X D MBIARE. Al MBS
Hi. MEKROCERMIMERFAE T L7222,

18.4 MU\iREREEINFI{ER

18.4.1 25—/ ick sk MIVMUEERUCADPIZE 5T v MiZh
W 2 4ME L 7=23) (in vitro).

18.4.2 Hf# IR 510 & 0. ADPIC & 5 7 5 F /MR B 2 30
L7zo 72 RTIHREROREOHREGICED, ADPICKS T v Ml
/N R 2 AR U 72230

18.4.3 BFHEHIRAIIREICE V. A X OEEIRIAZ T & 5 MM IS
P> R MR 8 D 2 Ml L7224,

19. BRI ICET S EZHFR
—f&f%Fs  h LT XF =)L (Treprostinil)
it % 4 :{[(1R,2R,3a5,9aS5)-2-Hydroxy-1-[(3S5)-3-
hydroxyoctyl]-2,3,3a,4,9,9a-hexahydro-1H -
cyclopenta[b Inaphthalen-5-ylJoxy}acetic acid

: C23H340s5

1 390.51

HE~REEOM KR TH D, NN-IAFLKRILLT
IFICEDHTHEIRLI L XY ) — VRO Y ) —)L

(99.5) IZHEIFR T, KITIFLAEBET 2\,

0~ “COH

S
_H
SE D B

CH3

20. BRWLW LDER
TV IRHERIGEE L TRET 52 Lo [14.1 ]

21. HREBSRM
PR ) A BRI £ SE O L WY EET 5T L.

22, %
TN 2.9mLX 308 (148126 X 545)

23. FEXHR

1) ReH B NER C BANSE THRER (ML o X MIRAK ¢
2022%12H23H&R%. CTD 2.7.6.1)

2) FEHEBEAANER  EAET/MAERR (ML 7oA MRAK ¢
2022%12H23H#%:8. CTD 2.7.6.8)

3) FEHEBEAANER S T (BA) B (L 7o FIRA
W 1 20224F12H23H&®. CTD 2.7.6.2)

4) FEHBERAEPER  EMEIRERR - P LT A F LD AERS
BOME — (FL7a 2 MESE  201443A24H%&:R. CTD
2.6.4.4.3)

5) FEHBEEENER  EYFRERE -~ Lo A F L oREHICE
I 5MEt (in vitro) — (ML 7’02 MESHE @ 20144E3H24
H#&F2. CTD 2.6.4.5)

6) FEHBEELNER BB — In vitro \ICBT B M - B
I8V —LRKRUSHT L BRBEILE - (FLT TR MRAK :
20228 12A23H%#. CTD 2.6.4.5.1)

7) KFFFET fi : Prog. Med. 2014 ; 34 (2) :333-348

8) FRHBEMHNER IR EME AR - L T o XF LD
NANT VA= (ML 7O MESE : 2014FE3H24H &R,
CTD 2.7.6.1.5)

9) FrHBIEMNER - WA TAHRE (L 7o X MRAK ¢
20224 12H23H4%&8. CTD 2.7.6.5)

10) FEHSEEANERL IR R B B — P aE R E B I s
J25 ML TURFNOEYHE— (ML 7O MEHK :
201443H24H%3E. CTD 2.7.6.3.1)

11) FHSEGNER N EREY R -7 7 ) T2
COEYMEER - (ML 70 R MNESHE : 2014FE3H24H %
#. CTD 2.7.6.4.1)

12) Wade, M. et al. : J. Cardiovasc. Pharmacol. 2003 ; 41

(6) :908-915
13) Gotzkowsky, S. K. et al. : J. Clin. Pharmacol. 2010 ; 50
(7) :829-834

14) FFHMEGNER BN ERENBERR - LT 7 LED
HUMEEER - (ML 70 2 MESHE : 201443240 &R,
CTD 2.7.6.4.4)

15) FHBEGNER B ERENERERE - 7y Y EY D
HEYMMHEER - (ML 70 R MEgHE - 201443 H 24 H &R,
CTD 2.7.6.4.5)

16) FHBEGNER BN ERENBRERSE -7 L7+ Tu YLK
C7NaFy—LEDEYMERER - (ML 7R MESHE :
201443H24H%&§8. CTD 2.7.6.4.6)

17) BHHMEENER - BAEIAERE (L7 o X MRATK :
202245 12H23H%E8, CTD 2.7.6.6)

18) FrHBUSEANER  EHEFER - L a0 2 F Z VIRARSICB G
BRI EBEMNT AR — (FL 70X MRARK  20224E12H23
A&z, CTD 2.6.2.2)

19) FrH SIS PNER - S EE — KB RAR I K 5 3 T s MLERE
EFNVICBTA2EMME - (ML 70X MESHK : 20144E3H24
H#&z2. CTD 2.6.2.2.1)

20) FRHESEMPNER SRR — (KRR AR I X 2 7 4 il EE
EFNICBIAEME— (ML 70X MESHE : 201443424
H&#B. CTD 2.6.2.2.1)

21) FrHSEEENER - EERR - Y T RHBEESIRIC B S0
BIEIEM (in vitro) — (bL 70 A MESHE : 2014434
24H%&E8. CTD 2.6.2.2.2)

22) FrHBEEENER - EERR - A X RO R 2B B e IR E R
OHiMEEIIC R THE— (ML 7O X MESHE © 201443H
24H#%&E8, CTD 2.6.2.2.2)

23) FHEBEEENER SRRk b Ty RO Y F /M
BICRIFITEE (in vitro kWin vivo) — (L 70 X bESE
W 20144E3A24H%#E. CTD 2.6.2.2.2)

24) FrHBEEANER  BERE - 1 XICB Y S EEIRAZIC K B
MFEBRBWMDICKITTHE— (ML 70X MESTE : 20144E3H
24H&ZE. CTD 2.6.2.2.2)

24, EEAERERUEVEDEE
FiHEERASE < TOHBRE
HEEHEX G TH7E  T160-8515
TEL 03-5229-3906  0120-189-522
FAX 03-5229-3955

26. HSHIRGTERES
26.1 BHEARFETT
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