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O X#REICREITD EER R

THALE XEARET AT A A 2950, By Sk A =2 L AN 9THINC T mg i IWIN B 5972 — 8 B 1R FLEGR R & 1T
W, BRIz, ST LD RGE ~OHEIR L, H OIEEESE, + RO RIRE | B REOME A (L oOHE HPIR
POV TOFHMl T, WINOE B IZBWTH, REIRNICHE B 2137, WLEES OME R 278072, AAIT
63/95%1 (66.3%) . BN ke 7L 772 L BIE11364/97151 (66.0%) 23 [ %h 1 BL_E LRI ES L, AIRICA BE TR -7,
Fi, BHREE APURE IR B RIE T BRI BRI TOR EEIT e oT,

©@ WHEREICRITZEME R R

AL NARSTRRE RN ARIZ5061C, B Sk 7 v 2 L B 2 4B 2 Imefih A N 5-L . bl B BB 24T
W AR LT, B NBIROMES R HEERER SOV CRAIMICA B2 e LA ER OMBI 25D T, H
ZhIMEIEARAICIE39/5041 (78.0%) | BhAIEEH e/ v A1 BRI CIEa5/4941 (91.8%) 23 T 2 BA L& HIESHL, FRAIRIC
BB AT o To, FIZEERER APUAEA I 501t CHBEREEITIRL, A Cof B AT o7,
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DY AR
LBl

(5) B - FR BRIl AR
AL E R L

(6);AEMFEA

D/ P st A (— e fs A ol A, R o R AR A, (o A i b i ) | BUE B 7 — & — A A, BLIEIR5E
BEGERHRBRONE
TNFT GRS A 1mg GHERRL R IS AT VTG JR) DA G, Mz W A BGE R A 21T 729,
[T [ RS BE 38 L 5% (2 B\ TARFI Ml S 72441 15112 1G5 L | 4286/511% 22 S VEMRMT S RIEBIE LT= (OB ABINITE £k
DEIRE BN TN U TARFIZ N T T8 EHE L TIT428261L725) . EHIT, LRMEMRIT I GUEGI DS H | 41964%
B IEREAT R S & LT, AFIOF 5T, ARSI AEL AR,
HALE OXER K OISR A ORTLE , B ONESEIIARORTLE , (KIIFEFREFORRUE , iR R/VE S /I EEE
. RBE R A O F N F 0 ISR 2 FIWZBRO A % 53R1393.8%~100%THY . WP I DBIERE SUIZh R
THAGRRFETORKRRRATIERZE DGR L (FV-1),
L AP R SHEFNC I T DEIVE AR B FRIL0.91% THY | AR BRSO BIVE A SR D 10.26% b~ T
BT o7, AR THE S 2R ERE. TR IRM:, J8% . B mEREZ IR, K, ek Tho
Tmo F7-. HEEREIWER LTI, IRIAE, MR ImH 23 s S = (TVIL 8. BIVE ) JEEMERE M OV R A A i S

—HIZW),

RV-1 BBIGIE/RBRMLICE 1T HAFI DA E (EABBREICE D

WIE/ R AL £ (%)

VAL O X H AR AL o Fi L

L 97.4

T 91.6
it 94.5
VAL O NIRBEMR A D RITALE

asald 98.2

TEB 91.2

ERCP 100.0

Z O, 100.0

ENERE N 96.9
it 97.3
HONHEERTIREORILE 97.8
ARG I B B 0D R A AL 1 100.0
R AL S I RE R A 93.8
JHFPRURE T 1 AT 100.0

VKGRI L LTI T RE OPIA ST FEM L7 - SRR O 22
YRR

(MZDh
DIMAERE OXER I O NIRSE A ORTLE" ¥ (E PN G O — ik B AR A5

VAL OXHR B OISR DO FTALE & 38 L 32 B 821511 % % G A0, 5me X i 1me % i I N 5 S RPN 3%
HL., AALERIE L COEMEZRETU- S B, XA TIrx32/4001 (80%) NI A %0 L EEHIES L, WIREEMRTA C
1340742151 (95.2%) 23T %) LA L& fESE,

ERTHAEE NTRBERR A O RTALE 2 2 BT 5 B 98BN AAN0.5~1.0me % fij; Al PN ¢ 5 (65451) SUI i IR 4% 5- (33451)
L. NHRSERE ORI E AL L CORMEERFTUIFE T, NIRRT T RSB O & QIR EhEE O 2
HBAMICEELUIZHEICBW T, T80 L ESHE ST FIEIE89/9811 (90.8%) Tdh-7z (FV-2)Y,



KV-2 LEVHIEERREREICETOAF ORI

HIE FlIE(%)
PR B Hﬁ?ﬁ Mantel-Haenszel
TR CHZE) B SRS EE) Bliiz) BIZEDHRE
o 1.0mg 27(58.7) 18(39.1) 1(2.2) 0
e 0.5mg 10(52.6) 5(26.3) 1(5.3) 3(15.8) P
s 1.0mg 21 (72.4) 6(20.7) 2(6.9) 0 BEE vs BRTEIN.S.
i 0.5mg 1(25.0) 1(25.0) 2(50.0) 0

%}k N.S. :not significant

WFHORBRICEW TS, BERE APUARPEEICE G711 CHBRZBITRO b o757,

DR MBE RO RCEALTET O (E PN EBTTARER)
AR A 2 A2 U 7 s 8 38 B AN g 5 A PN -5 SRR 5 5- L AR ILEE O BCESLE A & L COR D2
ALIZEZ A, FRNEG-CIE21 61 th 2161 (100%) 23, RS- TIZL761 T 16451 (94.1%) 23 [k ) LL R FES U2,

0 HHAEY

O : s P 5
Mean=SE

WG *p<0.05, *p<0.01

=

T T T
20 40 60 4

BV-1 FHl1mefR 5RO MABEDOHTS

RV-3 KF|1mgik 5 & D MAEE (mg/dL) DI

A2 3N AR 2334 CREEAR LI LR S 21F)

TRnoTz,

B‘ kY /X Y. . 2
o 20 431 1 0% 0% | (30 5%8) 10 434 60 /34
i3

N 82.97.0 58.1+4.4 113.246.9 140.7+8.6 155.1+10.0
RS n=9 n=18 n=18 n=18 n=18
109.6+13.2 76.4+4.4 1257459 | 136.0+5.8 1377465
FARPY £ 5 n=14 n=17 n=17 n=—=8 n=17
(Mean=*S.E.)

DBV, BEREER APUREEICR BRI TA BRLBNIEEO b

IRE AT S WHERERR A 1V ([E PN BB AR BR)
RSNV E WA EDENDSHHBFASFNIAREN I mg I AEE 1kgX400.03mg (72721, e K% 5-Elmg) & & T 5-
U, REIDOFNEERET LT, ZORE5, IMHhGHIEE OHERIZ DU TIE, AHNZ BB G- U724 151 H 20451 (48.8%) 23 &
4 12050 12U P O R A VB D RS TEE 7R Uz, F-OhGH Y WHETEMR A 2 LEi L= 358 OB Ria— BT,
AHNARGEA LAY AL TIXT0.6% (24/3401) . 7 /VF =L AfiF L TIET5.8% (25/3341) ThoTz, BRESR/VE DUk
HEMAT IR LTI %) DL E LB S VI EF1E42/4541 (93.3%) Th-7z (FV-4)




R V-4 BERIVEVDUBEREICE T 5FF OB (KBS 5HH)

— e
Fvs- R Wb CH w5 e 2

Img XIIARE kg 24D 0.03mg 2 T 5 25 4] 17 4 3 43 0 13

AF R 5 U= 1615 951 (2.4%) 12, AFIET 07T a— V&G LTZ56] R 44 (2.4%) ([ZBIVEREIRDSZRO Bz,
TRRERRITNE SO, MRAEAF: | FETT 31 Th o7z, AR TIZERRLL T TIXIIBIHTHlIC BT,

DIFRBEIFR A ' (I P9 SE TR R )
JFELBEFUR IR A KX N DRV DB L EBF 2161 AT T Imga FRN 5L, Fo, /NI A E1kg®490.03mg (72
72U, IR G B lmg) ZFANERS L, AKFIOAMEELRET LT, £ ORR RBRATNPDSHEE Sz T RBE R
(17481) . TR NPT (151) R O RERAEAE (3451 (22U T MERE RIS 31 DAHI AT 14 0D HUBE A K OV LR AIE 253 T A
B OHER 27~ Uz, IFRBE USRS W38 L U C il ) BL L &E ST RER1318/21451 (85.7%) Tdh-7 (£ V-5),

®RV-5 HRBERFEEICETLERFOFIME #E 5T

o i
il b T e R T

R : Img ZF RIS 13 45 5 5] 3 ] 0 i

FE)/ N AR EE 1kg240.03mg (72721, Je R G- 5 1mg) &5 PN G-
21BN RIE A (B OIRS) A0 BT,

5)H ONHRSIRTEFRORTLE S (ENEIHFRSR)
WARSEATRIR ICR O CRITALE 2 B9~ 5 A 9THIIT . AAK1mg i3 2mg GBI B-8F) 25 A N ¢ 5 SU SRV £ 5-
L. ARIOF A RFT LT, EOREF., WHBHTA 1055 K O HREITE R T RO E IREEBNZ SV T
W G BEEF RN B S REO W TIUTRB WO THINHIR R AR iz, WIESIHTREICB W TRIALEAIEL TR LA
EHESIVIEGIL, AN EEE-TrE45/53%1 (84.9%) . BARPIEE5-Trx43/4441 (97.7%) GBI G-24T -7 B Tl
6/74)) Tdh-7- (FV-6),

KV-6 BORBHEHEROELEICETHEFDHEME

N HIE L (%)
Bh TR i A w5
i AP G- 38(71.7) 7(13.2) 7(13.2) 1(1.9)
RN 5B 36(81.8) 7(15.9) 1(2.3) 0
EXES 74(76.3) 14(14.4) 8(8.2) 1(1.0)

98BI BIL{FIC BAFEAER D 161971 I CERIR R A E 52 LB O RBIMEM 25380 Hiviz, FREIERIZ, M 57
R OREETE T Tz,

6 AL RAEBN I 1T D2 D
THALRE OXHR & OSPARSBEIR A OO BTAL E SR MR O RRALE OFER SN2 I T AFIZ B G-I 737161 Fit
VU HIERZIEBH323051 (6.2%) o7, WNFRIE, BliE, AR FEIERE D DR BA A T2 BE 318651, mi SRR KD B
DB, FENFED BE DB ThH o7z, ial FIERIRRBEZL 23BN ARFZEH L2 A, BiBICEWER IZ AN
Mmool
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VI. ExhFEEICEE 93 5IEH
1. FEZHICEEHSILEMITILEDE
VAL SR B - 8122 A ok i P 751
B ESAER 7R YA
RN SWAREERA A AV TAX = LRI
HE BHOHHLEWORNRE SN RET, OB TR LESRTHIL,

2. EBEER
(WEREL - ERHEE
DS =B A
LB ORI T AEEER LB 2 DTS,
2) bt - F-1E
FLLTHIROZVa—o i lic L~ TiERZ B,

(QEMERfT1THHBRAIE
DAL EB 1

OF P
AXIIAFN0.01, 0. 1mg/kgFFIRINFE G-LT= &2 A, BHEHEEZINHIL . 2O RIXEMIFEHR e/ v = BRI L[R2 Ch
77,

g/ FEFFI ST ml

400
a0
Il.JI
el
21y
-
liv—
' i
i
BVI-1 AXIZHITHBHHICHTHER
—o—: i, O—: VL h T2 G/ FEISH Img 0.1mg ke,
—— TR R v A O 85 0.1mg kg
(Mean=*S.E., n=6)
£%.5.20.01, ***:p<0.001 GHRIZEHLT)
@'H EB R

FyMIAFI0.01, 0.1, Img/keBlRN R 5 L= 25, HiEB1Z A RKIEOICIIHIL . T O RITBWIER S N =
A LIZIZ R ECTHoT,

@ H 5y sk R

o N P RE AR % BT lmg/ke i G- B OSB TR EA I CL p g/ke/ 0 G- LimL 2 A AR, Bl ks b=
VRIFIEHIC, B WAHI RIE A 8o T,

@OddiEF 1 EB) e O+ —FE i EhEBN x5 1EH

ARIZAA0.01, 0.05, 0.1, 0.2me/ kg AR G- LI=E 25, OddifERIfEBIZMHEIL ., T O RITEMIER ke v =
RIKI LR ST 72, F77, 0.05~0.2mg/ ke 512 K0 — i@ ¥E D+ IR IEEENEE O TR RO DA S H o7z,

2) 1 g - F-VERY
AL AV ERI G L AR A E 72 L2 R I2 BT AR ERAERAE R 303, ORI k7 v
SRR FER RN LR FRD BT,
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— AT

mg L

1504

101
Iin

i
i

50

0 T T T T

—10 30 ﬁ:l ?Iﬂ Eln ‘JIrJ ].IIJlI lin 1'2& 135 150 léu lem o
VI-2 ERBIA R 045 Eifii/kg 2R T1%E 60 9%, 7 ILAT 0.02mg/ke FIRAZESEHD
DY XIZEITEMEEEDHETS
(Mean=*S.E., n=7)
- FH TG/ EEMH Img, --O--: BRIV h T B

3) Z Dl
DR R AT ] | TR E ALV B IS RER A | M 1T L AT D il E SRR S\ i Ths, 7L
HA LGRS 1mgld, KSR E K& O AL 2 OReEt, SHICEREERER K OVEY) 20 R PR BR I 3oV T
Fk7 L2 BEIE RS THD I E MRS TNDIEND, D & AT DR BRI E R L7220 -7,

(e P FE TR B 1 - 5 B 1l
EARBRHE-ERAEREROSLZNDER

P g TEALE E S E M iR X (5]
VERRS BT PER s TERR B

BRI TS 153N 15~20 4y 1 5PN
7 I NS 95 4y %925 4y W10 Sy LI

12



VI. RYBIREICEYTHHE
1. A REOHR

(BELAGmpEE
MG ERL

(QFRREAEBR THER SN =M PR E
D[ P 8 52
RN B 12012 5k G2, A L mgZ i PINR G- LT BR D ML i 7V T i BE DHERS ) ONUBEE D HERE & LL IR
U7z di i L H 9 E B IH] (o) | Fo i ML PR L (Crng) o 10 BERRF IR AR T IR (AUC) | B USSR RE R ]
(MRT) 2z JVNTAHI LBV sk 7 v Ty =2 BUEIN D A 2 B RS PE IS DUV THRRET L7 R WA B A [R5
THHILEDRBOLI,

pe/mL
GO0

0004

40004
[m

e

30004

TR TRT R

20004

1000

T T T T T T T T T
0 20 40 &0 90 120 150 180 240 360 T20 9

B ViI-1 IS IILATVEEOESEOHS
o /LA TG/ FEENH Img, -0 BYEEHE 7V H o 2 8H)
(Mean=*S.E., n=12)

R VI-1 BEEHANZES (Img) DMHT VATV REDEYEHRE/ NS A—4

tmﬂx Cmax tl/Z AUC MRT

(min) (pg/mL) (min) (pg-hr/mlL) (hr)
GL-G ™ 9.2+1.4 5029+410 16.3£1.7 35244192 0.92+0.05
GL-p™® 9.6+1.1 4411%358 18.7%+1.9 3600186 1.00%0.05

1) GL-G: 7 VA3 G/RTESR F1me, GL-P: Bl k7 L 1= Hi54i

Fie . MHEE O e R B (Mean =S.E.) 122 VTl ARFNEHE5-2553 % T150 = Tmg/dL., B b 7L =

FN I 5-#%4043T146 = 10mg/dL CTh o7z,

13

(Mean*S.E., n=12)




mg/dL
2004

150+

i}

1001

al—

L N A T T T T T T
0 20 40 60 Qi 140 150 180 240 360 720 43

X VI-2 MEEEDOHTE
8 VLA TG/ RS Img, OO @ BYPIEEH #7700 A 0 2 B4
(Mean=*S.E., n=12)

2) BB R AR B B R OVBR [ Bz T B )

TR NS 106123 U, AFIImga K T 5L, LEMOREL R Z1IZA CREAFIRNE 5 LT, ZEio

PRI DIMEEF 7L BT PR OHER K OB E OS2 DL IR LT, 72720, B2 T #5384 2451 23 ik 7%

Lrpofeiew | BRI G138 A %t G erp Tz,
pe/mlL
34000 =
52000
SO000+
48000+
46000+
440004
420004
40000 —
lz[J[:’Ui
10000 -]
B0 -
G000
4000

2000+

e

B NS ) R A | e e e
360

IIJ 2|[J 40 [—;IU 90 lé[! lISU' l-.:i[J 240 20 4
VII-3 MRS ILHTVEEDHTE

O-O:  FiEY (n=10), e—e: §#RAEYS (n=8)
(Mean=*S.E.)
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R VI-2 BEFIRNZSRUERR TFIRE (Img) QIEFTILATVREDENEE/FA—4

Tinax Crnax ti/2 AUC
(min) (pg/mL) (min) (pg-hr/mL)
RN S (n=8) — 44555+7760 3.140.2 63944937
T (n=10) 8.0+1.1 66291476 19.9+1.5 4710301
1) %5 5 5tk OBUE (Mean=*S.E.)

Fio, T G5B OMBHEIZ DWW TR, B TG Tl i PR E R EER 2333.0 3.7 (Mean £ S.E.) | fere I i B
73160.4 £8.4mg/dLCHY | FARP 5 Tl i FH e LB FERFRE 2320.6 = 1.857 ., fem il FIREA3123.4 2. 7mg/dL T
HoT7,

mg/dL
200

150

Ifil
004
&

50

T T T T T T T 11 T 7 T f .
020 40 60 o0 120 150 150 240 360 720 &

VI-4 [EEEDHS
OO 7 TS (n=10), e—e : RIS (n=8)
(Mean=S.E.)
3)iHEfpE2 [0l i A N 5 5

5 )N B -6 40 ISR H 2 Lmg il A NIZHL R 5L | 2553 % ARAI I mgZ- 1B 4% 5-U7Z R i Hr 77 /L o =3 B R ONIL A
EOHEREZLL IR Lz,

102 % pg/mL
100

80 -

Sf 60_

40 -

20

1st 2nd
1 + | | Y | | | | 1 | 1 | | | )
pre 10 20 30 40 50 60 70 90 120 240 360 480 5
FEEEERT (min)
MVI-5 FRARREZOmMBT VAT REOHT
(Mean=*S.D., n=6)

(=]
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F VI-3 HEBHANRSOMHPT VATV REDEYHE/ NS A—4

timax Crnax tye® AUC
(min) (pg/mL) (min) (pg-hr/mL)
pIEIES = 9.2+3.8 3645743 21.80*4.25 11714248
Binge s 7.5+4.2 740211770 20.83+5.70 2228 =316
1) Be5-9% 25 0 F TR (n=5, FHHEARHEH] 1 FilERSS) (Mean=*S.D., n=6)

Fie, BG4 O MAEEIZ DN TIE, fem R BERF#2339.2 29.245 (Mean=S.D.) | eIl R E23189.7 +
13.2mg/dLCH -7,

mg/dL
220

200
180
160

1
f 140

100

80

2nd (im.)
| | + | | | | | | | |
pre 10 20 30 40 50 60 90 120 240 360 7

M ERRS  (min)

RVI-6 FANZREZOMEEDHRE
(Mean=S.D., n=6)

60

T
A

4)iHife2 B ERARPY P 5
fE AT T-6 4 AR ZFRIRNICE G- L, 1550 % ARA mgZ 1845 G- U7 Ko fi R 27V 70 3 R B e OV A D4
BELLTIORLTZ,

10% x pg/mL
3000

pre 10 20 30 40 50 60 90 120 240 360 480 4r
#E bR (min)

EVI-7 #BIRAIESHOMIMBS ILHTYEED#RS
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® VI-4 SEFIRNIZSOMHTILATVREQENEE/ NFA—42

tijs ™ AUC
(min) (pg+hr/mL)
IEESEsR 2.52+0.35 2217745824
FEN/IE = 2.16+0.28 161556827
E) Be5-1% 15 pEETTHRI (Mean=*S.D., n=6)

F7-. BN E% O MAHEOZ B (Mean £S.D.) 13X, A L FPE & BERF I A331.7 24147, A il P A3168.3 £
7.7mg/dLTdH-7=,

myg/dL
220
200

180

£

160
il
o 140
120

100

80

60 1st 2nd (iv.)

| | | | | |
pre 10 20 30 40 50 60 90 120 240 360 4+
FE8EERT  (min)
RVI-8 FARNE G %O MIEEDHER
(Mean=S.D., n=6)

() HhEHE
MR L

WRE-FAROES
AL
2. FYSEERM 54—
OB
AL

(DRITEE S
A TDRL

(BRI R
LRl

WHUTTUA
UL

QU E=
UL

62 Dftt
A TDRL
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3. BEE REAL—sa) iRif
CRBHT 53k
B

(D185 A—SEHER
UL

4. IR

(BH)"
PITEERR LIz v =y (BARTHRA) 2Ty M G- IR, B AP K OB T 045 e 5RO & | i T OB RE

P FE 2R E L7z, FIRPI 4 51 3610 D HP RO RE IR BE 345 G- A% 4030 O BB CHised TR/ S LTz, N K OB T i -
T RN G238 T G- L0855 BRI END DIAMNImD THEIL 7228027 L, L5508 5REEIZHBVTH G5B
ALIB AL ~ERCNNTEAT T D LD RSN,

5. 9%
(BB
BT L= N Ty GRGFHERZ) 27y NI 5% A — o047 T7 0 L OB RIZE . MR O T REIR B FHANIC &
D AL A DR IEETRE S AT &5 T, EBOLDTIEIZE W T RIBEDMER 2R L, 3 5-%% B 0 By T3 < ok
TEIREZRLUIZN, TO%, WEEIZEIREEZ R THEII D72l oTo, ZOH THRARIRA~D RGeS 13mD T, 2%
DIREEIIMD H B2 Rk RO L7z,

(D% — B P @@
MG ERL

(2% — ke BEBAFT @B 1

(&)Y
Fy b TOpizEE & OCRFBATHRBR CIE, B, Ivfrid, 5% R e RS RREL R L,

@FLT~DBATH
(BE)"
Zo NENRP P GAC XD R O R R (D) ZRIE LI L2 A | MAE AU RRIR EEOHER D | BURREDS LA R B3,
HHA~BATT 200 A7,

@RERA~DRITHE
LB L

(5T DIDEHADBTIE
KT RL

OMmFEEIHEEE
%A BRIl

6. ftE

(BHE)W
BT CHERR L=V h A GBI L) 2Ty MO 5% . TLCIE KR OSDSERIKENIEICLY | i, BV K ORI OWT,

EIISBERL T DT N AT RIACERDEIGZ T~ DT IUSB DTG R RERR T P O7 N 12 RIALRDEIE X
A< R AR TIA8IFfHI T2 . SOICIR TIZERRZ ML TRHIRA LT THY, REMEDOEFIRS I Li3h7n e
DRSSz,

(DR BIEREL R DR BT
T

QRHICE ST HEER(CYPE) DD FiE. FEX
%A BRIl

@WEEBNROEERUVZDEE
MU ERIRL
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HRFPDOEEDEERVEMSL., FELE
MG ERL

7. #Eitt
(1) Bttt ER AL B DR R
(BE)W
DI THERR LT NV AT (BB TR 27 MCEARN, AN ROV N 514 TR, 38K OEH 1 O MU RE IR 4
WELT-, EOFERBITBOTHR PP KE % o, 3, IR A ~OPHINIZ < Th T,

(2) Bt ==
MY ERRL

(3) HEit R E
MG ERL

8. M5V R KR—4—IZE89 51
G ERL

9. BINEFICLIKRER
ZLEEL

10. HEOBREATHEE
(VBHRAEERBRE <5 RN
L L

(R AEIE BRI <5 HEW I
L L

QEEMEICE T EYEE
REEEERL

11. ZDfth
% E L
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VI. 22t (ERLDOZES)ICEAYTSHIER

1.

2.

ELRBETDEA
RESN TN

EERNREENER

2. BE (ROBHIZIFZRELGEWNI L)
2.1 #BEMIE I NTH 7 VE—< DBE KR PZDFECDHLEE BB FERIFEEZ T ZLD95, |

(fifERI)

B EMIIE ST T T VA —~ L, BIBBEE HHOIEKREIARELIAFIE T AR L O Whwbdrm— AE ik
AR SAETDIES T, TRUT VU RO VTRLF U2 EDATa— LTIV A KL, BfEZIICDETDHE 4 D
SERZ 295, TV hIT L DEBIER O OESLL THTa— VT D5y a i et A21ER N HDT-0 , TV 3 #%
FAZ R0 E MR 2 B S AfER N D DT EN LR E LT,

B BETIRXOERA EoFEEIERL W AFEMEEMIRE X, MBaMaE. \TH 74 —~BETART A
2018 (H RNy T8 (M B E 0 SEREFR & L 2 B $ O 1Bk ) B SRR 1280 T BB R G118 (i
fi# (pheochromocytoma: PCC) | . Rl A DR E I Sk T[T 45 7' VA4 —= (paraganglioma: PGL) £ L., Wi 2 EHE1
AT B A iE . 2 $F 4 7 ) A —= (pheochromocytoma* paraganglioma: PPGL) | TEFESL. SF 5453 A 14 AfHT
DOFBEAGI LN, HAFEOLEEEITo72,

2.2 RFNO RS R BEE O REERE D55 BHE

(iR

IR INT AAIR(Tr~—2) D CCDS DG OEICFEHINTEY, iz, BENTOLRIERSRSE T 7 47% v —ray
2% UTIEFI DS E S TD, RFNO S35 LI BUE DBEETE O & 5 B ICAR A Z & 5 LT84, K EE/REUE
ROFEBUZ DI RDEBENNHHZ LML E LT,

2B ARRIOMSIE, TIV. 2. (DA GEYERLSY) OF B R ORINA] OES K

DI IR RICEET HFEETDEES

(V. 2. WRESUIZNRACBIE S DIER ) DHES M

- AERRUVAEICEET IR EEDER

BOESI TR

5 EEGERNIELENEB

8. EELEANEE
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8.1.2 ZRMZRARMIEZ TR 5720 AR TR, o2 D EBISELIENEELL,
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PSS RTRIR O RTALE 31T DR RER 23V T L LB F 5 R OURBENE TR ST D, F7-, AHID 1 FH#RER Iz
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fili F AR A & i
LS KR ET | WLEMRE | R | BREARVEL S| THEE | BorEEes | 8 ks
ORTLE | OBCRIE | ISRERA BT IR ORLE  REO G
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W - TR
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IS EE CRTIN) BN
AHENR 1(0.17) 1(0.02)
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T ZAUTHONRIE DA DOEMBHALNTIZDN, WGBSR A =T LRI TH T,
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0.03. 0.3mg/kg
P - fEBR AR | IE. EEK Fvh FRARA. LMD NUHE 1 DRI THE 2L
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NMRI & e fe~r7 2 Wistar SRHEEMET > R
EIRAY =200 %9100
2T — =200
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1. ELNETORFTERR
2023489 A K H HAE, HR80»E DL L THRFESN TS,

IRE X TN R
4 W5t (AlE) FEFTAF A 1 i oD Xk - N oo
AL BEO FITHLE
GlucaGen HypoKit 1992 44 H
=7
7 GlucaGen (/XA 7 L) 1992 4£ 4 H O O
GlucaGen HypoKit 199244 H
AA A
GlucaGen (/AT V) 1993410 H O O
— GlucaGen HypoKit
F5 19924F3 A
e GlucaGen (/XA 7 L) O O
F—ANZYT GlucaGen HypoKit 199447 H O O
. e GlucaGen HypoKit
K 199541 A
GlucaGen (/XA 7 )L) O O
e Glucagon NovoNordisk (HypoKit) 199548 A
A —T
v==7 Glucagon Novo Nordisk 199641 H O O
AFVA GlucaGen HypoKit 199549 H O O
GlucaGen HypoKit
AB)T ! 199641 4
GlucaGen (/XA T V) O O
NN GlucaGen HypoKit
TATUR - 199643 A
y GlucaGen (/XA T V) O O
o e GlucaGen Hypokit 199649 A
YL — .
GlucaGen (/XAT /L) 19964F9 H O O
=8 GlucaGen HypoKit 19994£11H O
T NI AR O
HE GlucaGen (/XA 7T /) 20004E1 A O O IZCT *MRI*DSARAE DRI
AL
_ GlucaGen Kit 20034E10H
TR .
GlucaGen (/XA 7 )L) 199755 H © ©
N GlucaGen Hypokit 200547 H
K
KH GlucaGen (/XA T L) 19994F10H © O
5 Glucagon NovoNordisk(HypoKit) 2005411 H
Uets Glucagon Novo Nordisk (/XA 7 /L) 2005411 H o o
. GlucaGen HypoKit 2009412 H
Vv .
GlucaGen (/XA T /L) 201041 H O
(MXE D FHFTXE2021 £ 3 A)
2444 Novo Nordisk Inc JEFEAF 1999 4%
Hocs GlucaGen® FIEHIKE | -1 mg single-dose vial of GlucaGen®
GlucaGen® HypoKit® +1 mg single—dose vial of GlucaGen® with a 1 mL single-dose
GlucaGen® Diagnistic Kit syringe of Sterile Water for Injection, USP (GlucaGen®
HypoKit®/Diagnistic Kit)
ZhHe 3 zh R 1.1 Severe Hypoglycemia
GlucaGen® is indicated for the treatment of severe hypoglycemia in pediatric and adult patients with
diabetes.
1.2 Diagnostic Aid
GlucaGen® is indicated as a diagnostic aid for use during radiologic examinations to temporarily inhibit
movement of the gastrointestinal tract in adult patients.
AR OHE 2.2 Dosage in Adults and Pediatric Patients for Using the GlucaGen® HypoKit® to Treat Severe
Hypoglycemia
Adults and Pediatric Patients Weighing 25 kg or More or for Pediatric Patients with Unknown Weight 6
Years and Older
- The recommended dosage is 1 mg (1 mL) injected subcutaneously or intramuscularly into the upper
arm, thigh, or buttocks, or intravenously.
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- If there has been no response after 15 minutes, an additional 1 mg dose (1 mL) of GlucaGen® may be
administered using a new kit while waiting for emergency assistance.

Pediatric Patients Weighing Less Than 25 kg or for Pediatric Patients with Unknown Weight Less Than 6
Years of Age

- The recommended dosage is 0.5 mg (0.5 mL) injected subcutaneously or intramuscularly into the upper

arm, thigh, or buttocks, or intravenously.

- If there has been no response after 15 minutes, an additional 0.5 mg dose (0.5 mL) of GlucaGen® may
be administered using a new kit while waiting for emergency assistance.

2.4 Dosage in Adults for Using GlucaGen® Diagnostic Kit and GlucaGen® for Injection Single-Dose Vial
as a Diagnostic Aid

- The recommended diagnostic dose for relaxation of the stomach, duodenal bulb, duodenum, and small
bowel is 0.2 mg to 0.5 mg administered intravenously or 1 mg administered intramuscularly; the
recommended dose to relax the colon is 0.5 mg to 0.75 mg administered intravenously or 1 mg to 2 mg
administered intramuscularly /see Clinical Pharmacology (12.2)].

- The onset of action after an injection will depend on the organ under examination and route of
administration /see Clinical Pharmacology (12.2)].

(2) BRoWEE DT XE (SPC) (2023 £ 1 A)
DA Novo Nordisk A/S EFE | 1992 (T r~<—7)
R4 GlucaGen 1mg: FIEHIKE | Powder and solvent for solution for injection
GlucaGen HypoKit 1 mg
e 3 zh R~ Therapeutic indication
GlucaGen is indicated for treatment of severe hypoglycaemic reactions, which may occur in the
management of insulin treated children and adults with diabetes mellitus.
Diagnostic indication
GlucaGen is indicated for motility inhibition in examinations of the gastrointestinal tract in adults.
AR OHE Posology

- Therapeutic indication (Severe hypoglycaemia)

Dosage for adult patients: Administer 1 mg by subcutaneous or intramuscular injection.

Special populations

Paediatric population (<18 years old): GlucaGen can be used for the treatment of severe hypoglycaemia
in children and adolescents.

Dosage for paediatric patients: Administer 0.5 mg (children below 25 kg or younger than 6-8 years) or 1
mg (children above 25 kg or older than 6-8 years).

Elderly (> 65 years old): GlucaGen can be used in elderly patients.

Renal and hepatic impairment: GlucaGen can be used in patients with renal and hepatic impairment.

- Diagnostic indication (Inhibition of gastrointestinal motility)

Dosage for adult patients: The diagnostic dose for relaxation of the stomach, duodenal bulb, duodenum
and small bowel is 0.2-0.5 mg given as intravenous injection or 1 mg given intramuscularly; the dose to
relax the colon is 0.5-0.75 mg intravenously or 1-2 mg intramuscularly.

Special populations

Paediatric population (<18 years old): The safety and efficacy of GlucaGen for inhibition of
gastrointestinal motility in children and adolescents have not been established. No data are available.
Elderly (> 65 years old): GlucaGen can be used in elderly patients.

Renal and hepatic impairment: GlucaGen can be used in patients with renal and hepatic impairment.
Method of administration

Dissolve the compacted powder in the accompanying solvent, as described in section 6.6.

Therapeutic indication (Severe hypoglycaemia):

Administer by subcutaneous or intramuscular injection. The patient will normally respond within 10
minutes. When the patient has responded to the treatment, give oral carbohydrate to restore the liver
glycogen and prevent relapse of hypoglycaemia. If the patient does not respond within 10 minutes,
intravenous glucose should be given.

Diagnostic indication (Inhibition of gastrointestinal motility):

GlucaGen must be administered by medical personnel. Onset of action after an intravenous injection of
0.2-0.5 mg occurs within one minute and the duration of effect is between 5 and 20 minutes. The onset
of action after an intramuscular injection of 1-2 mg occurs after 5-15 minutes and lasts approximately
10-40 minutes.
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After end of the diagnostic procedure oral carbohydrate should be given, if this is compatible with the
diagnostic procedure applied.
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8.1 Pregnancy

Risk Summary

Available data from case reports and a small number of observational studies with glucagon use in
pregnant women over decades of use have not identified a drug—associated risk of major birth
defects, miscarriage or adverse maternal or fetal outcomes. Multiple small studies have demonstrated
a lack of transfer of pancreatic glucagon across the human placental barrier during early gestation.

In rat and rabbit reproduction studies, no embryofetal toxicity was observed with glucagon
administered by injection during the period of organogenesis at doses representing up to 100 and 200
times the human dose, respectively, based on body surface area (mg/m?) (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. 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.

Data

Animal Data

In rats and rabbits given glucagon by injection at doses of 0.4, 2, and 10 mg/kg (up to 100 and 200
times the human dose based on mg/m2 for rats and rabbits, respectively) there was no evidence of
increased malformations or embryofetal lethality.
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8.2 Lactation

Risk Summary
There is no information available on the presence of glucagon in human or animal milk, the effects of

glucagon on the breastfed child or the effects of glucagon on milk production. However, glucagon is a
peptide and would be expected to be broken down to its constituent amino acids in the infant’s
digestive tract and is therefore, unlikely to cause harm to an exposed infant.

BRMN 5 D 4.6 Fertility, pregnancy and lactation
AT S (SPC) Pregnancy

(202341 A) Glucagon does not cross the human placenta barrier. The use of glucagon has been reported in
pregnant women with diabetes and no harmful effects are known with respect to the course of
pregnancy and the health of the unborn and the neonate. GlucaGen can be used during pregnancy.
Breast—feeding

Glucagon is cleared from the bloodstream very fast (mainly by the liver) (ti,= 3-6 min.); thus the
amount excreted in the milk of nursing mothers following treatment of severe hypoglycaemic reactions
is expected to be extremely small. As glucagon is degraded in the digestive tract and cannot be
absorbed in its intact form, it will not exert any metabolic effect in the child. GlucaGen can be used

during breast—feeding.
Fertility
Animal reproduction studies have not been conducted with GlucaGen. Studies in rats have shown that
glucagon does not cause impaired fertility.
F—ANZUT D 4.6 Fertility, Pregnancy and Lactation
WA & Effects on fertility
(2021 4209 H) No data available.

Use in pregnancy
Reproduction studies have not been performed in animals. Glucagon does not cross the human

placental barrier. The use of glucagon has been reported in pregnant women with diabetes and no
harmful effects are known with respect to the course of pregnancy and the health of the unborn and

the neonate.

Use in lactation
Glucagon is cleared from the bloodstream very quickly (mainly by the liver; t% = 3—6 min); therefore,

the amount excreted within the milk of nursing mothers after conventional treatment (1 mg on rare
occasions) will be extremely small. As glucagon is degraded in the digestive tract and cannot be

absorbed in its intact form, it will not exert any metabolic effect in the child.
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@QINRE~DEEIZEH T B1EH

KE OGS CE 8.4 Pediatric Use
(2021 %3 A) The safety and effectiveness of GlucaGen® for the treatment of severe hypoglycemia in pediatric
patients with diabetes have been established.
Safety and effectiveness for use as a diagnostic aid during radiologic examinations to temporarily
inhibit movement of the gastrointestinal tract in pediatric patients have not been established.
PR 8 A D 4.8 Undesirable effects
WA cE (SPC) Therapeutic indication
(202341 A) Paedjatric population

Based on data from clinical trials and post-marketing experience, the frequency, type and severity of
adverse reactions observed in children are expected to be the same as in adults.
Diagnostic indication

Paediatric population
There are no data available on the diagnostic use of GlucaGen in children.
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