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. m, A AV v TIXFERED
R 25+2°C/60+5%RH 36 o
TERARR & IS
(DT T A 3y A% E CITHEBICES LT,
=1V v mofEEARYE, BEZAREIZOW
TR 37+92°C 1
i (i) P e Lot
g;é X/ T70T N )
i 51 f”/\/ el WT l/
B ok (12077 Ix-hr. — AT R BRIEOWTRAILR
IR o T,
200W - hr/m2)
D 5+3°C )
. 43 FHE R BGITREO LR o T,
FerElERER | 25+ 92°C/60+5%RH B | RERRS N7z

Z B8 ZF 100 Bhr/mL (N4 7I)VEF]) DEEFHETICETHREN

PBRIE H PRAFSA1F PRI TRAEHIH & xR
AR 5+3C 245 A |24» A% E CHIEICHES L,
BRI A BEE R OB A B DR
MEEER | 25+2°C/60+5%RH 12 A EET];U &;;);;f ¥ IINXERO
Wt Z A 61 At E CIIBUEICES LTz,
" B 37+2°C NA TR 1x H | Bl L,

@ft X/ T =N MR, B TEEABRE, BE-ABE R
g * (1207 Ix-hr. 1H |02y ZorxraikiconT
200W - hr/m2) A LRy oTz,

%f%%© 25+2°C/60+5%RH 41~57H |HIRICHEA LT,
L e R




V. REICETHEE

7. ARERVEBRORENE
Y LR

8. &L DEELEIL (MEILFMEIL)
AR L

9. AHM™

4L

10. 555 - A%
(1) TEABEABE - QF. NESHHRLES - SRCHET 5158

Rz L
(2) a%
FGURAAFE YT AF— ;300 BEA/3mL X2 A
B AFETI— b 1 300 HAZ/3mLX2 i— RV v

7 U ATE 100 HAZ/mL ;1000 BAZ/10mL X 1 234 771

Q) FREBEE=E
M LN

4) BHEOME
<TG UHAFEY R AL —>
H—=hr) VR AT A, TR TR T FILITLRNA, VT LT A
Xy TNAI=T A
HEAZS : RV TrEeLy RUAXTAFL RUI—HRE—h,
RVTFLoTL7XL—h, AT LA
A N NU R = < 2V
RB.RKV=FLry, R)7erlL v

<TUBAET—F>

N—=hr) VR HTA, TR TR T FILITLRNA, VT LT A
Xy TNAI=T A

TV ARy = F LT LT X L— |
TIVAZ—EM : RV ZF Lo TLT7HL— ]
TYVAY—FM T AI =T A



V. REICETHEE

< T UK AP 100 BAAL/mL>

W HTA, Tok TuETFAITLRNAL Y S L TN
Yo7 TNI=ULA R TrELY

F~UL K

11. BRI SNDIEMEE
FFIZ7e L

12. i
Brliz7e L



V. JAEICEHT 5I1ER

1. EEXIIHE
A AR PRIEDNEIS & TR D BER IR

2. MEEXIFHRICEHET EE
5. MEER IEHBICBAES 531
DRUEIRIFICE VIR, BEETSHELIMNE, & 55 UDMERIFIAKROHA TH 5 R FHR
ik, HEBREE ST ) A TN EBET S k.
(fifit)
HABEIR I 22 O BE RS WT R YE I BT 2 SR Z B3, 20106 I BESRIR D433 & DI
YA FEFR LT DY, MEIRIA O BRIRZ T35 1S 2 FIBICHE BRI OTEE DI 48 7 Sz B
AAOEA LT 5 2 L,

3. RERUAE
(1) HERUVHEEOMRHR
<TG B AEY B AR — T4 A1 100 BAZ/mL>
6. AERUVAE
WHE . RATIE, P10 1 B 1 [ 4~20 B2 R FERT 208, L &icfhor Ry Hl
FZEHT 22 &M d 5, EREANTHENSUIRERTOWTI TS KW, H—E &
T 5, HhEIE, $%@F%&0@§%ﬁ’ﬁufﬁﬁﬁé BB, ZTOMOA LAY v
RN OG-8 O MERFRIX, @% 1 H 4~80 i Th 5,
7oL, MEIZL Dhaaﬁﬁg%%zﬂiﬁﬁﬁ“é_ DD,
<TG UHARFET— >
6. AERUVAE
WEL. RATIE, I 1 B 1A 4~20 BALEZ SRR ASR A VTR PS50, &
(oA 2 CFI G D 2 L H D, ERRFANIEI AR ERT OV T
HLEWR, BHEET D, BRI, BEOEREOMAR RIS U THEBYT 5, 28,
ZDOMDA A Y CRBIOE 5B A G DR R, @ 1 H 4~80 AL TH D,
oL, MEICEY FRAEEZBX CTHERTLZ LR D,

(2) AZERUVHAZEDXERE - IRH
P 5RO OB 5 O FR B DT, WA R ONE N C 30 U 7= BR AR R (1 BOBE R /B 1
B HIEF M2 7 v 73BN . ENEE 2/3 FRERA R /1 BB R 95 g AR B . ENEE 2/3
FRES R /2 BUOBE PR B R U8R ) O B e OVARAI DFERIFrME AR ILE LT, £/, AFID 1 A
REICBT 2 EEHEAICON T, ERNTO 1 RGO 2 BRI R S BRICB 1T  BE K
ML OBEAROA A Y CHIO A EZ2FRERMLE LT,



V.

BEICEAYT HIEH

4. RBERUVAESICEHEY HIE

1. RERUVAEICEET 5

1.1 WHIZH 72 > THUIARFIOVERFER, InL H720 DA AV o EFHNL & BH OFIRICEE
L. ZORANFBICET 256 Ik ET 252 &,

1.2 BERVESIE, SMEEYYE, FINERAOGEIE, AR OH TLET 5 2 & I3 Y TR
<, HRA R CRIKIRF TS L,

7.3 IR A o R Y VBN ARFNCE T T 556, LT E25BICARORE %
BAE L. ZOBOBEDOWRREIIS U THELHET 22 L., ARIOMER A2 EZ o LIE
HIZTH 2L, [16.1.1 2]

1.3.1 4 VR) Y TZIILX 300 Bfi/ml #EINSAFIEET H5E
WHOHARZ, RROA A > FZ0X 2 300 BAL/mL 8EKO 1 AR LR
LY bIEAEYBRE LTREZMIGT 5, [8.3 ]

1.3.2 4AVRYY TZ)LFX2 300 Bfr/mL #EIUSNOFEE R ITFHER S R D EEFIH
LARFIEEY HHE
-1 H 1[50 R B SOIFRHRRA A Y SRR D AFNCE R T 56 8@V &

X, AR O R SUIR R R ) RO 1 ARG R ERIBEMAHRZE LTRE
ZBRET %,

1 A 2 EEGOHFFAA 2 Y AHFD B AR A~OE R 2B LT, EN TR AR
BRazian,  [17.1.2 2]

1.4 A2V ZF0F 300 HAL/mL ®EISUIHFEIA 2V A 5 AF|~DE) Y
BHAEZRRMBELE 52 LB 50T, PRBSUIEHGI A 2 Y C8HI S KA
EEFTLEE. PR L TOLEEA R ) 8EI BEHNA 2 Y 7 ) m Z A
I DOBERIFHE OB 5 &R G RA 7 2 — VOPHENVE LD L RNHDH DO THEE
THZE, [17.1.1 &#]

1.5 A > AU RIFILIS OO BERF D D AFNCE LT D56 T A v A Y U BFI LIS
DOMLOFERIE S & AKFNZ R T 256, BEICHTZ> UMBEHEN LB T2, K
ROEMFEZZEO FEEICIT) 28, [16.1.1 ]

1.6 AFNOEMTIE FITERT L2 LIZE0, AR —7 Z27-3 7, 12T 24 FEEFE T
LDREEATHI LD, RO A AU CBEID L OB R X KR & RIS BLK
RO HmiERET S 2, [16.1.1, 18.1 ]

(i)

1.1 A2V CHRENTIE, REE, RBBRFHEORRR ., ABEORRDNANALRTEED b O
N DT, BHFIERIRT ZERICIT2N 5 ORFIFMICER L 5752 L,

1.2 AFNTE T DR2ICHIRSHUEIE 24 BRI D720 bR FTIER 27720, Baohs
(X, BRI R VIR A NER B D,

7.3, 7.4, 7.5 AHANZ, B TFHREG#%ICAEBN pH THEAILBAE Z L, B IS, N Ens
ZENG, 1 H 1EIOE FEETITIE 24 FEICHT2 0 B — 7 MR CTRE L 7= MR T 1EH

TR EVIRRA A T a SRAITH 5,

DA > 2 U BN D B ARFN~ D)0 B 2R 0 MRS T2 D ARF A~ ) B 2 e &

i



V.

BEICEAYT HIEH

KA OFHAEH DRt 2 Z 8 L, THEROHREICEE L THREGT 5 Z ERBERTZOBRE LT,
Fle, ARV FIAF L 300 BAL/mL 8K B AFNCE 0 2 256, ARbEZE 24
ZENRHHOT, U EZHIIMEET =2 Y V2 LT, BEORELBE LN HIEEICH
B4 ENRGH D, B, A AU > ZFF L 300 HAL/mL U5 o B R R ER 0O 5% 8 220
(438 I2BWT, A > AV > 7 F X 300 HAL/mL 8EIHAo A 2 U BANZY) Y
2B, ARHICIRIEE O RN S\ MEA AR Bz,

6 ARFNT, BT EREZICARER) pH THERLBZE Z L, fhe IS, WINEhD ZEb,

1 H 1EOE THEETIZIE 24 2720 B — 27 B0 TERE LT MUBERE TVER 2 =3 H%)
TVRfEA AV T Fua 78EITH D, AAOFREROREEZEE L, FFicioA 2D v
BUAIDN 5 O] 0 R 2 e AR MR BLRRE N R AR S ATREME N B 2 b D T2 DR E LT,

5. ERPRRLIE

(1)

(2)

BRERT—RA Ny H5r—o
EARPANA

B PR AR

1) H[E G 2

TR B 11801 (4EHR20-255%) & %52 T v & A0.1, 0.2 0.3H N /kg (5EE6H1) % i
R0 ANCHEEIC B TG Ui & & RSB0 24 &K OB MR AE IR0 Do
7=, Fio. MJE, PREEE. AR, FEREI2FFELLER ., AR ISR W TR T RITRRD b
Mmolo, ZHHDFRERNS | RN IT 2 EAFMEIIRIFTH T,

2) KA 5B Y

VR RIS B 1661 (SREN) & BRIC T v & A 4923957,/ H % 11 H Bt E R AT X
ERTRE L X, 52 285 LEENRD S Ll SN - AERES L LT, ENEAILR
B OYEGMARILIE 2GR D STz, Z OO Z BT 28R L OMARH ICRFITRED bh
T BRI R o T,

MIETEREA o A U LRSI ENEE T A —Z KON T 7SR E2H HIC I E S EE I
FEL7ZZ LSRR S, FREEIER bhinorz,

Q) RERNEHERHAR

ES[ QI EREy T

W) ARFNOAGBAREIZ. LA 1A 4~20 Hfr %2 & FERT 208, ZothoA o2 ) VBEFIZ AT 2856 0Kk 5 &
FEDIMERRIZ. 1 H 4~80 L TH 5,



V. JAEICEHT 5I1ER

(4) 1REEAIEAER
1) ARG ER
(1) AR ALAGAT BSOS R ER
Ho o5 TARBIIEN TIEERE 72, B IHRBROER 25 AL ENHRR AT 572,

(2) D iR 2 2R,
(2) b ik B

O1RPEIRFRE x5 L Lokl 49

E PN IRURE PRI B 2 PRI, 1 H 3EREATEN R e b1 XY CH8UH| LRI T o #
AETIFHRE LT NPH & b RV 228 &G L, FEEHRICITREM ksl 2
FEh L7z (72 ARE 12806, NPH & hA AU U8E: 130%1), 7> &% A1ZNPH & k
A A Y L HbAle fE (JDS fE) OZALEICIB W TIHLETH H 2 L AMEES L7
(p<0.0001), HbAlc EDELEIXT v ¥ ATV T-0.15% T, AERIK TN A LI
k@momnoit\?y&memit%4yxuykm&%ﬁ%%@ﬁmﬁﬂmG)
EEABEIETSEZ, FBGEIXT v # AHK 5/ T 37.7Tmg/dLIKF L7z, & 521
M7 e 7 7 A& UCLHE THIEM (/AT - % & 3L 401 & 2811 ﬁ%mmé&
7 v 2 2 CHIRRT, & BRI NS A B 5% O MBS A BIIRT U7z JE MR b X
S PRRE & H G0 B 2 1% (438 ) 13880 U 72 28 % 5 1 B A 0K CUR R T2 e o
720 WREMKIMAE 1L T > 7 ARECREAMEE N DI ino vz, -, EEMKMEHE NPH & ho
VA UEECIIBRERFICET T 5O LT, 7 ¥ ARETIT BN REE O REfE
W T 52 L3 o T, AEFS EERRME K OPUAEEICB W CRMICA B2
FRO N oo, RIEHORELFIL, 7% ZA#£10.1% (14/138%1) TH bV | F22AI
TERE, HRE 2RI E K OV PRI PR IRSE 23 2 E411.4% (2 /138%1) Th -7z,

HbA1cRUFBG®MOZE{t

_ PR NPHE R AU
FHmIE H R @
n | PEGBHLARE | EGHETRE | (LB | n | RGBHMGEE | S TR | B(LE
HbAlc
JDS 1) (%) 128 7.71 7.57 -0.15 | 130 7.84 7.83 -0.00 p<0.0001
FBG(mg/dL) 126 | 17691 139.21 -37.71 | 126 | 169.41 173.76 4.35 | p=0.0003

a) : HbAlc : t-#/&. FBG : Wilcoxon 1 &



V.
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6 FHEES.D.
9.0,
8.5+ T
HbA1c 8.0
751 D [
7.0
08 438 818 128 16:8 208 2418 288 KBERTH
fif (128) (126) (128) (117) (121) (119) (118) (122) (128)
HbA1c (JDSfl) DT
HbA1c (DS{E) (%) DELE
Bt 5-BHARRE B G T IR EAbRE RE 2
7.71+0.84 7.57+t0.95 -0.15*=0.66 _
(128) (128) (128) P=0.0061
SEHEEREEZE. () NIEBIE a) Signed Rank &
(mggg _ TFIMEES.D.
200
FBG [
150
100
08 48 818 128 1638 2038 248 288 HKERTH
i (126) (125) (123) (122) (121) (121) (117) (122) (128)
FBGO#tF
FBG (mg/dL) OZELE
B 5-BR 4GRS B 55T IRE AR FRE @
176.91+69.85 139.21+58.54 -37.71+83.65
(126) (126) (126) P<0.0061
SR EfEREEZE, () NIEHIE a) Signed Rank &
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(mg/dL) EIVACRRE =4
300 —e— 2888
*:95%E X ED
LRR{E<O
FHE
250
i}
¥ 200 -
1&
150
100
R HR#E BERW BER#% SRE JR#%  HEN
BEREIRGIHR  (121) (118) (120) (119) (121) (121) (119)
28 B B il B (115) (112) (112) (113) (114) (112) (111)

1BmETO T 740 (FHIE)

@2BUBE RIS B A xb G & LT3R 67

E N 2BBE R B &t RIS, TRt O N IMFERE TAl L 7 o 2 A 7213l LT NPH
AR CEMARNCOFHE LT, 288G L, JEEMRIATRER Hfakii 2 520t L
72 (Fo 2 ARE 1414, NPH & b A > AU U8E 2 13401)

B0 MpERE A : Avds=1ro L7 (SUAI, SUAKI+ -7V 2 72 —PLEHA.

SUHKI+E7TFA RElL, SUKI+ a2V av X —EHER+E 7T A RA
F A AZNPH & hoA AU L~ HbAlc i (JDS ) OZEACEEICBWTIHELMET
b5 Z L PREE S 72 (p<0.0001), HbAle EDOZEAEEILT o # AREZHVT-1.10% T,
HERIE TR LN7(p<0.0001), 7> % A ZNPH b b A > &) > & e Rl HiT22 I
i (FPG) 2 A EICIR T S8, #IRai 5 Cb ¥ A oA E 2 K T w72, FPG
EI1X T o 2 A& 555 T 46.29mg/dL KT L7, 7% ARETIZ.NPH & bAoAV URE
AR R TR MBEFRE B A D 72 < | EIERMBEIZBS VDT H1H 28 U CREDRIZE
FLUTHRIHT LI T hhoTc, £, KRBRMNGE TERWAFHELRITIV TliEAl
M CZRT R o7z, BITER OREBLEIL, ARAEET.0% (11/158%1) ToH V. FARENWEMIX,
BEPRIATENBEE 232.5% (4/15861) Tdo7c, 528\ I MSAME THUAR EH2
TR LN, BRER « RAMIZIZEET 25T e o7z,

HbA1cRUFPG®MOZE{t

ZUH A NPHtE F ARV~

A H e @
n | FGBHLARE | B GHE TR | 2B | n | EBAMAIE| BRGRTIR | 2B
HbAlc
(DS 1#) (%) 141 9.07 7.97 1.10 | 134 9.11 8.06 1.05 | p<0.0001
FPG(mg/dL) | 132 204.42 158.14 -46.29 | 128 200.93 173.02 -2791 | p=0.0052

a) : HbAlc : t-f€. FPG : Wilcoxon I E
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(%)

FfEES.D.

10.5
10.0
9.5
HbAlc 9.0 -
8.5 I
8.0
7.5
08 48 83 128 1658 2008 2418 281 KERTH
5% (141)  (140) (141) (137)  (135) (134) (132) (129) (141)
HbA1c (JDS{E) DHF
HbA1c (IDSTE) (%) DZELE
B 5B bR s e 5T R AL RE RE @
9.07%x1.05 7.971t1.02 -1.10%x0.93
(141) (141) (141) P<0.0001
SR EREEZE. () NIEBIE  a) Signed Rank B E
(mg/dL)
300 q
FE#{EES.D.
250
FPG
200 +
150
08 438 83 1218 163 208 248 28 KREKRTH
BiE (132) (131) (132) (128) (130) (126) (124) (125) (139)
FPGODHF
FPG (mg/dL) OZEiLE
& 5B bR IRE B HH& T IR AL RE W @
204.42+52.22 158.14+51.09 -46.29154.72
(132) (132) (132) P<0.0001
¥ EREEZE, () WNIEBIEL  a) Signed Rank 7€




V. JAEICEHT 5I1ER

2) BEMHER

(1) B 55 ©
HEERILEGGRBRAA TR EHiE 7 o ¥ A2 &G Sl 1R IR B 73 B & OF 2 LB R 9%
B 62 BIEE 135 Bl 2 x5t 56 HH] T v 4 A& H L, ‘et gt Eamat Lz,
RIRBIfR 2 B T E R2WA FHFGEL 1 BRI 10 41 (13.7%) . 2 BUBEIR T 10 451 (16.1%) |
i 20 61 (14.8%) ThHYH ., BEHHEEGEICIV#INT 2 Z L1320 o7z,
Pk bAoA R UHURIL T 2 BUREIRE & b GRIR CHREREIIR N ol H17
TNX PRI I B TIEAERZET 2R 2BERF CIIAERENE R LT 0D, WT
NOPURAM & & T REOMEI TR TRICHE TR LW, 72, A VAU VT LY
— &5 WIFHURMER DL AEFEFRLBO NN 2T,
HbAlc (JDSfE) 1358 T & B G- BlaaRs & & tb_7c 2 BB, 1 BB RI% CiE-0.10%
EBAGIT IR D o To 2 TRUBEIRIF ClE-1.12% L AERME T2~ L, 28 WLIKEY 56 £ T
[FRRIZHERF L 72,
AR oFEGEIR 1 RBERE TR T, 2 BBERWE CIIARICHM L7,

(5) BFE - WK

D /RVE 1 BUBEIRIF B 2 6t & L7-akEr 910
i 6~15 D /NE 1 FUBERIE BE (SLEN) 349 filic, NPH b b oA > A U > Z 56 RIS L Clt
BAE N A R CHHNE OPFRIC X D 28 JEE (BEERT) 5 T B ML iGRER 2 S L 7Z,
7V a~ts ety (GHb) 1T GRi#% TT > ¥ ARET 0.28% . NPH b hA > AU UEET
0.27% DHMZ R L, Wi CHEZEEZRD RN oT=, 2, 70X AT NPH & hA AU >~
L FBG & A BN T S 872, SEFEMEAR IR, 7 MR MR | FERE K f b X R C 2217
<VBEWERORBRIL, 7 X ARET7.5% (13/174 ) TNPH & hA VAU U E[REETH Y |
TAEVEIZOW T, A ERERIC,NPH & b A VR U U b RTHRRZZEITRD DR Do 72,
T A AREO E 72 BIVERN X, ST IR & OV 2RI RS 03 2 24 1.7% (3 /174 1)
ThHol,
728, NPHE hA AU 1 H1LEERSGDIZFEEMN T &L L, 1 H 2EFESHHO
B2 HEOHEDEIEIX 29% TH -7,

GHbZLE. ZERIJILI—RZLERUVEIER

TR A NPHt ARV >
GHb ZLE (%) 0.28(155) 0.27(156)
Zefgikeim s 7 v 2 — 2256 (mmol/L) -1.29(173) -0.68(172)
BIE (%) 7.5 (174) 7.4 (175)

() DOBAEIFFFAL RS54

2) /N1 BUBEIR IR 2 kP L Lol 1112
WAL C 1~5 %™ 0 1 ALBE R EBE 125 1 (T > % 28 61 . NPH & Ko > 2 U > 64 )
ARG E LTI ERRER (NPH b F A 2 U xR, 24 BE#%E) 1B W TCHERIE
AT HE R bRl & St L7,
FHEFEE B T D IRIMBHERE R (BEH7Z 0 OERBIME) 12, 7% ARET 192.75,



V.

BEICEAYT HIEH

NPH b hA 2V UHET 168.91, FHLHELL[95%CIIIE 1.18[0.97-1.44]C, 7 > ¥ A% NPH
B bAoA NTH L, RIUEHE RIS L TSR TE oz GEL MRS
1.15) . 1 EMH 7 va— 2B &t T v ¥ AREC-0.2 mmol/L, NPH & A >RV~
T 0.5 mmol/L, HbAlc 2t &L, 7 v % ARET-0.048% NPH & h A 2 U UFET 0.045%
Tholz, AEHEGIZONTIX, 72X ARET 40 $1(65.4%) . NPH b hof AU UBET 43
41 (68.3%) & MRECRIFRE T o7, BEMORBFRIT, 7% AR 1.6% (1/62 ) TH Y |
HIRCTH - 7=,

T AFEEC IRV T, Rl SIERNL 2 2L ETH o 72,

EmEEHRBER, FHIAMPIIILI—ARUPHbAT1cOZEILE

T B ARE NPHt A A

(n=61) (n=64)

192.75 168.91
IRIMBEEFE B (H NAF) FEH=R[95%CI]: 1.18(0.97-1.44]
F¥ 1 HinR 7y a—22 k& (mmol/L) -0.2 0.5
HbAlc k& (%) -0.048 0.045

(6) AEBIFEMA
1) ERAMKERE (—REABERE. SEERABERE. FABELRAE) . #EREE

T—EAR—XAE. RERTRERABROASE

BREEDRE., 702 2AOHFMME, LBEMEEIZOWTIZEICER VS i, R

ROBEEX IR, HIELOHEICER Lo 7,

HRAMMEPICER LT v 2 2A0MERTEHEREEOBEIX, LTDoLBY Th o,

LTk 2 Ak - H &

fild 1 A A AT
BERE, EERIEEZIT o729 2 TA VA Y UHRIEDSHEIG & 720 5 2B RIS BB 2 551
AFNEMBEGH L <Moo 2 Y A L OB T D2 eM - AT
DIEMEINEE L, TOMER, AR OLREMESCHNEICBE LT, FRClEE 7o - FIH
X720t BIEROFEMICOWTIE VI— 8. FEIEM] OEBM],

e AR A (R D bR PR & o O IR 2 F0A (2AUBEIR) )
BEWE, EERIEEZIT o729 2 TA AU UHRIENHEIG & 72 5 2B R R IR 5
ARH & #% 0 MERE TR L OOFHRF O M - RSB T 2R A IR Lo, T Ok R,
KRN O EMERLH B LT, FRCRIBE L 2> - FHEII R0 > T2, BIERAOFEHIZ
Wik TVI— 8. EIfEA DHESHE,

R R (RIEERNICRE 3 230 4)
A VA VBRI L T D HERFBRE AR E LT, RAIORMER 5280 574
(FEIZ TS O BFFTR) - AR T 2 MAENE LT, ZO/RE, AFOL4E
PESLHZIMEICEA L CL FRICHEE & e o To BT e o 7, RITER OFEMIC Wik TV
— 8. FEH) DHEBH,

e TR (R TBLEE PRI 12 %3 2 TR AE)
ARHN 2 B 55 ST AN VRUBE PR IF B & it RIS - AR 2 1F 2 IR L7,
ZDRER . RKRNOLREMELHDIEICE LT, FRCHBE o FHIT R0 >, BIEH
DFEMZOWNTIE V- 8. BIER ) DIEESME,

18—



V. JAEICEHT 5I1ER

20k 5 ik - &
FEEME R O IBEE R 33 250 4) 19 .
ANRROBE PRIFIE B 220 & P G212, RNk - ARWEICBET 2 A IUE LTz, ZOfER,
KRB OLZEMESCHIMEICE LT, FrICRBE & o FHIT 2o 7, BIER ORI
WX TVIl— 8. RIWEM) OEZM,

2) RRBZHELTRRFPENABRXIEIRNM L-HE - ABROBME
LR

(1) =itk

D 1A 2[EFGEORER A 2 HBEID S ARFIA~OE) Y B Z (2o T 19
RRM K DK ECES SN A DOREBRICB TS NPH & hA AU > 1 H 2 RESGHLOH]Y
B2 HEOWEOESIL. ThETN 14% KN 21% Th-7-, 728, NPHE hA AU 1 H
1~2 [ 5% %21 T BE 261, W T L7- 587 1 R RIFRBR O A 0 & 24
PERAE 2 PL IR,

GHbZILE, ZERFRMGP I IILa—XELERVEIER

1ROBEpRR R (BN) - BRI | 1 RUEEIRRER (BRA) - KIE
NPH NPH

TAA E R RV 7eIA LRV RY Y
GHb Z{LE (%) 0.21(283) 0.10(274) -0.16(256) -0.21(262)
ZeRERE IR L 23— R
ZLE (mmol/L) 1.17(280) 0.89(274) 1.12(244) 0.94 (258)
BIER (%) 12.7 (292) 13.3 (293) 22.0 (264) 18.1 (270)

() OEAEIFFHAL RS54



VI. EEEICEHI HIER

1.

2.

RELHICEEH DL AN TS WE
HAEA A B
SRR
(1) ¥eFER - MEFR
1t

ARV TINFATHED pH IR CIRWVEMMEZ R T L 9 ICERFHFSh/ce AR
YTt a s ThbL, A VAV TIAXCOENAITH DT o2 A3 pHAe OREAED] e
W CTH DN, F IS5 L EBICARM pH 2 X 0 72 kB 2 B+ 5., BRI
BULEZOWRBMN A A v IR PERICEMR L, R TIrbmfIcBiTds 2 &
N, 24 FERIIZ D72 D IZIE—EORE TH L B — 7 2R S 720 IR FEHER 2 7R 57,
ARV ROA A v TINX L EieF OFBEOFEREMEIZ, 7L a— 2R
I D D, A LAY RO OFFERIL, RIHICHBIT D 7L a— 2D A, FHZ B
KONEMHIC XAV iAAEZREL, FFICB T2 7 v a—RAEAZRET L LICK-T
MFFEZE TS5, I, EASMAIEL, BAAGKREZRET S L L bIC, BMRIcE
T D NENI R A HET D,

(2) EMEEMITLHHABRBAE
1) MbERE T /EH
ORI T 5 ER I T > 7 3B X % gk FrEm 19
HANBERERR A B 7 15 filic, 72X AKONPH & hA > A2V > 0.4 Hfii/kg MO ST +&
AERICHREI L TG L, 30 REIEFME Y 7 B LY 7 0 2 A0 F a2 L
7z, MBEME FERZRT 7V a—2EAE (GIR) OHIL, NPH & hA R U GRS
TiE, #5% 2~6 R OMICH e B — 2 ZoR LIz, 7 v ¥ AR T 5981
ER L%, B —EICHRE LT, 7 v a—REAED AUCo sl i AR THE 722
IO e roT,

BEBABFEARELTSIUVAR NPHE P UVRYVEUVTSEREZEEIERETRES
LEEZEDTILaO—RFEARDINTG A—A

INTA—H VA NPH t A RY 7T 'R
AUC (-300  (mg/kg) 8152 (28%) 8966 (36%) 5331 (50%)
_R—2 74> (mg/kg/min) 2.1 (50%) 2.5 (73%) 2.1 (62%)
GIRmax (mg/kg/min) a 10.8 (25%) 11.8 (31%) 7.7 (31%)
tmax (hr) 2 10.4 (3.1;29.6) » 9.6 (2.8;27.0) b 9.3 (1.4;283) b
Late tso,, (min) ac 1757 (976 ; 1796) P 1408 (755 ;1787) » 1782 (1632 ; 1798)

a : smoothed GIR ## (Rt DWEM & B T 3 KA Y LIHOHER) 2B RkD 7 EEIE (CV) . n=15
b Rl (e ME 5 B ORME)
C: GIRmax @”éfﬁﬁ: GIRmax D 50%&*7—1&7: L/f: E#Fﬁﬂ

W) AAOKRAREIZ. L H 1A 4~20 Br 2R FTHERNT 208, 2004 2 ) VBALZFRAT 256055
o O HEFFEIX. 1 B 4~80 L TH D,



VI. EEEICEHI HIER

T EA

5 Y S — NPHE AR ¥

7V I — A A (mg/kg/min)
w

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
£ 5 % B [ (hr)

BEBANZSVUEARUNHE b VR VEBERIETHRE LT
EEDTINA—RFAEDHR EATHERVC I« v bH—T)

QRN 31T 2 BRI G-l o R T1EH 19
R AN 2001 (AMEN) 12T o Z AROHNE b A A Y U &20.18 7 /kg Z 30537 T
TR ARNE S L, EXfifEs 7 B2V TR LI &, Zra—2EAED
AUC©-60 D 90%[EHE X ENZIAI O FF AR OFEMHNTH VY | WAl MAERE FERILXFEZ%CTh
% Lofllkr S duiz,

@1 BUBERIF B (SR B ERIE 7 Z o 7 3B X 2 bR TR 17
1 BRI S 20 ) UMEIN) 127 v X AKX OYNPH & R > 2D > 0.3 Hifit/kg % KBRS
WCHEE FE L, EWIEEY 70 7ETT7 o X A0 )F Mgt Uiz, 7 v a— 2R FEAR
OB L EGR DIERNERT 5 £ TCORRRMIZ, 7% ATIHITIX 24 Kl ThH -
Teo T B AEGREO 73— 2 AROHERIT, B L2 — 27 13580 b s, SFHICHE

B,

6
=
E 54
)
)
T 44
£ _
{; , — IV AR
< ;
,,H \ 2 NPH E b1 YR Y
< 29
|
s
2
N

30
H5 %M (hr) A BEEERT

1 BERREE WEAN) ITSV2ARUNHE AR V%
BRETHEESELEEEDITILA—TIARDHERS

W) AAOKRAREIZ L H 1[0 4~20 B2 EZ FTHERNT 28, Z20loA 2 ) CRAZEAT 560Kk 5R
EEDIMERRIZ. LA 4A~80 AL TH B,



VI.

EMEREICEHAI HEE

@A X %ﬁﬁb\fcfﬁlﬂﬂ*ﬂ‘ﬁ%?{’ﬁﬁﬁ (in vivo) ¥
HMETE— L RICEE A2V NPH B hA v RV ARV TT0F
> ® 0.15 LT 0.30 Hifit/kg ZHEIEZ TG L, b TEHEZRF Lz, 1R 7
TR ATHME FA AV NPH B A R Y AZ L, B S0 pERE FEH O
FRtREM OIER AR bivie, T ORE, [Al— HEIEFIE T, mbEke T~ 7EH o fi#g T

(AUC) IZIFAERZTRO RN T,

ey it N @O L 2 NPHERT> XU 1R TINFEL
(mmol/L)
45¢ L L
40} 3 L
5 N
ﬁ L L
1&
3.0F . .
0.15 Bifir/kg | 0.15 Bifir/kg | 0.15 BifiT/kg
2.0
(mmol/L)
45} L |
40} L _
i}
ﬁ L L L
0| I I
' 0.30 Bifir/kg 0.30 Bifu/ke 0.30 BifI/kg
2.0 T T T T T T T T T T T T T T T T T

60 4 8 12 160 4 8 12 16¢(hr)
HBE5%EE (n=16~42, F{EXS.E.)

HEE—TILRIZEA R VHRBFIZEERETRE L= & EDMmEE

2) A VAV URFELOA A UEEEIR -1 (IGF-1) ZHEEA~OREEEE (in vitro) 19
OA » AV U BIREEHE
TR O 2 BRUBEPR B I DRI L 72 & RAMAIARSG (vastus lateralis muscle) A=kl
Mk AR L B E AR VT, A R URBRIRAOREREE R L, 4 A
Vo TINFXrDA LAY CZFEA~DFERREIL, & b 2V kD D0 TEh i
TThoT,



VI. EEEICEHI HIER

a. ZERM A R B8R b. 2BV EFR R B & Fa kB8 AH AR
(%) (%)
2.51 2.57

n
o
1

2.0

-
(6]
1

1.5+

—_
o
1

1.0

T-\ 0.5 x

T T T I 1 T T T T 1
0.01 0.1 1 10 100 1000 0.01 0.1 1 10 100 1000
EHORE (n) FHOR (n)
—a— EMRYY —e— (LR TINEY
—a— IGF-1 (n=6~7.F9MELS.E.)
E MEBBRGHEEA DR ) U RERADREE

-t kA AT > (67pM) OFEEITHITT D FA LAY >
IGF-1 O AV > T g oER

LR AEA R
(ZEA100ug#H =t !D%)

IO\
(3,1
1

E FMEBERRGHEOA VR VRREADKES
ICs0 (nM) @
bR R AR TINF IGF-1
fat i N H SR A A i el 0.72+0.26 1.074+0.29 61126
2 TN PR3 R H R A A M el 0.71£0.16 1.59+0.62 104+30
a) 1 Pl VAU U OREA E 50% T 5 FEAIEE TEIE EAEAERR S n=6~7

A4

QIGF- I Z &R HEARE
i (2)-@ ) EE—DOFRZEHNT, IGF- 1 ZFER~DOFEGEEE R LTz, A1 AV F
TN ANIEBETIIE b A L0 &0 IGF-1 Z R EAEEZ R~ L7223, IGF-1 H
KOFEAREIZEE LBRECTH o 72,




VI. EEEICEHI HIER

a. 2R A SR B Bh R b. 2BV K& R R B sk B8 AT
(%) (%)
154 15+
10+ 10+

IGF-1 #E4&=
(ZA100ugH =YD %)

@

T

Qo1 01 1 10 100 1000 001 01 1 10 160 1000
SRR (nM) SERIRE (nM)

—— LIRS —e— VRS GTNEY

b |GF-1 (n=6~7.FJ1ELS.E.)

E MEEBKRGHEAO IGF-]1 SBRHRADEES
1]-IGF-1 (13pM) OfEAICkTHE hA A Y |
IGF-I KOS v A v 75 LF RO VER

3) FBAHATETENE  (Zn vitro) 19

FE (2)-@Q ) LFE—DOFRREHANT, SH-F 2 P OBUALZFEEE b U CHIIEE TS M 2 it
Lize ARV Y TI3A0X0TE hA LAY AZH L TCRIZELLFOIEMZ LT,

a. 2R A B R B iR Ah AR b. 2EYE RIS B & B SR B 1R A AR

(%) (%)
3.04 3.04
i‘; 25_ 2.5
:él S 2.0 " 5 UB
=3 . —i— EN )
S b |GF-I
} ® 1.5+ — (VR JINF
ﬁﬂ: ,?_’ 104 (F¥J{EXS.E.)
~ 0.59

O T T T T T 1 o T T T T 1
0.01 01 1 10 100 1000 0.01 0.1 1 10 100 1000
AR (nM) AR (nh)

E MEBEBERGHBEOH-FI P UDOEAHL
S H-F 2 P OBUARICKTT A hA RV 2,
IGF- I KA v RV v 70X DR

() 1ERFEIERT - FriukfE

YER3EERERT (hr) : 1.11 17
[VI—2—(2) — 1) pERE FEH ] DESH



VI. EMEREICEAT HIEE

1.

(1)

(2)

I AR BE D RS
SR LA Mo
WAL L

ERPREABR CRERR S M- RE
1) HE 5 15
OFEFERA

R AB T 15 Bz, 7 Z AR ONPH A > 2 Y > 0.4 Hfii/kg KOV 7R %ZEEHIC
BRI TG L, 80 FEMIER S 7 > B 7 0 2 ADENBEZ T Lz, 7
B ABHFHOMIGERA AV REIL, BN B L7, #5530 REff% £ C Lk
R E R L, LN E— TR E o Tn, B, A VAV Y TIAXUIRERN
RIAVEIIBAR NN Ch 7o /oD, FEWREITA R Y URELE LTORT,
MFERE FAERIZOW TR TVI—2—(2) — 1) ifERE FIER ) OESHE,

BEBABFIZSVAARUNHE b VR VHBERTESLIEEED
mMEFERA R VEEDINT A—A

INT A—H FUH A NPH & b AU 7T R
R—2F 4> (uIU/mL) 14.1 (33%) 12.7 (36%) 13.9 (44%)
AUC (-30ny  (uIU-hr/mL) 602.4 (21%) 618.7 (20%) 408.7 (44%)
Cmax (uIU/mL) 31.1 (27%) 34.1 (28%) 26.2 (41%)
tmax (hr) 13 (3:30) = 4 (1.5;24) a 14 (0.5; 30) =
a: HFORE (B/ME ; FROKHE) SEHMiE (CV) . n=15

30.01 o5 42

~ 27.51 B—8—& NPHER X1
_EJ 25,01 A oK
5 .
3 225
gr: 20.0
\‘ 17.54
= 15.01
X
A 1251
E_ 10.0
e 7.5
g 5.0
2.54
e L s e L ey
-5 0 5 10 15 20 25 30

B 5 %A (hr)

BEBABFIZSUAA NHE FM VR VRV TSEREZEBIRTERS
Lz EnMmERA VR VREHE (RATHE, n=15)

) ARAIOARMAREIZ. 1 B 1A 4~20 B2 K TENT 223, 2o 2 Y VEIEZ AT 2856052550
ToMERFREIT. 1 A 4~80 HL TH 5,



VI. EMEREICEAT HIEE

@1 RUpEIR P EE 1

1R PRI 200 (MMEN) 12T v Z A KTUNNPHE kA > 2 U 20357 kg Z RBRE 2 HL
Al TG L. By 50 73BT o X ADOKRNEIEA BT LT, T X AR E# DI

A R ) VREL Y T T ORI 2w T

TIHFFHICHRB L, ot —213

PO BRI T,
(uIU/mL)
P
B o5 o+ SUEZ
Ed
':\\ 0- NPHE RA2RUYY
X 20 D/D\D
/
A i mﬂﬂ\]
Y 15 / -
gj &W\TE:&G By
g ] Tt
L
=
0 | U U U | U U U | U U U | U U U | U U U | U U | U U |
-0.50 4 8 12 16 2 2% 2
K f (hr)

1 BERBEE WEAN) ITSVU2ARUNPHE A VR V%
HAERTHERELE-EEZOMBFDERA VR VEE (¥ TEHIE)

1 BERREE NEAN) ZRREELTIVEAARUNHE MUY VU E
BRETERSLEEESOMBEPHEREA VR VIRED/NS A —4

INT A—H FUH A NPH t b RY
R—2F 4> (uIU/mL) 16.0 (63%) 14.3 (78%)
AUC (©-endy (uIU-hr/mL) 224 (34%) 228 (39%)
Cmax (uIU/mL) 19.3 (49%) 27.4 (51%)
tmax (hr) 3.0 (0;225) a 45 (2.5;105) a

a: PRAE OR/ME 5 Bk MH) THfE (CV) . n=20

2) KA 520

1 BUBEIRIFERE 15 6] (DMEAN) IR EOEEHAE (14~34 Hr) % 11 B, EHICKE
RTEGLZEE, ARV TINFX 2 THIE LGP EREA A VRED/RT A —

Z IO AR OEFEIEITFEO beho T,

1 RBERFEEE BN IS5V RERERTRELI-EEZD
MEPERA VRV VREE (VR ) Y JILFUBE) O/RA54A—4

INTG A—H &5 2HHA ¥45 5 HH #4512 HB
Cmax (ng/mL) 1.38 (78%) 1.24 (55%) 1.62 (69%)
Casnr (ng/mL) 0.51 (71%) 0.50 (73%) 0.55 (70%)
AUC (0-24n0 (ng-hr/mL) 19.5  (63%) 17.7  (63%) 20.3  (51%)
R_Cmax? — 0.98 (29%) 1.25 (49%)
R_AUCa — 0.92 (26%) 1.14 (37%)
CLtot/F (mL/min) b 1020.5 (46%) 1172.9  (52%) 905.6  (30%)
tmax (hr) 4.13 (98%) 2.80 (96%) 3.07 (72%)

a:5HE/2HAKLKONI2HE, 2HADKL
b:HxtEHEZ VT T A

) AFIOKBHRIZ, 1 B 18 4~20 B E2 K FEST 528,
ToHERFRIT, 1 B 4~80 B\ CTH 5,

FHE(CV) . n=15

FOMDOA LAY CREIEFRT 25O EEED



VI. EMEREICEAT HIEE
(3) thash
WAL L
4) BE - HAEOLE

2. RYEREREI/NS A—F

(1)

(2)

)

(4)

(5)

(6)

AR R L

R 735k
LR L

O U537 38
EER R L

HREEEH
EER R L

207520
A ER e L

HIEH

Z0t
AR L

3. BEH (REaL—L3 V) @

4.

(1

(2)

RRAR 7k
R L

NG A= EFHER

EER R L

IR AR
(1) #BAL + B2 F AR

(2) B HEALIC K 2RI D e 2122
fERERA B ¥ 12 5l UHELN) 12,

Bl RV TINF 0.2 Bfi/kg & EBEr, KBRS



VI. EMEREICEAT HIEE

KOWEERIC BB THRE L& &, MEHA o A Y URE, MiEFARMEA 2 U REIED
(ZIBEEOHERIZEIZA DN oo, o, MiFETA AV REROSMAMEA > 2 Y i
JED AUC KT Crmax, MAFED AUC K ORI T BB GHBALR TH B 22 2213580 B i
olee TRHDZENDL T U F ADIKHERNIIHREGIMALIC L 22TV EEZ LR,

1207 —o— BEER
...... o
110 A - KBEER
--m-- [ IR
100
3
S 90
E
8 g0
kY
70+
g
60
50+
40 T T T T T T T T T T T T ]
0 2 4 6 8 10 12 14 16 20 24
BE5%EE )

BEBRABRF WEAN) 2Pl-42R2UY 5 )ILECH
HEETEES L-EZ0OmBEO#TRE

BEFADET GLEL = Plq o2 Y F5 e s BERTRE Lk L =0

e St e AUC (0-24hr) Cmax
BRI (uU*hr/mL) (WU/mL)
MiEHA > AV PR
s 10.9+1.5 19.2+6.9
FRE 10.7+1.4 17.5+6.7
i 10.2+1.5 15.0=7.0
» Sy e AUC (0-24hr) Cmax
PRI (WU~ hr/mL) (WU/mL)
MyE PR A 2 R
s 4.2+1.9 11.8+6.4
FRE 43+1.8 10.7+6.4
W 3.6+1.8 8.0+6.4
g e AUC (0-24n) SO UN WS
EEATHRAL (mg-hr/dL) (mg/dL)
[ pEAE
e iv 74.5+3.2 23.5+4.6
KR 75.4+3.1 22.6+4.4
JEER 75.9+3.2 20.8+4.5
a : LRI K D IEEES) T RS, n=12

1E) AFI DAL, 1 A 18] 4~20 BhL 2 B FER 525, ZOMoA w2 ) A HEIZ GRS 2560k 5 RE2 50
ToHERFRITL L R 4~80 L TH D,



\.

VI. EMEEICEYT SEE
5.

kil
(1) i —RRIPT BB
R L

(2) Mmik—RREEAM RGN
MBI L
<BE>
7 v MERA~OBITHE 29
HIR1ISHEHD SDRT v MIWBI-A LAY > FIAX %K 41 Hifii/kg R F# 5 LizE 2

AL 1, 4, 24 B OWT I DORE TS FEARS~OBITITE S L B O 5 M OERRPN B el
FEIREEM IIE D 18% LA F T - 7,

) HA~DFBITH
MBI L
<BE>
7 v ML~ 29
WETDOSDRT v~ (Dhtk 7005 14 H) 12114 > AU > F I )X % 50 Hifii/kg &
THE LIZE 24, MEEFHEORBATIZMEEICH L CHIHIC@Em Do 72, i EhizA v 2 ) v
7N NTHIF AT LT BED 7.8% L FCTH -T2,

) BEA~OBITH
MR L

(6) ZDhDEB~DBITHE

MR L

<BE>

Wister 27 v MZPI-A VAU v IV 24 41 Hfikg 2 TG L, OS>
ERNCEE A — N T VAT T 7 4 —THRFTLic L 2 A, #5 1 RHZIITHIRR, &I K
BLOBERE, H . RFE. R, R K OV LS B BE D Sy A IS B DAL TZ, B BRI EE 1T B -
4 R 122 < DR - leigs CThemfEz s L, &5 24 R IR, TG, B, K
JE . THALE R OWFIRIC B\ THERBEDS R D B 29,

(6) MIEEHMEEE ™

B AR ZIAFX O MEER L OfEH % Sephadex G-75 71 7 AMZIIT D 6E
DIRHANZ =2 pbiET LIz & 24, b MISEEA & ORE 21T L A LIRS (In vitro)



VI. EMEREICEAT HIEE

6.
(1) HRBEBAL R U HIRRR »

(2)

(3)

4)

o

R NI T 2 A% 0.6 Hifir/kg (0.022mglkg) HilaI 2 N5 U, & 5355010 B2 TRk & 0 007

L7t ZA AR Y ZTI0F KOG (M1 UL M2F) OAZ B S, 5 6 Refiltk

WIEB GBI DA A > TIF 0 G (M1 K ONM2 Ok ) & OFFERIL 57 :

43 Tholz, MFFITIZA AV > I 0X 0 AR (M1 XiE M2) K OYM3 b &7,

POE I (3= 37 W N X ]

ik 7 o2 ZA%&0.6HL/kg (0.022mg/kg) BRI T# 5 L, 6FRFHEI# I MAE & OV 5350 D
B TFHAR 2 BRI L Tl LT,

M1 : 21A-Gly-t hA > 2 ) >
M2 : 21A-Gly -des—30B-Thr-t ~ A > RV >/
M3 : 214-Gly -30Ba-L-Arg-t 1 AU

R#-BEET 2BRZCPH)DNFE. F5X
Y LR

MEEENROEERVEDEE
Y LR

REMOFHOE MR UTEILL, FELE

LRBERATEA 34 BIATRIZ, 7/ 742 0.3 Wilikg (12 1) . 0.6 Whitkg (1161) | L2
filkg (11 6)) ZHF5 L, 30 Bl 7 va—2R 7 Z o 7Rz FEh Lz, 72— A EAET,
TINKHBREEC ER L Z IO EERBEY T D M1 O i EE 28 F Bk 71
EH U7z, M1 fLHEE D AUCo-s0fE L. GIR AUCo-30 i & IEDAHR 27~ L7z 28),

<BE>

BRTDT v MCBOT, AR 7IA%s (Al ML LG M2 &2 2h 2 Hifirke
R T 5 %O MG FIEFIEA Y 2 U v 75 L% L ZERBOER &5 L 29,

1) ARENIOARMAREIT 1 A 1 4~20 BAL 2K TEFN T8, 2ofoAf o2 ) VREE AT 2560858280
ToMERFREIT. 1 A 4~80 HL TH 5,

Bt
R L
<HFE>

D) R sfr e

Wistar 27 > MZA AV > FIAX %K 55 Bifii/kg K MG L& &, JRTPICA VR
v TIAFFBmE SN T 39,

E—=TNVRIZA LAY TINANF 2K 1.4 Hifii/kg TG Lz L&, 5% 24 £ T
2, WERD 0.37% 0N A A v FIAxr b LTRPICHRES Lz 30,



VI. EMEREICEAT HIEE

2) NEF Rt
Wistar 27 v MI LA RV I NFX 28 25~44 Hifii/kg ff T#RE5 Lz L &, &51%
8 Fff] £ TITHR G- R DR 0.9% D A RENMHIH HH Iz g S du7z 82,

8. FSURKR—4A—(IZEAT S5
MGEE L

9. BWEIZLBBER
MR L

10. REDNEREHIHEE
AR L

11. Z0ft
AR L



. &£t (ERLDITESF) ICEHI HIEE

1.

3.

Z2ERNBELEZTDER
RE STV

SRR LETNDHEA

2.H2E (ROBFIZIBERELAWNIE)

2.1 [RIUEEER 2 2 LTV D8 [11.1.1 ]

2.2 KRIORS I A 2V v 750X BIFNC kT UIRBUE OB D & 5 B

(i)

2.1 RANTMOBERE FTIEREZGET A4 2D 7 Fu7flgch s,

IRMBEER 2 2 LTV D BREICAR Z 8BS L= 5a . (RIEER 2 B S8, EEK M
RETHFHEENEZOND D, DX RBEIIIAROELGZRTH 2 L,
(CERE 183 4 8 A 21 H DA 53148 5 3Ky 22 Ak SRR S5 4% TVIL— 8. RIfER ) OIS,

2.2 BHIUIMDA A 0 7T BB ORI LIBBUE OBEIEEA & 2 B3 Tlx, AH
DOEFIZ XV FRROBRIENH SN IBZNNHLOT, —ROEEFEE L THRELE,
(FRE 13 42 8 21 AAS DR GHBYA B3 Ry 22 46 R 915 L)

PREX (I RICEEET 5 FE LT NDER
(V. 2. eI RICEET R 22552 L,

4. RERUVAEICEEY 5TE L TDEB

(V. 4. HIELAOHEICEETEERE] 22RT52 &,

5. ERLGEARWIEIR L TNDER

<TUVHEARAFEYBRAL—>

8 BEELERMIE

8.1 AAIDHCEHICHT=> TE, LTFORICEET D L,
s B EBEICOWT O RBEIEER L-0b, BEHOHEICKEGTEDLZ LA2HERL
7o BT, EMOFERFEOL &L TEmT LI L,
s RANOERC DT> TE, BT OBRG A ELH L g5 2 &,
s TRTCOBEORERPFEFFIEC OV THREZ KT 5 Z &,

8.2 MRMFEIZBIT DIEREIC OV T, ZOMLIEL B DBREKRNE ORI HHHESEDL Z &,
[9.1.3, 11. 1.1 B&]

8.3 ARV FFF 300 HL/mL fFI S ARFA~OG) Y R ZRHZIEL, BEHRO 1 B
BRIV LEARETOUVEZEZEET L L LB, YIVEZRELRZO%R LIZS K ORI
M=%V U T HEEIIT) Z &, RAIEA LAY > T TAF L 300 HAL/mL BAIClrx




. &£t (ERLDITESF) ICEHI HIEE

WEREN R D, A AV I AF 300 BL/mL EIH & AKHK~D ) ) B 2 KK
MmAEOFER M L7, [7.3.1, 11.1.1 Z]]

8.4 B bA LRV T HESHEEZA L @HEDA R U AENEE LTWDBE T,
oA A VEFINSARFNCEETTHZ LIk T, AFIOBEENZWMICE(LTDHZ L
NHDHOT, FEBEBE LN SHEEICEFT DL,

8.5 SZe bl = v b — T R BEIRIGHENRE O BRIV U, IROJESTRE . 15 H#
PRREEE (EL LTARM) BHobndZERHLIOTHERETH I L,

8.6 RAILMMDA LAY K ZID EZRNE D, BETES T 2 ANCAR O T ~L5E % fed
TLEOBEICHRIEET L2 L,

8.7 Kb Z 2 &N H LT, |marfE¥E, BEHEOEEREFEI IR L TV DL BEITERET
LEFIFEETLSZ L, [11.1.1 2]

8.8 [ —ET~DM VIR LIEGICEY, ERHEITCEEY I F—3 ATV R A b7
4=V OLLNDHZERHDHDT, EMICERETZBETHE L BIT, LTORZEE
ST 5 2L,

s RANOESFEFTIE, D722 < & BRIEOENEF NS 2~3cm BT Z &, [14.2. 22 8]
- TESTEE AT ORI CRERE D358 8 BT A ITIX, MEET~OR G 28T 52 L,
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Lantus 100 units/ml solution for injection in
a cartridge, Lantus SoloStar 100 units/ml
solution for injection in a pre-filled pen

Each cartridge or pen contains 3 ml of
solution for injection, equivalent to 300 units.
*Insulin glargine is produced by recombinant
DNA technology in Escherichia coll.

4 R KIE
Lantus 100 units/ml solution for injection in | LANTUS (insulin glargine injection) for
a vial subcutaneous injection

e Lantus 100 units/ml solution for injection in
W 52 4 .
a cartridge
Lantus SoloStar 100 units/ml solution for
injection in a pre-filled pen
Each ml contains 100 units insulin glargine* | Injection: 100 units per mL (U-100)
(equivalent to 3.64 mg). available as:
Lantus 100 units/ml solution for injection in | ® 10 mL multiple-dose vial
a vial ® 3 mL single-patient-use SoloStar
Each vial contains 5 ml of solution for prefilled pens
injection, equivalent to 500 units, or 10 ml of
solution for injection, equivalent to 1000
A« HE | units.

DRSS

Treatment of diabetes mellitus in adults,
adolescents and children aged 2 years and
above.

LANTUS is indicated to improve glycemic
control in adults and pediatric patients
with type 1 diabetes mellitus and in
adults with type 2 diabetes mellitus.
Limitations of Use

LANTUS is not recommended for the
treatment of diabetic ketoacidosis.

MEL G &

4.2 Posology and method of administration
Posology

Lantus contains insulin glargine, an insulin
analogue, and has a prolonged duration of
action.

Lantus should be administered once daily at
any time but at the same time each day.

The dose regimen (dose and timing) should be
individually adjusted. In patients with type 2
diabetes mellitus, Lantus can also be given
together with orally active antidiabetic
medicinal products.

The potency of this medicinal product is
stated in units. These units are exclusive to
Lantus and are not the same as IU or the
units used to express the potency of other
insulin analogues.

Switch from other insulins to Lantus

When switching from a treatment regimen
with an intermediate or long-acting insulin to
a regimen with Lantus, a change of the dose
of the basal insulin may be required and the
concomitant antidiabetic treatment may
need to be adjusted (dose and timing of
additional regular insulins or fast-acting
insulin analogues or the dose of oral
antidiabetic medicinal products).

Switch from twice daily NPH insulin to
Lantus

To reduce the risk of nocturnal and early

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration

Instructions

® Administer LANTUS subcutaneously
once daily at any time of day but at
the same time every day.

® Prior to initiation of LANTUS, train
patients on proper use and injection
technique.

® Patient should follow the Instructions
for Use to correctly administer
LANTUS.

® Administer LANTUS subcutaneously
into the abdominal area, thigh, or
deltoid, and rotate injection sites
within the same region from one
injection to the next to reduce the risk
of lipodystrophy and localized
cutaneous amyloidosis. Do not inject
into areas of lipodystrophy or localized
cutaneous amyloidosis.

® During changes to a patient’s insulin
regimen, increase the frequency of
blood glucose monitoring.

® Visually inspect LANTUS vials and
SoloStar prefilled pens for particulate
matter and discoloration prior to
administration. Only use if the
solution is clear and colorless with no
visible particles.




XI. SZ&EH

&4

R

K

morning hypoglycaemia, patients who are
changing their basal insulin regimen from a
twice daily NPH insulin to a once daily
regimen with Lantus should reduce their
daily dose of basal insulin by 20-30% during
the first weeks of treatment.

Switch from insulin glargine 300 units/ml to
Lantus

Lantus and Toujeo (insulin glargine 300
units/ml) are not bioequivalent and are not
directly interchangeable. To reduce the risk
of hypoglycemia, patients who are changing
their basal insulin regimen from an insulin
regimen with once daily insulin glargine 300
units/ml to a once daily regimen with Lantus
should reduce their dose by approximately
20%.

During the first weeks the reduction should,
at least partially, be compensated by an
increase in mealtime insulin, after this period
the regimen should be adjusted individually.
Close metabolic monitoring is recommended
during the switch and in the initial weeks
thereafter.

With improved metabolic control and
resulting increase in insulin sensitivity a
further adjustment in dose regimen may
become necessary. Dose adjustment may also
be required, for example, if the patient's
weight or life-style changes, change of timing
of insulin dose or other circumstances arise
that increase susceptibility to hypo- or
hyperglycaemia.

Patients with high insulin doses because of
antibodies to human insulin may experience
an improved insulin response with Lantus.
Method of administration

Lantus is administered subcutaneously.
Lantus should not be administered
intravenously. The prolonged duration of
action of Lantus is dependent on its injection
into subcutaneous tissue. Intravenous
administration of the usual subcutaneous
dose could result in severe hypoglycaemia.
There are no clinically relevant differences in
serum insulin or glucose levels after
abdominal, deltoid or thigh administration of
Lantus. Injection sites must be rotated
within a given injection area from one
injection to the next in order to reduce the
risk of lipodystrophy and cutaneous
amyloidosis.

Lantus must not be mixed with any other
insulin or diluted. Mixing or diluting can
change its time/action profile and mixing can
cause precipitation.

Lantus 100 units/ml solution for injection in
avial

For further details on handling, see section
6.6.

Lantus 100 units/ml solution for injection in
a cartridge

Lantus 100 units/ml in cartridges is only
suitable for subcutaneous injections from a
reusable pen. If administration by syringe is
necessary, a vial should be used. For further

® The LANTUS SoloStar prefilled pen
dials in 1-unit increments.

® Use LANTUS SoloStar prefilled pen
with caution in patients with visual
impairment who may rely on audible
clicks to dial their dose.

® Refrigerate unused (unopened)
LANTUS vials and SoloStar® prefilled
pens.

® Do not administer intravenously or
via an insulin pump.

® Do not dilute or mix LANTUS with
any other insulin or solution.

® The SoloStar prefilled pen is for single
patient use only.

2.2 General Dosing Instructions

® Individualize and adjust the dosage of
LANTUS based on the individual’s
metabolic needs, blood glucose
monitoring results and glycemic
control goal.

® Dosage adjustments may be needed
with changes in physical activity,
changes in meal patterns G.e.,
macronutrient content or timing of
food intake), during acute illness, or
changes in renal or hepatic function.
Dosage adjustments should only be
made under medical supervision with
appropriate glucose monitoring.

2.3 Initiation of LANTUS Therapy

Type 1 Diabetes

® In patients with type 1 diabetes,
LANTUS must be used concomitantly
with short-acting insulin. The
recommended starting dose of
LANTUS in patients with type 1
diabetes should be approximately one-
third of the total daily insulin
requirements. Short-acting, premeal
insulin should be used to satisfy the
remainder of the daily insulin
requirements.

Type 2 Diabetes

® The recommended starting dose of
LANTUS in patients with type 2
diabetes who are not currently treated
with insulin is 0.2 units/kg or up to 10
units once daily. One may need to
adjust the amount and timing of
short- or rapid-acting insulins and
dosages of any oral antidiabetic drugs.

2.4 Changing to LANTUS from Other
Insulin Therapies

® If changing patients from once-daily
TOUJEO (insulin glargine) 300
units/mL to once-daily LANTUS, the
recommended initial LANTUS dose is
80% of the TOUJEO dose that is being
discontinued. This dose reduction will
lower the likelihood of hypoglycemia.

® If changing from a treatment regimen
with an intermediate or long-acting
insulin to a regimen with LANTUS, a
change in the dose of the basal insulin
may be required and the amount and
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details on handling, see section 6.6. timing of the shorter-acting insulins
Lantus SoloStar 100 units/ml solution for and doses of any oral antidiabetic
injection in a pre-filled pen drugs may need to be adjusted.
Lantus SoloStar 100 units/ml in pre-filled | ® If changing patients from once-daily
pen is only suitable for subcutaneous NPH insulin to once-daily LANTUS,
injections. If administration by syringe is the recommended initial LANTUS
necessary, a vial should be used. Before using dose is the same as the dose of NPH
SoloStar, the instructions for use included in that is being discontinued.
the package leaflet must be read carefully. ® If changing patients from twice-daily
NPH insulin to once-daily LANTUS,
the recommended initial LANTUS
dosage is 80% of the total NPH dose
that is being discontinued. This
dosage reduction will lower the
likelihood of hypoglycemia.
(2020 49 1) (2019 4 11 1)
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(An Australian categorisation of risk of | B3 (2017 % 10 A4 — & s 7 U 7TIf CE)
drug use in pregnancy)

<HE>
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B3 : 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 shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Published studies with use of insulin glargine during pregnancy have not reported a clear association
with insulin glargine and adverse developmental outcomes (see Data). There are risks to the mother
and fetus associated with poorly controlled diabetes in pregnancy (see Clinical Considerations).

Rats and rabbits were exposed to insulin glargine in animal reproduction studies during organogenesis,
respectively 50 times and 10 times the human subcutaneous dose of 0.2 units/kg/day. Overall, the
effects of insulin glargine did not generally differ from those observed with regular human insulin (see
Data).

The estimated background risk of major birth defects is 6% to 10% in women with pregestational
diabetes with an HbAlc >7 and has been reported to be as high as 20% to 25% in women with a HbAlc
>10. The estimated background risk of 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% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo-fetal risk

Poorly controlled diabetes in pregnancy increases the maternal risk for diabetic ketoacidosis,
preeclampsia, spontaneous abortions, preterm delivery, and delivery complications. Poorly controlled
diabetes increases the fetal risk for major birth defects, stillbirth, and macrosomiarelated morbidity.
Data

Human data

Published data do not report a clear association with insulin glargine and major birth defects,
miscarriage, or adverse maternal or fetal outcomes when insulin glargine is used during pregnancy.
However, these studies cannot definitely establish the absence of any risk because of methodological
limitations including small sample size and some lacking comparator groups.

Animal data

Subcutaneous reproduction and teratology studies have been performed with insulin glargine and
regular human insulin in rats and Himalayan rabbits. Insulin glargine was given to female rats before
mating, during mating, and throughout pregnancy at doses up to 0.36 mg/kg/day, which is
approximately 50 times the recommended human subcutaneous starting dose of 0.2 units/kg/day (0.007
mg/kg/day), on a mg/kg basis. In rabbits, doses of 0.072 mg/kg/day, which is approximately 10 times the
recommended human subcutaneous starting dose of 0.2 units/kg/day on a mg/kg basis, were
administered during organogenesis. The effects of insulin glargine did not generally differ from those
observed with regular human insulin in rats or rabbits. However, in rabbits, five fetuses from two
litters of the high-dose group exhibited dilation of the cerebral ventricles. Fertility and early embryonic
development appeared normal.
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8.2 Lactation

Risk Summar

There are either no or only limited data on the presence of insulin glargine in human milk, the effects
on breastfed infant, or the effects on milk production. Endogenous insulin is present in human milk.
The developmental and health benefits of breastfeeding should be considered along with the mother's
clinical need for LANTUS, and any potential adverse effects on the breastfed child from LANTUS or
from the underlying maternal condition.

(2019411 A7)

<RI SCE >

4.6 Fertility, pregnancy and lactation

Pregnancy

For insulin glargine no clinical data on exposed pregnancies from controlled clinical studies are
available. A large amount of data on pregnant women (more than 1000 pregnancy outcomes) indicate no
specific adverse effects of insulin glargine on pregnancy and no specific malformative nor feto/neonatal
toxicity of insulin glargine. Animal data do not indicate reproductive toxicity.

The use of Lantus may be considered during pregnancy, if clinically needed.

It is essential for patients with pre-existing or gestational diabetes to maintain good metabolic control
throughout pregnancy to prevent adverse outcomes associated with hyperglycemia. Insulin
requirements may decrease during the first trimester and generally increase during the second and
third trimesters. Immediately after delivery, insulin requirements decline rapidly (increased risk of
hypoglycaemia). Careful monitoring of glucose control is essential.

Breast-feeding

It is unknown whether insulin glargine is excreted in human milk. No metabolic effects of ingested
insulin glargine on the breast-fed newborn/infant are anticipated since insulin glargine as a peptide is
digested into aminoacids in the human gastrointestinal tract. Breast-feeding women may require
adjustments in insulin dose and diet.

Fertility

Animal studies do not indicate direct harmful effects with respect to fertility.

(202049 1)
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

The safety and effectiveness of LANTUS have been established in pediatric
patients (age 6 to 15 years) with type 1 diabetes. The safety and effectiveness
of LANTUS in pediatric patients younger than 6 years of age with type 1
diabetes and pediatric patients with type 2 diabetes have not been established.
The dosage recommendation when changing to LANTUS in pediatric patients
(age 6 to 15 years) with type 1 diabetes is the same as that described for adults.
As in adults, the dosage of LANTUS must be individualized in pediatric
patients (age 6 to 15 years) with type 1 diabetes based on metabolic needs and
frequent monitoring of blood glucose.

In the pediatric clinical trial, pediatric patients (age 6 to 15 years) with type 1
diabetes had a higher incidence of severe symptomatic hypoglycemia
compared to the adults in trials with type 1 diabetes .

NN EPE
(2020494 )

4.2 Posology and method of administration

Special populations

Paediatric population

® Adolescents and children aged 2 years and older patients

Safety and efficacy of Lantus have been established in adolescents and
children aged 2 years and older. The dose regimen (dose and timing)
should be individually adjusted.

® Children below 2 years of age

The safety and efficacy of Lantus have not been established. No data are
available.
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