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A [OlER %/ BRI 50rpm pH6.8 | BARFT EHEERS 2’
ABRWRE : 900mL  FEROE : 12 Xv)b

PAKiiReS Wikra~x 757 14—




- plERE

@Eﬁ%[ = N == Y
(rpm) AUBRIR HE 2 LE
(1) HHEH=E
EHESRIA D SIFEH D 60% KT 85%ATiT & 72 Di#EX 72 2
RERITHWN T, FBREEI OIS R D E R OSSR
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——_— (IR 45/ FER TR 50rpm pH6.8 HAREF BHEERS 2’
it
B E : 900mL  EHEROE : 12 Xv )b
I Wikr7ax N5 7 4 —
- HIEEHE
[E][: 29 seras .
(rpm) alBRIR e B e
(1) BHEH=E
EERIF DSEIPEHED 60% KT 85%FHI & 72 D7z 2 I
RIZHEWT, HERRE O IE HE D ERE O IGE H
+10%D&EFITH B, Xid 2 BEEDMED 50 A ETH %,
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- HIEEHE
[E[
(rpm)

BRI HE R

H1.9 ABREAN Y 15 537 DAINITTS 85% U LY 240, X 15 53kl
Pt 2 FABRELA] O S IE R DR EERAI O SEGE HER £ 1 5% DEHITH Do

R D SEAFVS IR A 40% K0 85%FHE DML 2 Bz B T,
Hes | BUBREAID TGS HE S EERE OFISEHE L | 5% DEEICH B,
PHY-O 1 213 £2 BB EN 42 DU CTh B, . RS 15 251 Th
ST, HA RIA ThE>T 15 2 TIliT 2 2 & & Uiz,

EREBLE ) SPAIVEHEEA 60% KT 85% (TN 1 2 BT 51T,
20 Heg | PUBRBAID TS s A EEWHS O PISEHE L 1 5% DB H B,
PEDS | Xua 12 BB (B 42 U ETH 2, 28, HBISAA 15 K TH
o7lzdd, A RITA VTR ->TIS A THMiI oI & &Lz

FRERIAI DE S N7 BRI T B0 D EEE R D 1/2 OG5 H

Rend BERER, RORE SN HBRIFRICE N T, SBREAID

7K EIGE R DFHERF OB HER L 9% DEMITH D h, X {2 B

HBOMEHD 53 LLETH D, b, HEEREN 15 3K TH > 72728,
HARIA NS> T IS5 D TRHEiTHZ L &Lz,

EHERIF DFEIFE D 40% 50 85% M DEH 7 2 FrITHWN T,

100 pH6.5 ARERELA D VA H FR DR ERIA O SEIE R + 1 5% D& I H D71,
' NI 12 BRI DEN 42 A ETH Do b, HEFFRA 15 K TH

STl A RIA > T IS5 T2 & & L,




- FBRIGR

(50rpm. pH1.2)

(50rpm. pH6.5)

100 | 100
80 80 +
S 60 § 60 +
3 40 340 P L x9us 0Dsk40mg 1G]
i £ o F )V AHILE »OD§EA0mg [JG) K s G &

20 | e oo 20 e EMEMA (Al AOmg)

0 ‘ ‘ ‘ 0 l , l ,
0 5 10 15 0 30 60 90 120
B (99) B (99)
HIERRTH D 15 7N T, FHEREFINE | HIEFRTHD 15 KU 120 T\ T, &

3 85% U EEHL THO. 1 FI1 2 OH
EREITEG LT,

BREUH 0D ST E 3R S RIE| O S H KD
+15%D&EFETH D, H1 RF1 > DHIEEHE
IZ#EE L7z,

(50rpm. pH6.8)

100 |
;\3 80 |
~ 60 t
H 40 |
e —o— FIVAY)IE »0D#E40mg [JG)
20 1/ e pmEmig (53Hl. 40mg)
0 ‘ . ‘ )
0 15 30 45 60
B (49)

(50rpm. 7K)

100
2 80
~ 60 —o— FWAY I > ODSE40mg [JG]
% 40 e imHESUE| (37l 40mg)
j
0 120 240 360
BERE (49)

HERRTHSD 15 7K0 30 FiTHNT, &
BRI DS R IR ERA ONEHED
+15%DHFTHO . H1 FI7A1 > DHIEELE
62@%[/7‘20

HIER R TH D 15 KU 360 7712HW T, 3
BREIA DS H R IR ERA ONREHERD
T9%DEFTHD ., HH1 T > DHERLE
K’_Eé U7z

(100rpm. pH6.5)

100

80

60

%40

H —o— AW AY)IVY >OD$E40mg [JGI
%90 —e— FEEBUF] (EAI. 40mg)

0 ‘ s ‘ )
0 30 60 90 120
B (5)

HIERRTH D 15 KU 120 7312H0W T, 31
BB DINVE R ISR ERA O NEE HED
+15%DHHETHD ., H1 KT > DHEEE
CZi@é L/on




10.

11.

12.

13.

14.

BHEFHOFELMEOHIE (HIEHR)

) e SEEEEER (%)
IEH | g | e HBWE| (x| HE
(rpm) T N a5 e v AR >
pH1.2 15 93.8 98.3 by
15 58.8 50.8 HE
pH6.5
120 84.9 87.4 EHE
50 15 76.0 71.7 EE
pH6.8
30 87.5 85.8 EE
K 15 17.8 19.6 EE
7]
360 24.5 33.1 EE
15 64.7 56.1 EE
100 pH6.5
120 85.3 90.5 Ee
° I\:EI:E/H%

EHERIA & SHBRRF OIBEHRZHIE U7 & 25, WINOHEBRFITHENWTS [HRREERR
DAYZRIREEHBRAT A N1 > OHEREITHEEG L T\,
DAlEX D, FHERFE & HBREA OB LS OB R S N,

EWFEER L
=194

AP ORI DOHERHERE
W ax N5 74—

BEIPDOBEMR D DES!
WA 7ax T 57 4 —

paLii
&AL

AT DR D H D RAEY)
B2 L

EARDWMERES - IMRNFHFIBEEICRIT D15k
B2=19224%

ZDfth
B2=19224%




V. BEICETDIEE

1. EEXITEHR
i M EE

2. BiERUAE
BWHE. RAIZIEFIVASIVY > ARFY Ve L T10~20mg 2 1 H 1 HEOKRST 5, &
H. 1 HO5~10mg »oix5%2FAL . & MENIC X DEEERT 20, 1 HEAKRSE(Z 40mg
ETLI %o

(P - FIRICHET SR LT |
| AHINECIREN TR 5%, CIRERSE S & DIRIIC & D S RFETR 2T HBA TI372 |
| W7zod, BRI 3K TRAAD 2 &, |

3. ERFRAEIE
(D BERT—9INvr—
BRI L
(2) ERERZNE
ZUERRL
(3) ERPRFIEHER
ZUERRL
(4) I ER
ZUERLRL
(5) 12V BR
1) BEALILITRERSEER
ZEER L
2) LEEEHER
FZHBER L
3) R MBS
ZHER L
4) BE - TRRERIEKER
BRI L
(6) B EAIER
1) EFAMRERE - IS EERAMERER (FhIRER) - RSIRFERERRGER (MIREERRGIER)
BRI L
2) EaRFME UTERFEDABXISTEE U MRERDBLE
B2=19244%



VI. EFEIEBICE I DIRE

1. FEZNICEEH DILEWMRIILEWEE
TIIFT YV NRBEETE (QIVY AU T L NVTIVE L TIVIHIVE Vg E)

2. EE{EH
(1) YEFIBRAI - YEFRHER
TIIXT Y NRBEDY T 54T AT, ZBEDETE,
NRURENEDT > VAT >y YR U TRBEL )V THRERICEIT 5 Z L ITL DEE
TERZH HDT, BE. AEITO Ty I THD., BOKSH., FITMEERIZEWTITAT
T —BIR L ORI EZT. EERBI TH DA I AIVY VB IND, 17
(2) o=l 1T DiERRLIE

ZEER L
(3) ERRAIREGR - FmbsE
FZHEER R L



VI. EYEREICE T HIEE

1. MEEDHER - BIEE
(1) iaR LB mPiRE

SR L
(2) B M EETER
BEFRAST
AL, 5 5 75k n | A
FIVAHILE > OD 1 9 oy | o | 20 | 2208
Ve i . g
(FWAIE > ARF | Ghm ol
40mg JG] > 3V ¥ UT 40mg) EORS 7KH°§%T 35 | 2.3+0.7
(Mean+S.D.)

(3) BRFRERER TR S Nz MR
(AP HRE M ER]
- F)VAGIVE > OD $ 40mg [JG] 19
[BREERDENZIRSENRRA 1 R 51 L EO—HRECONT CER24E 2 H 29 H
EAEAT 02295 108) | TS,

(1) 7K TARA

FIWAY)VY > OD #E 40mg [JG| LIRERA (E@iE) Z. 7 oAF—N\—kiZiznz
N1 CPVAILY Y ARFYI)E L T40mg) BEMASFITK 150mL & HITHEE
HORO#KS U CIMSEEEREY (T ATV ) BEZREL. 8oN7BMENRE/ ST X
—% (AUC. Cmax) 122\ T 90%BHEXMEEIC THEH##T 21T > 72/#&3R. log (0.80) ~log
(1.25) DO#EHENTH O WmEIDOEYZHREESHER S Nz,

(ng/mL)
1600

1400 +
—o— FILAH I > ODFE4A0mg ]G]

—o— EMEBUA| (EESE. 40mg)
Mean=S.D., n=20

1200 i1

1000 H

800

600 H

it AR ICVIE SPUR 83

400

0 12 24 48 72
HE5#%ORERE (hr)



<EWENEE/ ST R — 4 >

HENFT A=Y

SENTA—=Y

AUCq7,

Cmax

(ng « hr/ mL) (ng/mL)

Tmax Ti/o
(hr) (hr)

FIVAG)IVE > OD
40mg TJG] 8081£1653 1155+333 2.2+0.8 10.4£3.8
TR
(5E. 40mg) 7952+1567 1092+£269 2.2+0.7 10.4£3.2

(Mean=+S.D.,n=20)

MEFFRELONT AUC, Cmax FED/37 X —F 13, HEBREDBR, FRORROL - FRE%ED

BRI & - TEAR D TEEMAD 2,

<[FAEEDHIERER>
AUCy, Cmax
2 "HAIDFIEDZ=E log (1.0133) log (1.0422)
90%EHEXFH] log (0.9655) ~1log (1.0634) |1log(0.9576) ~log(1.1343)

(2) K7L CHRA

FIWAS)IVE > OD & 40mg [JG] CEFERA] (E@iE) 2. 7OAF—N\—KiZIDENZ
N1 CPVATILY Y ARFYI)bE L T40mg) BEMASFITHIVAY)IVY > OD
40mg [JGJ 137K7% U CTEHERIFIIZ/K 150mL & HITHRBEERO#KRS U CInsfEdEE ()
(FWAHIWE V) BEZHEEL. §oNEMERE/ T XA —¥ (AUC, Cmax) 22\ T
0% EHEXMIEIC TREHT 21T > 724ER. log (0.80) ~log (1.25) DO#EHEANTHD. HAl

DAEMZHIRIEED R X N,

(ng/mL)
1600

1400

T

1200

T

1000

800

600

i AN IS VIR INIR AR =3

400

200

-o— AL AHILF ODFE40mg 1G]
—o— fEMEBUA| (LEHE. 40mg)
Mean+S.D., n=35

0 12 24
HE5#ORR (hr)

48




<EWENEE/ ST R — 4 >

HE/NT A =5 BENTA—F
AUC0772 Cmax Tmax T1/2
(ng - hr/ mL) (ng/mL) (hr) (hr)
FIVAYIVE > OD $E
40mg MJG] 8179+2000 1162+244 2.3%£0.7 | 8.9%+22
FRAERIA
(EEsE. A0mg) 8126+1627 1044+182 25+0.8 | 9.0+3.2

(Mean=+S.D.,n=35)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKROL - KEED
HEARMIT L > CTELDAREMD D D0

<[AFEHDHIEER>
AUC., Cmax
2 "HAIDFIHEDZE log (0.9997) log (1.1050)
90%E5EX ] log (0.9598) ~log (1.0413) | log(1.0500) ~log(1.1628)
(4) s
ZUBERRL

(5) BE - HAROXE
VI Z2tt (ERAEOERSE) [TBEd2IEE - 7. HEFH] DESR
(6) B&EH (REa1L—23Y) BRICKDHRLUICENFABREEEER
ZEER L

2. BYBRER/NS A -5

(1) Bt gk
BRI L
(2) IRUNEFE TESK
ZHERRL
QY NAAPRASEU T«
BRI L
(4) HREEEH
RS T
FAZ RE5E &5 n kel (hr?)
3 0.0738
ALY 0D AL mam | 0 | % | +00209
Omg [JGJ /2: Lj(“cl\j()?n\g)}l/ RO%S 7}3%%*5 35 _,_9003116’572
(Mean=+S.D.)
B)YOUPSVA
ZEERR L



(6) PThBHE
FZHEER R L

(7) MIREBFBER
ZHEER L

3. DRI
B2 L

4. 53t
(1) Mm% —ARaF &R
ZEERZ L
(2) Mm% — Ao ERRAFT@iE it
VI Z&M (EALOTES [TBTSEE - 10. @ik, ER. ZARENOKRS] ODESHR
(3) EitNDBITiE
VI ZE&M (EHRLOEES [T SEE - 10. @ik, ERE. RARENDOKRS] DIESHK
(4) BERN\DBBITIE
B) =2V
(5) ZDAEDIBBANDTBEITHE
ZEER L

5. i
(1) RBERLIR U RS
FIWAFIVE > A RFY I)ViE, BOKSR, BE. D 2 WEMERIZEN TR #ES
N EEREYA VATV Y TREE D, 17
(2) KHICBIS D8R (CYPA50 %) DDFiE

LRI L

(3) NEBENROERRVZDUSE
HLERI L

(@) KBMOFEDERROLLE
LR L

(5) FEHERBMDEERI 5 X —
FLER L

6. HEitt

(1) BEHERTR U

BRZRABFITUC-FIVAT)IVY > X FF )L 20mg zBEREOKRS Lz& 25, MR
RIS EREYIA N ATV > DHRBD i, 5 LIRS EED 12.6% (240 KE&RE T)
DFRHIT, 77.2% (312 KR ET) H»EPITHRtE Nz BHET—5), 17

(2) HEitttR
[VI. SMENREICEEd DIEE - 6. #Ritt (1) PRHERGIRORER] DIESHE



(3) HEthEE
FZHEER R L

. b3SV RAR—5 —ICET BIEER
gL L

8. BNFICLDIFER
ZEER 2L



VIl

N [

3.

4.

Zx2E (ERLOIXIESE) (CEIDIEE

SRBEZNDER
5=19224%

2. ZRRNBEZNER (FRIERZED)

(22 (ROBEICIHHZE LRV E)]

(1) BN DRGHZx UBBUEDBAERE D H 58 E

(2) R IFERL T SEJEE D H 2t (THEHm, Eim. RIWBEADES] DESR

(B) TVARFV VT NNVBIEZ R SHORERREE (72U, tMOREEEZIT> ThRBIIE
DAy ha—)VHELLANROEE 2R ) PEBSUEMZ S, BRERESE, 57 7 AN
TEXMBIED Y A7 I HREIN TN D, | [EERERIEE] DIEZSR)

SHEER [IZHRICERET DERLDIFEE ZDEH
B2=19224%

RiERUREICEET HER LT E ZTNEH
(V. BRICBET 2IHE - 2. AEKRURHE] DESHR

5. EERSRBEZNER

6.

EERS (ROBEICIIEEICIRSITDIL)

(1) MmEIEBESIREDH 2 EENIIAB TBHMMEDH 2EE (EELRERNIE] D
SE)

(2) @AV Y LAMEDEE ([EEBREARNEE] ODESR)

Q) EELBHREREEDHLEE [(BHELELIEIEZNLNH D, MEI VT F=EN
3.0mg/dL A EDEE TO+ 2 ERREERIZRNWD T, ZOXDREBEITH LU UIRREZ
BRLUGHASEEICRETHZ &)

(4) FFEEEEDH 2BE FHEICEW T, BEXIITEEDBEERERE THIVAYILY >~
DIMFFEFEE (AUC) ., BELZERALIERL TZENEN 1.1 8& 1.7 FBIcERT 228
MHRE XN TN D,

(5) KINEEEDH 5EE CAEDBEELKIMTEAEZERL L., WEEZELIEI28ZTNNDH D, ]

(6) mE (BERMEANDIRS] DESR)

ERLEREIRE ZNEHRULETSE

EEREFRNER
(1) mRIMEBEEIRIRED H 2 EEXIH B TEIIRMED H LBEITHWTE, BIREDRED
PARIREDSBEDVETICL D BRICEREZBR(LSEDIBZTNLHDDT, BRELPTZE
RWEHIEN GG Z2RE. ERER TS &,




(2) EA VY AMEDBEZIZBNWTE, AV VLAMEZEES R DLIBZNNHDDT, BEL
PL2ELRVW TN O5a 2R, ERIEITD Z L
7z, BREEEE, 22 bo—)LAROFERFFICLOIMES Y 7 MERE RO PTNE
FHTIE, BHY Y LAMENFERT 2B ZNHH DT, MEHY 7V AMEICEET S &,

Q) FRIDRGITL >, —BEDIFLGOEETZREITHENLHDNDT, ZDXIMES
T35 %RIEL, BRNEZEITS L, Flow BITRDEBETIHMEREDN SRS 2RI
L. BEIDIBEFBEDIREZTDCEEUIDSHRRICITSI &,

D) MRENTHDOEE
2) FIREFEFRGFHDOEE
3) BERBIEREFOEE

(4) TVAF VI XVBEZFRAT 250G, BREES, &4V 7 AMERELEZEZ
BLTNDDH DT, BEONRELZER L BHSHEEITREGT D &, 2%, eGFR » 60mL/
min/1.73m? Rl DBEEREZEDH 2BENDT U AF L 7 )VERIE L DHRIZDONT
& BREPC2R/ RV TN GG 2REE T L,

O) FH2ELT > IF T ¥ I REFBFAIRSHICER R EREREENH 5N & Ol
EH D, MEREREZEM T 540 CBREZ2 7TV, BENRDoNEEIZEREZ
b g 27 EEYRLEEITD &,

(6) FHiraT 24 FEIFHRS LW EBEE LU,

() BEERIREDCODEN, S6DZWHoOND I LENHLDT, BIfERE. BHEEDER
FRR2 O M RET DRICIZTERSED T &,

7. t8E{EH
(1) HEZREZDER
B2=19244W
Q) HEEFREZDER
HAZFE HBISERETDIIL)
A7 E GINIER - BB BT - fEEREF
A1) 7 LMERFEFIRE | IEA Y Y MENERT DL | FHRICE DAY 7 LFTFERIERNE
Ao /<7~ W 5, I ARZTNDD D,
NITLTLY % BT . BEEEEDH 5EE

71V 7 LG El
=i Vs RT N F

VI LEA M) F7 MREAEFL, U | BELREFIIAATSH S5, +h
FRERY) F 77 L FULRBFEZRITBLNDD | VI LA F AR F VLA F
DT, MY F7 LAREIZE | »ORFEZEET S Wb T
B9ol&, B7z8, ARAIMF b U LRt
ET DI LITIDEZDEEZ

515,




A2 E

RMAIER « FEETTIE

W - ERKT

TYAF VTR

EHEEEE, &4 Y 7 AMGE R
WMRIMEERZ T B ZNLDH D
72, BigeE. MEAH Y 7 AME
KUOIMEZ+53IC8ET 52
Lo 2B, eGFR A 60mL/
min/1.73m?2 A D B EERE
EOHDBEE DTV AFL
TR EDHHAITDONWT
& BELPOEERD & HI
INDGEEERZIBITIH L,

T UIFT oy R
REEHEA

BREES. &7V 7 AIER
ORIEZRZ T EBZNHD D
7z, BHEEE. [EH Y ¥ AME
NUOMEZ+3IT8ET L
(‘:.o

AR V=- T IF T
> RAEERAMERI N S OIEE
D %o

FEAT A MEHRE
Tl

BEE(EREET I 2B TNNDH
%o

TORY 75 Y DERFHENE
FRIZ & O AAIDREEIER 255
SEDEREED D Do

BB I DB ENDD | TORY T 5 Y DERRHEE
%o FIZ&D, BIIREMET I 57
HEEZBND,
8. BIfFA
(1) B FRDIRE

(2

'

AN EEFAREFRE S DO BIFRFRETSER D IANE & R DFEZEML THARW,

EAREIFR & HHERAER

EXBEIER T, 2 THEEAH)

1) MEZE
HE. O, RE, SOBREMERE L THHONDE I LMD LD TEHEZTIITTD
Z&o

2) BXz
BRNENHHOND D HDDT, BEZTIUTH. EELRDLNLEGIIERE
bl EYRALEZTTD Lo

3) BAHYUD LM
BELRENY TV LMERDHHbOND I ENHDHDT, BRz+IIATV. BENRO SN
EAITIE. EBITEVRLEZTTD Z Lo

4)vavd, K, EEHK
Yay 7, MEERTIHESKE BRERRH-OND I EHHDDT, BEEZTIUT
W, WK B, EFeHAEND 5 ONBEITIE. ELITEIIZLEZTS & KT
MBI, BELRBERES. FREEARSHOEBE CERE»SREG 2B L.

HBEIT L2558 3REDNREZ TR ITEHRELRNSHRLITITI T Lo




(€]

s

5) FF%REEE, &E
AST (GOT). ALT (GPT). v-GTP O LREDHEEEREE, HENDSHONDZ &
MHDDT, BHELEZ 7TV, BELROSNEHBEITTRS 2L, @YRLE%
152 &,

6) M/)\ViRiRA
MR D38 S D 2 &M DD T, BIEZTIITTV. BENRD SNZ5EITIE
BEZBIEL., BURLEZITD Z &,

7) {BMAE
RIELD HbNDZENH DL BRRIBFEFTOEE CTHoHLNPT) DT, #HEZ+
ATV, B, R, 1. FOBA. £ ET. K, SEHESENH H5ON
TeSalidEsZhIE L., BYRLBEZITO Z L.

8) 1R ENRLRRAE
PV, B/, CK (CPK) EH. M ROKRS I A 7oy ERZRE# L T DA,
RBEED D HHOND Z DB DD T, BEEZT7ITITV. ZDX S REHITITEHITERS
ZoplEL, EYILRMEZITD 2L,

NDPFIT145F—
RER. £28FK. MEET. RERSEEMERE L THo0ONDZ DB, F/2T7F
T4 T7F>—yavluERILELEDRELHDDT, BHEELTIITH. BELZDS
NG lid s ZHIE L., BYRLBEZITO Z L.

10) EEDTH
EHRS5ICLD., RERDZESEED THLAH H5HONDEZ EHNHDDT, BIEETIIT
T, BENRO NGRS E2RIEL, BURLEBELZITS &, BH. FRITX
D IBREENEENRD LN L DHED D Do

11) RIS HAHR
FEEL IR, [FIR RS, MEXREEEE 205 MEEMAYHD Hbh b 2 EMNH DD T,
DX REEITFREETIEL., BIBRERVEVRIORSEDOBEURNEEIT Z &,

Z Dt DEIEF

TEDEIFRAMRD 5OND LDHDHDT, BEMNRD SNHEEITIIMNEITIC UGS 2HIE
957 EEUIREZTD 2 &

HOE RN B

@ & oW | BB

il ® | Al INRERD. BRI

Bom MmO E R DI TESA, AHOXM. . BER RS

b t £ | TAL BS - B, 38, OpM%. SHARE. Bk %

& = £ | OEME. BB ITO. K

. w | ALT (GPT) £, AST (GOT) E#. v-GTP E#.
LDH L5, ALP L&

. = s |BUN LR, Mo L7 F=> LR, RECHIE, RUES
M, BEER




MOE A~ B

CK (CPK) ER. MEAV Y ALER, RE LR, 2862
z O m R, B, ¥, CRP £F, MU ZVUtLY FLR, RER
(PR [ONRE) . BT, FiRE. BRI 5T,
LON., REEE., KE

T &52HIEd o EHEYLRLEZTTD 2 &,

(4) IHERIEFRAIRE RUERREERE &
ZEER L

(5) BigKE. SHIE. EEERUOFNOEESFERINOBIFRRIRER
FZHEER R L

(6) EMP LILF—ICx 9 DiFBRURERE
VI Z2t (EHLOEES) (TBT2IEE - 2. ZRAEFL20EA (REIZERZE0). -8.
BIffH EAZEIFR] OIESE

9. BEENDIES

(1) B#E CIE—MRITEBEDOREIIFEL K L2NWEINTNWSDT, HIEHEZEFL., BED
REEZERLULRDHERIIRETDHI L, [MEEENEZDETNDD D.]

(2) 65 BMARMDIFEIE & 65 UL DEERE ITHW TARIDOREZIRKEUBIERICEZAS
NZMo7z,

10. 4w, Efm. RIBFDES

(D) R XIIEIR L TS AR D H 2L MEITIIIREG LW &, &z, REHITHEIRAHIBAL
HEEIIE. BEbIESE2YIET S8, RPN ORBITY > o4 7 v VI REE
BRAIXET o OF T oy VERBRBERAEA =R 5 I N BE TEKRME. IBR - HER
DI, FERORME. BAE, &4V Y AIE, BEOEHRAERUOFKBMEICKL D
CHPISN DU OHNE, EEEHEEORY., MOEERAEENRD 5N & D|EDD D]

(2) {EHiR I DEIREME D H 2 ITIRE T 25 GI1TIE. FRIDKRSITHEILS, RBROEESELE
BLUTHAIRSOMEN ZEE IR L, R EOFERMEsEkREz EO S L Hfish 55
BIZOARET DI L, Flo. BREVBERBGITIROEEFHITHEIT S &,

D) A SRERNITIEIR L TORWZ L 28T 2 2 &o ARIRSGH S, HIRL THZRW
L EHICHERR T 5 2 Lo REHITHIRMHIBBL 75& I, EBITRESEZHIET

5Tk,
2) ROBIRITONWTC, KA GHIBRICEREICHAT L&, 72, EPFBLEITNU
FAT D Z &

- FIRPICARI ZFERLUZ5E. BIE - FIERICEEZRIITIVAIDRH D L,

- FIRAVHIBA L 7= IS8 DN D5 E1E. BHOMTHYEITHHKT 5 &,

- FIRZEHET 555G, HEEITHKT 52 &,

BHRL TWB Z ENEREINT T oI T oy VI RBEENRIE T oA Ty v
BHBEREZEAZ2ERA L. B - IERANOFE (BA£, BE - i - BOEALS2,
%) DRDSNIHINHRESINTNDS, 19.20]




11.

12.

13.

Q) HAHDLEANDRE ZEIT, PL2/IRETIE5GITEIRAZPLEZEDL L, [(BW
£ (Zv b)) O 5mg/kg/HTHITHFADBITRRD SN T\WD, o, BMER (5
v MEAERLOEASRO#RS) O 200mg/kg/H CHARICBHRIRZH S LT MOKE
WA, 8 mg/kg/H CTHAERITHEBIINGE R OERILOBELTD 5N TN D]

INEEADIES

BHEAGER, AR, AR, HRXINRITH T 2L IEHEZL Thzn (RN .

ERREERICRITIIHE
B2=19224%
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KEDWHAIXE | 8 USE IN SPECIFIC POPULATIONS
(2019 10 A) | 8.1Pregnancy

Risk Summary
Benicar can cause fetal harm when administered to a

pregnant woman. Use of drugs that act on the renin-
anglotensin system during the second and third trimesters of
pregnancy reduces fetal renal function and increases fetal
and neonatal morbidity and death. Most epidemiologic
studies examining fetal abnormalities after exposure to
antihypertensive use in the first trimester have not
distinguished drugs affecting the renin-angiotensin system
from other antihypertensive agents. In animal reproduction
studies, Benicar treatment during organogenesis resulted in
increased embryofetal toxicity in rats at doses lower than
maternally toxic doses.

When pregnancy is detected, discontinue Benicar as soon as
possible. Consider alternative antihypertensive therapy
during pregnancy.
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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%-4%
and 15%-20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk
Hypertension in pregnancy increases the maternal risk for
pre-eclampsia, gestational diabetes, premature delivery, and
delivery complications (e.g., need for cesarean section and
post-partum hemorrhage). Hypertension increases the fetal
risk for intrauterine growth restriction and intrauterine
death. Pregnant women with hypertension should be
carefully monitored and managed accordingly.

Fetal/Neonatal Adverse Reactions

Oligohydramnios in pregnant women who use drugs
affecting the renin-angiotensin system in the second and
third trimesters of pregnancy can result in the following:
reduced fetal renal function leading to anuria and renal
failure, fetal lung hypoplasia, skeletal deformations,
including skull hypoplasia, hypotension and death. In
patients taking Benicar during pregnancy, perform serial
ultrasound examinations to assess the intra-amniotic
environment. Fetal testing may be appropriate, based on the
week of gestation. Patients and physicians should be aware,
however, that oligohydramnios may not appear until after
the fetus has sustained irreversible injury.

Closely observe infants with histories of in utero exposure to
Benicar for hypotension, oliguria, and hyperkalemia. In
neonates with a history of in utero exposure to Benicar, if
oliguria or hypotension occurs, utilize measures to maintain
adequate blood pressure and renal perfusion. Exchange
transfusions or dialysis may be required as a means of
reversing hypotension and supporting renal function.

8.2 Lactation

Risk Summary

There isno information regarding the presence of olmesartan
in human milk, the effects on the breastfed infant, or the
effects on milk production. Olmesartan is secreted at low
concentration in the milk of lactating rats (see Data). Because
of the potential for adverse effects on the nursing infant, a
decision should be made whether to discontinue nursing or
discontinue the drug, taking into account the importance of
the drug to the mother.

: < https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/02128
6s040lbl.pdf > (2020/1/6 77 £X)
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ADEC : Pregnancy Category
(An Australian categorisation of risk of drug use in D
pregnancy)
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D : Drugs which have caused, are suspected to have caused or may be expected
to cause, an increased incidence of human fetal malformations or
irreversible damage. These drugs may also have adverse pharmacological
effects. Accompanying texts should be consulted for further details.
< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >
(2020/1/6 727 & RA)
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KE ORI E 8. USE IN SPECIFIC POPULATIONS
(2019 10 B) ™ 8.4Pediatric Use

The antihypertensive effects of Benicar were
evaluated in one randomized, double-blind clinical
study in pediatric patients 1 to 16 years of age [see
Clinical Studies (14.2)] The pharmacokinetics of
Benicar were evaluated in pediatric patients 1 to 16
years of age [see Clinical Pharmacology (12.3)].
Benicar was generally well tolerated in pediatric
patients, and the adverse experience profile was
similar to that described for adults.

Benicar has not been shown to be effective for
hypertension in children <6 years of age.

Use of Benicar in children <1 year of age is not
recommended /see Warnings and Precautions (5.2)].
The renin-angiotensin-aldosterone system (RAAS)
plays a critical role in kidney development. RAAS
blockade has been shown to lead to abnormal
kidney development in very young mice.
Administering drugs that act directly on the renin-
angiotensin aldosterone system (RAAS) can alter
normal renal development.

%1 : < https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/02128
6s0401bl.pdf > (2020/1/6 727 £ &)
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(20187 A) *2 4.8 Undesirable effects

Additional information on special populations
Paediatric population

The safety of olmesartan medoxomil was monitored
in 361 children and adolescents, aged 1-17 years old
during 2 clinical trials. Whilst the nature and
severity of the adverse events are similar to that of
the adults, the frequency of the following is higher
in the children:

- Epistaxis is a common adverse event in children
(i.e. = 1/100 to < 1/10) that has not been reported in
adults.

- During the 3 weeks of double blind study, the
incidence of treatment emergent dizziness and
headache nearly doubled in children 6-17 years of
age in the high olmesartan medoxomil dose group.

The overall safety profile for olmesartan medoxomil
in paediatric patients does not differ significantly
from the safety profile in adults.

% 2 . < https://www.medicines.org.uk/emc/product/5572/smpc (2020/1/6 7
JXR) >
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