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B ) = AHEIZ DN T AL
LG (12075 1x-hr, — R A BRSO CR S
Rz,
200W - hr/m2)
i I 0D 5+3°C i
B 43 PR BLITRO N o T,
sttt | 25+2°C/60+5%RH B RELR LS

Z B ZF 100 Bhr/mL (N4 7I)LEF]) DEEFHETICEITHAREN

AEBREHE PRAFSRIF AP IR PRAFHIA R
R 5+3°C 361 H 361 A% F CHUSICHA LT,
oy T A BB RO A BB O
e . 0 M WNEA PR > TN EED
iR 25+2°C/60+5%RH 124 H -
M| 7T A 65 At E CIIBICES Lz,
- R 37+2C NA T IV 1% A | BUsICES LT,

i Xt/ o507 SN PR, BT RICABE, B A BE R
;J,;S e (1207 1x-hr. 10 |[Oqr2yy Z90%raRiconT
200W - hr/m?) HFICEHE Lo T2,

fdE R D . . N
SRt 25+2°C/60+5%RH 41~57H | KIS L,




V. RHEICET SHEE

7. REERVEBRRORENE
BN

8. fFl L DEEELL (MEILFHEL)
BB L

9. BHIM%

BARR/NA

10. &g -8%
(1) FELIDELGESR - 8. NENERLESE - SEICET H1E®R

Erze L
(2) 8%
FUHARAE Y AL — 1 300 HAL/SmLX 2 A
FUHR AT — b 1 300 BAZ/B3mLX2 i — Y v

T A A1 100 BAL/mL ;1000 EAZ/10mL X 1 231 7L

Q) FiREE
A% L7

4) BHBROME
<TUHRAFEYBAL—>
=R VR HTA, Dok TRETFNLILROA, VT L TN
Xy v TAI=T A
ARGy R TrbElLy RIAXRTATF LY RUI—RRr— b,
RY)TFLUoTFLIHEL—, AT LA
AR N A= 1 =
W R)x=FL, R 7oLy

<GB AFEN— >

H— bV VR ATA, I TRETFNLIALRONA, VL TN
Xy TNAI=TA

T ARV ZF LT LT X L— R
TYVAZ—EM : RV ZF LT 74— b

TUVRKE =TI =T A



V. RHEICET SHEE

<Z K A 100 HAL/mL >

o HTA, Aok TaETTFALILKROA, VT L TN
Xy TAI=A, K)o Ly

F~YL R

11. BRSNS EMER
FRIZ72 L

12. ZDith
Hriz/p L



V. ARICEY 5EE

1. EEXIIHE
A A RIEDNEG & 7R D BERIR

REXFHERICEHET 5

N
w|.

5 EEXIIMRICEES HFE

5, BERIEZ F 0T ) A THEMAEBET 52 &,

RIPEFRIRIC BV T, B2 ET 258 UME. & 50 CORIRFIGHR O ZEAR T

&b % RHIR

(fER)

Hﬁﬁﬁﬁi/ﬁ\@ﬂ%ﬁf%m%ﬁ’F%ﬁ?“éuﬁﬁ*ﬁdféﬁxi 20104F (2 HE PRI D 4348 & 7o W A
Pz R L TWDY, FERFEOERZENC R T 5 FIRICHEWBERIF OMEEBWT S 7 S o BF IS

AFNOBEHZ a2 Z &

3. RZRURE
(1) RERUVREDHEHR
<TVHAEYBAL — T H AT 100 Bifr/mlL >

6. AERUAE

a4 22 L2135, EHFELAIIPERNSUIMERTOWNTI TS LS,

A OF G EEZ ZDIMERREIL, @ 1 A 4~80 BL Th 5,
L, BEICE Y EREHEZEA AT L0385,

WE L AT, WINE LA 1B 4~20 BALA R FIERT 508, LIS o2 Y ol

T, h5REIE, BEOIERKORAEF LIZS CTHEET 5, kB, £ofthoAf 2T

H—EL

<T U ZAEN— >

6. AERUAE

ZTOMDA A ) VRO EE GO IR R, BE 1 A 4~80 i Th
72770, HBEICKY FEEHAERBA THERATAIZENnH 5,

WE L AT, WINE LA 1B 4~20 BALASCREAZRE VTR FEHT 228, &
(DA 2 CRFAGHT D Z e D D, ERFAITHERTSUTIRER OV T
HIWR, BH-EET D, WEEIT, BEOIERMEOBRART RIZIS C THEET 5, 7k,

60

(2) RZERUVHAEDRTERZRE - 1R

B GBI O G- R O E S DWW TR, g R ONEIPN T30 L 72 B RaER (1 B SRR A 1

B LIERMYEZ 7 > 7B ENG 2/3 FRERARRER /1 RURE IR 9 18 R B8R |

FRERRBAER/2 RUBE R B R BB DR S UAHI O AR EZRIL & L7z, H7z,
REIZBIT 2G5BT, ENTO 1 AR O 2 BRI B e aliRic
RN OBEAGEDA 2 Y VA OB 2R ERME LT,

EINE 2/3
AHlD1H
kS DRAY 7N



V.

AEICET H5IEHE

4. RZEBRUVHAEICEHET HFE

1 RZERUVASCEET 53R

1.1 WHICH 72> TEARFOERREM, InL 720 DA > 2V UG BAL & BEORIRCEE
L. ZORAIVFIZET 25 &K ET 52 &,

7.2 BEIRMESME, SMERYYE, FINERAOLAIT, ARIOATRET H 2 LY T2
<. WA R Y CRIRI TS Z b,

7.3 PRSI A o 2V VBN AFNCE LT 258, LT 2B ICAR 0K %
BIfA L. TOHOBEZEOREICG U THEZHET 2L, AROERFELZ BB O HE
HIATH 2 &, [16.1.1 2]

1.3.1 4122y F3)LF 300 BA/mL #EIHSAFICEES 58
WEHOEAREIL, fRREOA AU 7 F0X 2 300 HAL/mL ®F|O 1 B EHR L[
ML BIERAERFHLE LTRG 26T 5, [8.3 ]

1.3.2 4A2R) Y TFILF 300 Bfir/mL BFIUSNOFEE XITEHFER A >R 1) DHEFIH
LARFNCERS DS
1 B 1B OB SOIRHGRA A o R Y CRIFIN O ARFNCE LT 556 185 95 H &

. AAREORROIE R A 2 ) CEFIo 1 ARG R L FERMEZRLZE LTS
w5,

<1 H 2[EEHOHFREIA 2 Y HBEID D ARFI~OE) 0 2B LTk, BN TR
BRI, [17.1.2 B

1.4 A2 ZF0F 300 BAL/mL 8AUTF AL 2 U CBIFIN B ARFI~DE] Y
BAERIRMAEAE Z 2 L2 H L0 T, TRADUIFHRA 2 U CHUEFID B ARFHNIZ
EEFT L6, SR L T 3R A o R Y BEI BN A ) T a7 R
I OBERIE IR DR B OG- A7 2 — LV ORENKE L R D L Nb DO THER
T2 L, [17.1.1 ]

1.5 A > AU RFILIS O MO BRI HEED D AFNCE T T D56 I A v A U BFILIAL
OOFERP I & AR Z T 256, BEIChH> UHMEHENORET 70 L, K
HOERFEAZEO FEEIZITS 2 &, [16.1.1 &/

1.6 RFIOERIZE FICERN T2 LIk bR —2 2R 37 13T 24 Rl
LHREAEATHI LD, RO A R Y UBREID L OB R KR & AR ELE
RO HoEET S 2, [16.1.1, 18.1 BH]

(a5t

1.1 A2V CRANCE, RE. WRFEBIEHRCRHRNE, AIEORLRDNANARFEEHO S O
N DI, BEIZEINT BT TN O ORABIFICEE L TRET 52 L,

1.2 KANIE T ORA RIS AU 24 RSO0 mbERE TERZ 7R3 720, BRa0HA
X, B R VBRI AT A MNER S D,

7.30 7.4, 7.5 RANL, K TEGH%ICAFRN pH CEERILEA LI L, the QM NS5

ZENG, 1A 1LEIOR FEETIRIE 24 FEICH72 0 B — 27 NESH TRE LT b T1EM

BT RPVRARA LAY T u SRAITH D,

DA 2 AV RN DN S ARF~OY) Y B 2 W ST 0 IR FHI S ARFI~OG) Y B 2 Rie &

L

%
op



V.

aRICEI SIEE

$ﬂ®%ﬁ¢%@%ﬁ%%ﬁb\%E&@%%KE%LT&%#%’kﬁﬁg&t RE LTz,
Flo, ARV TTF L 300 BAL/mL BAI B AFNCO) 0 K 2 256 ik E i 2T
ZERBHOT, YV BEZFHIMPEE =4V 7% LT, BEDRE %ﬁﬁb@@%ﬁi (et '3
B a0ENRHDH, 2B, A AV 770X 300 HAL/mL B O AR ER O 1% 8 22151
(4 #FE) 12BN T, A AV > FF 0¥ 300 BAL/mL #H S+ 2 ) HAFNZ) D
BATBR. AR ORBLN L WMEM AR bz,

6 AFNT, BT R GRICARR pH THERLBRZEZ L, fha SR, INESh D Z e b,

1 H1EOKE FEETIFIE 24 KICH7 0 B — 7 B0 TLE LT MBERE T VEA 27535420
TR A o A o7 Fu J8/RITH S, AROFHGIERHOREEZ BB L, FRiofhoAf 2 v
BRI 5 O Y B 2 7 DR MR FRE N B B [REME N E 2 N A T2 DR E L1,

5. BRERALIE

BRERT—2 /Ny r—3
BEARR/NA

BRI ER

IDEAGIER

fREER A TS 71861 (4F#h20-251%) Z XI5 T v % 20.1, 0.2 N0.38 i /kg (#EE6MH]) % 5]
30 RN MEERIC B R T G- L7= & & TESTHAL 0 B K OV E B fE BRI 23R o B L7 -
Tz FEiz. MUE. WRFOE. AR, ﬁﬁmﬁ%@ EIX], BRI IC RSV CREHTRITRO b
Mmolz, ZIHDFRERNG, EERACE T 5 ARMEIIRIFTH -7z,

2) R #G#E Y

1RUBER I B 1601 SMEN) ZXfBRICT & A EH23.9507, H 211 H MsbE R AN K
BRTHRELEEE, U2 ARGLEEENRG L L SN AEREG L LT, EHMAEM
e OVEEMAR IS 378 BTz, & OO SMEICB T 2 818K O TE H IR E 13580 b
T, BERMICRHEIT o T,

75 A A Y IREEDIPENRE R T A — X KN T T EHEE2H BICITERIRREIZ
ELLEZ AR Eh, SHEETRD R o7z,

Q) AERMERFFER

E N Tl IR,

#) AFOARHREZ. L B 1A 4~20 BAL 2B FENT 08, 2ofo A 2 ) VR/EEZHFHAT 2 HE0RERE
E O RIZ. 1 B 4~80 AL TH D,



V. ARICEY 5EE

(4) tRIERIEER
1) BNMEREEEER
(1) HEAE 2 LA T H 2 BOGSUBR
B O TARRBIZEN T E/RE I, FEURARBROBERZEATEENHRRZIT- 72,
(2) D bR 2 S I

(2) iR

O1BUREIR I RFE 2kt & LT ilBR 49
[ N 1B R FB A 2 xSRI TH SRR ATEZ A b R A R Y HIH L gRE RN T v ¥
AFEIREE LT NPH b b A >RV 228G U, FEEMICITREM bk &
FEhi L7z (7% ARE:1286), NPH b hA > AU U8 :130%1), 7> % AIXNPH t b
A A Y L~ HbAlc fE (JDS ) DZALEIZBWTIHAEMETH 5 2 &3S vz
(p<0.0001) , HbAlc fEDEALIEILT o X AREICE W T-0.15% T, AERIE FTAL LN
7= (p=0.0061), £7=, 7 ¥ AL NPH bt hA R U L W~ RFT2EIE R (FBG)
AR TS, FBGEIZ T v ¥ AHRI#% T 37.7Tmg/dLIR F L7z, S HIZ1H
Mm¥E7e 77 A UTLHTHER (BRAT - % & sRERT) 200 & 28 IF 2 b2 & |
T v B2 AE G CHIRRT, 4 BRNE NS A B 5% O MBEE A A BT U7z, SE AR i X
SfFRRE & Y] B 2 14 (430 ) 1 X0 U 72 2 B 530 R A IR CIR i BER] C 221 2R o
=, WHURIMAEIL 7 > % ARECHRBUFE D D 7o b o T, £, EIEKMPEIX NPH & h o
YAV CRETCIIBE R IZERT T 5 DICK LT, T o F AFETIIH BN E O IR 17
WP 2 2 Lid ot AEFR, EERKME LK OPUREAICB W CHERBICHE B2
RO LR o T, RWERORBRIL, 72 AR£10.1% (14/138%1) TH Y . F72El
TERNIZ, HERE 2R A AE & OWE PRI PHERENAE 23 2 I E411.4% (2 /138%1) Th o7z,

HbA1cRUFBGNOZEL

B FUHA NPHt h ARV >
R E E
n | GBI | BT | 0B | n | RGBT | IREKE TR | 2L
HbAlc
(JDS 1) (%) 128 7.71 7.57 -0.15 | 130 7.84 7.83 -0.00 p<0.0001
FBG(mg/dL) 126 176.91 139.21 -37.71 | 126 169.41 173.76 4.35 p=0.0003

a) : HbAlc : t-# €. FBG : Wilcoxon &



:Al -
V. JAEIZCEEYT HIER
6) TiEESD.
9.0+
8.5 _ T
HbAlc 8.0
7.5 — g i
7.0
08 438 88 128 16:8 2018 2418 288 KERTH
Bl (128) (126) (123) (117) (121) (119) (118) (122) (128)
HbA1c (JDS{E) DiFe
HbA1c (JDS{E) (%) DEILE
e 5-BHAGE B 54 TR AL R E
7.71+0.84 7.57+0.95 -0.15+0.66 B
(128) (128) (128) P=0.0061
TR EREREZE, () PNIEBER  a) Signed Rank #7E
(mg/dL) 5
250 - Fi91EES.D.
200 4
FBG
150 4 -
100
018 48 818 128 163 2038 248 288 HERTH
i (126) (125) (123) (122) (121) (121) (117) (122) (128)
FBGOHF
FBG (mg/dL) OZE1LE
e 5-BH AR B 5T EALE e 2
176.91+69.85 139.21+58.54 -37.71+83.65
(126) (126) (126) P<0.0061
W R RS () PNIEBIE  a) Signed Rank #i i




V.

AEICET H5IEHE

(mg/dL) e P 5 BARARE
300 - —— 281FRF
*:95%(EREX AN
LERIE<O
Fisf

250

5 200

m W B

150

100

HRA HRHE BRi BR#% SR IR%  MEE
K5 PGS (121) (118) (120) (119) (121) (121) (119)
28 8 B il B (115) (112) (112) (113) (114) (112) (111)

1BmETO 774 )L (FEHiE)

@2BIEIRIR R E b L Lzl 67

[E N 2BBE PR3 A 2 xSRI, TRRofR 0 MAERE TR E 7 v 2 A E i3k E LT NPH
A AU CEFHARICOFHE LT, 28HM&Z S L, FEERIITRER skt 2 5206 L
7= (% A% 1416], NPH & hA > 2 U B 2 134%1)

& O M pERE TR AvA =y L7 (SU AL SUAI+ a-2 U 2w 7 —EBHEAL

SUAI+E 7 TFHA FAl, SUHI+ a-27 ) as F—PHRER+ 7T A KAl
S8 ZENPH b hA > 2V &~ HbAlc i (JDS ) DOZALEIZIBWTIELIET
b5 Z & PRAE S 172 (p<0.0001), HbAle fEDZEALEEIXT & AREZHB W T-1.10% T,
HEREFRALN72(p<0.0001), 7> ¥ ZINPH & hA AU > b e BARTZ2AE R
A (FPG) fE 2 A B IR F S8, JIRFHS T 6% A O RRiiiEHE 2K T S/, FPG
X T v % AZ 5% T 46.29mg/dL K F L7-, 7% ARETIZ.NPH & bAoA R B
&R BT ORIMBE R A D 22 < | EIERIMEEF B W CH1H 238 U CHRE ORI IC 8
PLUTRRT L Z L3R oT, o, RERBBRAEE TERWAEFEZRITI W THlZEAl
M CEIL Ao 7o, RITER OFBLRIL, AAIEET.0% (11/158%1) TH Y . FemIfEMIX,
WEPR I EREIEIE 232.6% (4/1568f1]) T o7, % 5-28ME M2 MiSEAIHE CHUA EA-23
TR HALEA, BEARAER - A IZRET AT RIX 7o 7,

HbA1cRUFPGNDZEL

TN A NPHE RV >

FAmE E e
n | HGEMARE | B TIRE | BB | n | RGEARE| RO TIRE | 2
HbAlc
(JDS 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-#E. FPG : Wilcoxon €




V.

AEICET H5IEHE

(%)

F#EES.D.

10.5 -
10.0 -
9.5
HbAlc 9.0 -
8.5 I
8.0
75
08 458 88 128 1658 2058 2458 2818 KREKRTH
5% (141)  (140) (141) (137)  (135) (134) (132) (129) (141)
HbA1c (JDS{E) D
HbA1c (JDS{E) (%) DZEE
B 5-BAAG I B AT AL RE @
9.07x£1.05 7.971+21.02 -1.10%0.93
(141) (141) (141) P<0.0001
TR EREREZE, () WNIEBIZ  a) Signed Rank BE
(mg/dL)
300
FHE+S.D.
250
FPG
[
200
150
0B 4B 8B 128 16 208 248 288 HBERTH
ke (132) (131) (132) (128) (130) (126) (124) (125) (139)
FPGODHR
FPG (mg/dL) OZE1LE
$& 5-BR AR B 54T R AL g RE @
204.42+52.22 158.14+51.09 -46.29+54.72
(132) (132) (132) P<0.0001
TR ERE R, () WIEBER  a) Signed Rank 7€




V. ARICEY 5EE

2) REMRER

(1) B 5 ©
HEE MG TRS EHiE 7 v ¥ A% G iz 1 BRI B 73 51 K O 2 BURE IR I
B 62 HIEE 135 il 2 %I RICE 56 M T v 2 2 &5 L, etk AR ma Lz,
KR BIR 2 5 T & RWEEFGIE 1 BRERIA 10 41(13.7%) . 2 BUBEIR T 10 6511 (16.1%) .
204 (14.8%) THVH ., EHEGIZIVEMT 52 &idhrol,
P bA R Y PRI 1A, 2 BUBEIRIF & bR GRIR CRERETR O h ol 17
TNAXUPURIT 1 B CIIAERZEIT /< 2 BBERE CITABEREME R LIz 0D, W
NOFURAE & & T RFOEIZRTRABRIE THRRHC R TR LT, £/, A VAU U T LY
—HDWVITHURMEN DIV AEFEFRLRDO ORI -T2,
HbAlc (JDSMH) 138548 T & B 5 BRAARE & % Lb 7= 2 BB IE, 1 BOBEFR G T13-0.10%
BT Do Te Ay, 2 BUFEIRIN CTlE-1.12% E A EZRIR N AR L, 28 MU S 56 £ T
[RIERIZAHERF L7,
A A UEEET, 1 RERP I LT 2 BRI CIEE B L7,

(5) BFE - WEANEHR
1) /N1 BB IRIG R 2 g & L=l 910

R 6~15 D/ 1 BUBE RIS ERE (FMEIN) 349 Bllc, NPH & R A VA U > ZxIRIC L CGHE
e M A2 CRFIE OOFRIZ L D 28 M (R &5 CH B R iR 2 E i L 7=,
7Y a~tEZaty (GHb) IR ERIETT v % AHET 0.28%.NPH b hA 2 VBT
0.27% DM %R L, W CHEZEZRO M7, £/2. 70X A X NPH & hA AV
L FBG 2 AEICIRT S¥ 7o, JEMErE R il & RS sE S (R o 1 e T 22137
<\EWEHORBRIL, 7 X ARET 7.5% (13/174 ) TNPH & hA > AU U LEEETH D |
BEVEIZOW T, A RIS, NPH & bAoA VR U 2 b R THRRCEITRO DR o Tz,
T B ARED ERREIWERIE RS ERAL IR K OV 7 (U RS A3 AL 40 1.7% (3 /174 Hil)
TohoT-,
728, NPHE A > AU 1 H1EHFEGLLIZFRBA TV EZ O, 1 H 2EEENSO
Yz HEOHEDOEGIL29% TH -7,

GHbZEE. ZEEBIILI—RLETLERUVEIER

A NPHt hf XU
GHb 2L (%) 0.28(155) 0.27(156)
el 7 v 2 — 228 K (mmol/L) -1.29(173) -0.68(172)
BIEH (%) 7.5 (174) 7.4 (175)

() DA FHAL R 54515

2) /N1 BUBE R IR R A kP G & LT ilBR 1112
WS T 1~5 5% 0 1 BUBERRIR A 125 6] (7 > & ABE 61 B NPH & bAoA > 2 U Bt 64 fi])
AR L LTThNEERRER (NPH b R > 2 U xR, 24 BERG) 1B W THESHIL
ATHE ] b skl 2 920 L 7=,
TEFHMBEH TH HICMEHER B R (BE D0 OFEMBEIL) X, 7 X ARET 192.75.,



V.

AEICET H5IEHE

NPH bt hA RV UBET 168.91, FHIZHELIL[95%CIIE 1.18[0.97-1.44] T, 7 > % AL NPH
B hA A ATK L, (RIEHERBRICEE U CIEL IR TE o7z (FEHPEBRAE -
1.15) , 1 Bl 7 a— 2B b & 13T o % ARET-0.2 mmol/L, NPH t hof RV
#C 0.5 mmol/L, HbAlc Zfb &%, T > % AHET-0.048% . NPH t ko > 2 U »HET 0.045%
Thote, AEFRICOVTIL, 7 X ARET 40 #1(65.4%) . NPH & ~1f > AU UBET 43
%1 (68.3%) & MIFECRIFEE CTh o7z, RIEMORERIT, 72 2R 1.6%(1/62 ) TH Y |
fHIR CH -7z,

I AFIFEC RN T, Rl SIERNT 2 2L ETh o 72,

EmMEERFE, FTHIAOLFIIILI—XARUHbATcDELLE

T B A NPHE hAf RV

(n=61) (n=64)

192.75 168.91
IRIAEE RS B (f/ N4F) B I[95%CI]: 1.18[0.97-1.44]
V¥ Hi 7y a— 2% k& (mmol/L) -0.2 0.5
HbAlc Zib& (%) -0.048 0.045

ORP=3-3: 01 3¢
1) ERARGERAE (—REAKGRE. BEEAREHAE. EARELERE) . BERTHE

T—AR—RFE. BERTEERABRONE
BEEDORE., 702 2A0HIME, ZEMEEIZHOWTITEICRIBER VN L S, HEE SR
ROIREIIZ R, FHEL O EICE R IZ 20> 12,
BRAMMPICER L7 2 AORERFBEHERESEOBE L, LFOEBY THD,
Lo N ICk3 2 Ak - H&
il I RCAR AR AT
BERE, EIRIEEZIT o729 2 TA VAU URRIEN IS & 72 5 2T RIE B & /TR
AFEMBE - L<I3ho A > 2 U UK L OO RIEICR T D% - Atk
LIEMAEUNLE LTz, TOFER, RAOREESCHIMEICBE L T, FRHCHEL 22> 7= FIH
o, BWEROZEMIC W TIE TVI— 8. EWEM ] DOESM,
B E TR R O ks PR & o fFICBI 3 2 A (2BUBERE) )
BERE, EIREEZIT o729 2 TA A Y URRENHEIG L 72 5 28 RIF A IR 5
ARF &R 0 B TS OO RO R EVE - ARSI T DA IE LT, £ OREE,
ARHFN DML H I LT, IR L R - FIH T e o 72, BIWEROFEMIZS
WX TVII— 8. RIEA) oHEZ,
FeEfE AR A (REIEAICBI T 2 384)
A AN RIENHEIG & T DREIRIFERE E RS L LT, ARG8T R et
CFRICTESEAT O B T IL)  « AR T 2R A IWEE LTz, T ORR, AFloR4
PESCAHZNMEIZE LT, FrICE & e o o FIIT e o 72, BIER OFEMIC Wi TV
— 8. RIfEH) DHEZH,
e AR (R TBLHE PR Ip (23 2 TR AE)
AHN % e G- ST N VBRURE R B & b RIS et - FoEICBT 2R E INE LT,
ZOREFR, AR OZEMESCHIMEICE LT, FrICHE & o FHIT 2o 72, BIEA
DFEAMZHONTIE VI— 8. RBIEM) DEZMR,
18—



AEICET H5IEHE

2. /NRICK 2 HiE - HE
FE i RRAE A NI PRI 603~ Dl ) 19 ¢
ANVERIRURE PRI RE B M5 & kPG, LAtk - AMEICBET A ERANUE LTz, EOREE.
ARFN DL EMELCHNIECE LT, FRCHEE e o T HH TR o 72, BIEH OFEMIZS
WX TVII— 8. EIEAH] OB,

2) RRBEMELTEEPEDARRITRRE LIFAE - REBROBE
M L2a

(7) Zhith

1) 1 H2EEGOHREBA 2D BB BARF~DOE) Y 22D T 19
RN M OCKECEME SN 7-ANORERIZEITAH NPH & b > XY > 1 H 2 [EES)HLOH]D
B2 HBEOREOESIX. ThTN 14% K 21% Tho7-, 728, NPHE hA AV 1 H
1~2 [A3 5. %252 1 TV BB 2RI, WS TRz L 7= S5 1 BRI RBR DA 20 & 204
PERGRE 2 LR ISR,

GHbZLE., ZiEBMmMb I IILa—RAELERVEIER
1 AR IFARER (BA)  + BRIN 1 AR IFERER (BkAN) - RE

—. NPH —. NPH
TSI Ehryzyy | 7772 ERAAY Y
GHb 21 (%) 0.21(283) 0.10(274) -0.16(256) -0.21(262)
ZERE e 7L o — &
JUE (mmolL) 1.17(280) 0.89(274) 1.12(244) 0.94(258)
EIER (%) 12.7 (292) 13.3 (293) 22.0 (264) 18.1 (270)

() OEAEIEFHAL R 54515



VI. EEHEICEHI HIEE

1. EEZHICEAEHHILEVMRIILEYE
BIEA A Y HLE|

2. EHEAR
(1) YEREBGL - EFAERF
YERF

AVRY 2 TINNF ATFED pH fHk TIRWIEEMEZ R X 9 Ikt s ivice hA R
YTFa s Thb, A VAV TINXCOERFITH DT X AT pHA OREATEF 72
W CTH D), B FICEE T 5 & EBICABN pH I X 0 722 b 2 k3 5, BT IS
mbt:@%%%m%4yxu>/7§w¥yﬁﬁﬁmﬁﬁb\&Tm%m¢mﬁﬁ¢é:&
D5, 24 FERIZ O VIRIE—EORE TH LR Y — 7 2R S0 PR EHER 2 R~ T,
4/xj/&04/2)//7?»%V%€@%@%§%@E%ﬁ%¢i 73— Z @D
NS D, A AV U ROZEDOFERIL, RIHICH T D7V a— 2O AT, KRB
LKOFEMIIC X DV iABEREL, ETFICBITLH 7V a—RAEALZRETHZ LI T
MEFEZ BT S5, Hio, EANMEZAEL, EAGKEZMRET D L L bic, IR
J D HNENI S R A THE T %,

(2) FEMEZEMITLHARBIE
1) M bERE T 1E A
ORERERR AT D IEF M7 7 > 7 3B X 2 iR ~ER 19
AARNERRAS T 15 Flic, 70X AKONPH & A > AU 2 0.4 Hf/kg K7 T &
R HEIE R G L, 30 REfIERMAE Y 7 0 EIC LY 70 2 AOEI )2
7o IMFERE FER 2R3 7 v a—2EAE (GIR) OHEIL, NPH & hA 22U B HRE
Tl E5% 2~6 R OMICH B B — 7 2R LTed, 7 v X AZE R CIR RS9I
R U, RIS LT, 72— RAEARD AUC-s0m 2 W SLAIH CHE 72
IO o T,

BEBABRFERNEZELTS VAR NPHE FMVRY VRV TS EREBAEIRTRE
LEEZEDTILO—RFZIARDINS A—A

INTA—ZF F B A NPHt AR Y 77K
AUC ©30m (mgrkg) 8152 (28%) 8966 (36%) 5331 (50%)
_R—ZF 4 (mg/kg/min) 2.1 (50%) 2.5 (73%) 2.1 (62%)
GIRmax (mg/kg/min) = 10.8  (25%) 1.8 (31%) 7.7 (31%)
tmax (hr) 2 10.4 (3.1;29.6) b 9.6 (2.8;27.0) P 9.3 (1.4;283) b
Late tso, (min) ac 1757 (976 ; 1796) » 1408 (755;1787) b 1782 (1632 ; 1798) b
a : smoothed GIR #t% (Fit2 DR EM & Ao T3 HE LW LIEOHERE) HHRD - SEHIE(CV) . n=15

b e (/ME ; fROKfE)
¢ : GIRmax ?é'J %Tﬁ GIRmax @ 50% {EET L7z H%E FEﬁ

W) AFOARHREZ. L B 1A 4~20 BAL 2B FENT L8, 2ofoA 2 ) VR/EEZHFHAT I HE0RERE
E O RIZ. 1 B 4~80 BAL TH D,



VI. EEHEICEHI HIEE

TGV A

5| i e NPHE AV ARY v

7V 3 — R 7E A (mg/kg/min)
w

T N Y T Y |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
# 5 & B ()

BEBANZSUEZARUNHE b VR VEERIETHRELT-
EEDTINA—RFARDHERS KATFHERV T4y hh—T)

ORI 33T 2 BRI B G-IRe oD bR TR 19
R A 206 (UREN) 12T o Z AR E b oA 2 Y &0 /kg 4 3053
THRHER RN G- L, EWE7 7> 7 EEROCWTRFILIZE &, v a—REALD
AUC©-6nDI0%IEHEIX LRI O F AR OFEHENTH Y | WAl MR FERIXRZ%CToH

% Ll S,

@1 BUpEIRBE SR B IEFIMEE 2 T o 73 BRIC X 5 b FIER 17
1 ALBEPR IR 20 5] (AEIN) 127 X AKOINPH & R > 2 Y > 0.3 Hifir/kg % RKERES
K%E&T&QL\Eﬁﬁ%7?V7%f?V&x®%ﬁ?%@ﬁbkoﬁw:~2@ﬂ$
OB DGR DIERNERT 5 £ CORRRMIZ, 7 % A TIHIZIX 24 Kl Th -
Too T B ABEHRED IV a— A AEORBIL, LR E— 71X @6%# AR HE

B L7,

6n
=
g 54
T
I
& 4
g =
Q ) :. ——7‘,'9X
g2 . . EzEEE NPHE KA R
K 29 F .
I ' ™
. .
=
™

30
HE#ERE (hr) A BREMET

1 8ERKBEE WMEAN) IS5V ARUNHE R URY V%
BRERTHRELEEZDTILA—RTARDHTE

) ARHIDK }S)ﬂ% T01 B 1A 4~20 WAL Z B FIEH T 2080, 2O 2V B EZ T 258 0k 5 &
GO MR RIZ 1 A 4~80 AL TH 2,



VI.

EMEECET HEE

\.

@A X &2 AN MPEETEN (i vivo) 1®
R Te—2 L RicEe b2 NPH B ARV A A TT)F
Y? 0.15 KT 0.30 Hifr/kg Z WA PG L, bERE FERZ#RE Lz, A1 A 7
TR NTFYE FA AV NPHE R AU 2k L, S 72 fopirE FEF O
FHOERE R OIER 3580 v Tc, Z R, [Al— &AM Cix, mbEkE ~ER o dhi#f T imfg
(AUC) IZIFFERZTRO o1,

1R JZIEL

e ViEi] o N O U D NPHERT> XU

(mmoliL)
45 i i

4.0 - -
Jm W
n _W _
x v
0.15 Hfir/keg |

3.0
0.15 Bifi/kg | 0.15 Bifif /kg

2.0
(mmol/L)

3.0

2.0

45}
40F i k
it}
m o I I
& "\\M
0.30 Bifir/kg

0.30 Bifir/kg

4 8 12 16 0

BEEIHE

T T T T T T T

4 8 12 16¢(hr)
(n=16~42, F9{E+S.E.)

BEE—TILRIZEA VR VREIZERIRTHRE LT & EDMmAEE

2) A VA VRFIEIOA AU ERRIRT -1 (IGF-1) ZFEA~OfEGHE (in vitro) 19
DA > RV 2R IEREARE
TEFERL N MO8 2 FUBE R BB E s HEREL L7- & MAMAIAAS (vastus lateralis muscle) A
ML VIR L I R A N T, A VR VIR DORE A RE R LTz, £ v A
VY ZINFDA LAY CZFE~DREREIT. & b R LD D5 WIEZ L

TThHoT,



VI. EEHEICEHI HIEE

a. 2R A Bk B8 A5 #lRE b. 2ZUHEFRR B & Ak B IR A AL
(%) (%)
2.5 2.57

n
o
1

2.0+

=y
(8]
1

1.5+

—_
o
1

1.0

AR AEA R
(BR100ugH = D%)

ot
(6}
1

0.5+

0 | T T T | 0 T | T T ]
0.01 0.1 1 10 100 1000 0.01 0.1 1 10 100 1000

SR (nM) SR (nM)
—— ER X)) —.— LR GIINEY
—t— |GF-I (n=6~7.F19{EXS.E.)
b MEEERGHHEBEA VR UZSRAEADES
-t AR v (67pM) OFEEIZHTT D E hA R Y
IGF-T RO v 2 > 7T L GRIIEO Ve

E MEBEBRGHEOA VR URBERADES
ICs0 (nM) @
EhAfLRAY > AR TINFX IGF-1
fat Bl N H R S Ak e 0.72+0.26 1.07£0.29 61+26
2 TR PRI BB H R B A A 0.71%+0.16 1.59+0.62 104+30
a) : -1 2V OfE & 50%ME 5 AR E A FEAERR S n=6~7

A4

QIGF- I Z & IRHE A HE
Eig (2)-© ) LR—0F%ZHANT, IGF- | ZFE~OEAREEZ R LIz, 1 AV Y 7
TNAXNIEBETIIE bA 2V X0 EWIGF-1 2R/ EHEAREL R L2, IGF-1 H
ROFEARRICIE LEBETH - T,



VI. EEHEICEHI HIEE

a. fRERL A B SR B R Eh RS b. 2EUEFR R E SR B A5 RS
(%) (%)
151 151
s
%S 10 10-
SN
R
TS
L s
(O _ i
ORI 5
M
O T T T T 1 0 T T T T 1
001 01 1 10 100 1000 001 01 1 10 100 100Q
SR nM) AR (nM)
—— EN R — (LR GINEL
et |GF-1 (n=6~7.FIELS.E.)

E MEBEEHRHGMED IGF-1 2BAR~DKEE
I-IGF-I (13pM) DOfE&IZx T o M 2D |
IGF-1 KO AU v T F )X YR OAEH

3) MRS TS (in vitro) 19

FER(2)-Q ) LE—DOFREHNT, sH-F I P OBOALZFEE & U C R RS 2 fa st
Lo A2V TINF NI " A Y T L TR TOEES LT,

a. 2Rk A B R B iR AR b. 2BV ¥E R B E B K B8 E#ERE

(%) (%)
3.0+ 3.0+
< 251 2.5
"<:,él % n=7
28 2.0 —— ERR
S —a— IGF-1
! 154 —— (LAY TINE
I;\-Ii 8_ 1 0- (F9fEES.E.)
it o4
S 057

0 T T T T T 1 0 T T T 1
0.01 0.1 1 10 100 1000 0.01 0.1 1 10 100 1000
EHR (nM) EHlRE (M)

E MEBERGHED H-F IO UDEHAA
S H-F IV OBUARICHTHE FA R Y v,
IGF-I1 KO A v AV v I X DfER

(3) VERASRIREFRT - FrirEfa

YEASEIRERT (hr) @ 1.11 17
VI—2—(2) — 1) IpERE FEH ] DESMH



VI. EYEREICEAT SEE

1. MPREDHEFR
(1) BEEESmbRE
AR L

(2) ERRGBRCHESIN-OPRE

1) Hilm|# 5. 15

OERERA
R A ST 15 Flic, T2 AKNPH A > 2V > 0.4 Hfi/kg KO 7 &Rz EEHIC
HEZ MG L, 30 RFEIER MY 7 AEICE D T 2 2ADRNEEZ R LT, 7~
Z 2B EH#BOMIETA AV AR, BN BA Lo, #5530 REf#fZ £ ik i
HERBE TR L, DR — IR ERholz, B, A VAV Y TIIFX U TRR
RIA EIFBEBRNETH > 72720, FWREIZA 2 ) VREE L TR,
MRERE FAERIZ DWW TIE TVI—2—(2) —1) fbERE TIEH ) DOESME,

BERABFICSUZRARUNHE b VR VEBEAKRETHRELIZEZD
mEFHRA R VEEDINT A—4
INT A—H FUHR NPH t bR 7R

NR—2F A4 (uU/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) a 4 (1.5;24) a 14 (0.5 ; 30) =
a: PR GR/ME ; R EEME(CV) ., n=15

300 e 522 .
2;27 5—5 Eg@-‘g—::{/;()/
22.51
20.0
17.54
15.01
12.54
10.01
7.54
5.0
2.54
e I s o e L LA s e e e e SR R
-5 0 5 10 15 20 25 30
5 %EE )

BEBRABFICTIVARNHE F VR VRV TS REBEIRTRE
Liz&EnmiFha VR ) VIREHRE (RAITHIE. n=15)

miEsh 1> x> E (ulu/mL)

) AFIOAGRAREZ, 1 B 1Bl 4~20 HAL 2 KE FENT 208, Zoo1 o2 ) VBRI T 255085 RE2 50
T-HERFREIZ. 1 H 4~80 BT TH 5,



VI. EYEREICEAT SEE

@1 BpERp B 17
VEDRER I A 208 (AMEN) 12T > Z AR ONPHE kA A Y 0. 38N kg% KEREIZ HL
Ml TG L, IEWIEY 50 FIETT o 2 ADKRNENELABE LT, T % AEE# DI
EPWEREA > AU CREIL 7 T 7O 2@ U UIEFHICHR L, bk —2713
RO LRI T,

(uIU/mL)
3~

30 = SUAR

#

b

AR - NHERAYRYY
R 09y

ht uﬁ/ ELEN

¥ 154 / 0

ﬁ‘j &W 0

gﬂ& 101 eativee,,

iy

g

-0.50 4 8 12 16 20 % 28
& fd (hr)

1 RERREE WEAN) IZTS5V2ARUNHE R4 VR V%
BHORTRELEEEZOMBRER A VR VEE (KAFEHE)

1 BIBERRIFEE WEAN) Z2XHRELTIUVZARUNHE A VR V%
BERETHRE LI-EEDMmMBERERA VR VEED/INT A—4

INT A —H A NPH t b RY >
_R—2F 4> (uIU/mL) 16.0 (63%) 14.3 (78%)
AUC ©0-end (pIU-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;10.5) 2
a: Pl (R/ME 5 BRAE) THJfiE (CV) . n=20

2) K #e - 320
1 BRI 16 ] GHEIN) IS BFEOREEME (14~34 H6) % 11 B, EHICRE
BTG LIZEE, ARV TIUX L THIIE LT ig Pl o AU ARED /ST A —
B SARFNOEFEETRD B o7z,

1 BIMERBEE WEAN) ISV RERERTEHEELI-EZ0D
MmEPBEHEA VR VEE (AR Y TSILFXUBE) OIS A—4

INTRA—H #5.2 HH #5455 HH #5512 H A
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 o240 (ng-hr/mL) 19.5  (63%) 17.7  (63%) 20.3  (51%)
R_Cmax? — 0.98 (29%) 1.25 (49%)
R_AUC 2 — 0.92 (26%) 1.14 (37%)
CLtt/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 2HBEKW12HH 2HABDKL I (CV) . n=15

b fAxfEHE 7 VT TR

) AFIOAGREARET, 1 A 1 El4~20 HALZ2E FENT 203, 20ooA 2 ) VHRZ T 2550585250
T-HERR R, 1 H 4~80 BT TH %,



VI. EMBREICET SIEE

(3) chs
BB L

4) RE - ftRAXOEE
AR L

2. RYRER/NT A2
OF: Livep-
ek L

(2) VR E TS
BB L

(3) HEEEER
PG R L

4 2VF7Z3 R
MR L

(5) HWMBEIE
REER e L

6) Tt
KPR L

3. B&EMH (REaL—>3v) @
(1) #BH A
BB L

(2) IS A—BEHER

BB L

4. MR
() EB07 + 2 TR

(2) B 5EAT K 2 WU oD L 21 22)
fERER AT 12 ] GMEAN) 1T, BL-A AV > TR 0.2 Hfi/kg & LEEHS, KBRS



VI

EYEREICEE T H51EE

RO A TG L- L &, Mg o 2 U e My ToMNErEA > 2 U IO
(I OHERB I 2T A DR o T, o, MIEFRA A Y REROSNAMEA 2 Y
BEED AUC KO Ciax, MFEED AUC K UK TR E G CH B2 TR O b
ST, TRHDIZ NG T 2 ZAOEBEWERITEGAIC LD ZEIT VW B2 bk,

120 —o— LBk
...... s
110 A jcﬂlEnB
--m-- {5 R
100+
s
» 907
E
& 8o
#
70+
g
60+
50+
40 T T | | T | | | | ' T ' |
0 2 4 6 8 10 12 14 16 20 24
BE5 %G

BERABREF GEAN) 2Pl-42RYY 5LV %
HEKETEEL-EEZDMmMBEEDHT

BEBRABF WEAN) I2Pl-A2RYY TS XUZHAERTERELIZEED
mEFERA R, NEAEA VR VEERUVMBEED/INT A —4

N S e AUC (0-24hr) Cmax
FEATIL (uU-hr/mL) (WU/mL)
M A 2 R Y R
s 10.9+1.5 19.2+6.9
FIRE 10.7+1.4 17.5+6.7
JE 10.2+1.5 15.0+7.0
N S e AUC (0-24hr) Cmax
FEATIL (uU-hr/mL) (WU/mL)
MyE P ARPEA 2
s 4.2+1.9 11.8+6.4
FIRE 43+1.8 10.7+6.4
JIEES 3.6+1.8 8.0+6.4
e B e AUC (o-24hn) oINS
FEATIL (mg-hr/dL) (mg/dL)
T
s 74.5+3.2 23.5+4.6
KRR 75.4+3.1 22.6+4.4
S 75.9+3.2 20.8+4.5

a : HBHTIT XK D L

FHE YRS, n=12

) AFOAGRARIE 1 B 1 E4~20 BALE B FERT 508, 200 2 ) CREAZ T 256 0Kk G5 &5 50

T-HERRRIZ. 1 H 4~80 BT TH 5,
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VI. EYEREICEAT SEE
5.

5%
(1) ik — AP BB
BB L

(2) Imi%—RaBEEAPTEE S
M ERR L
<BE>
7 v MREA~DOBITHE 29
HIR1ISHED SD AT v MBI+ AV v FINF &4 41 Hifii/kg R TR 5 Liz& 2
Ao 1. 4, 24 BRI O W ORE T FARA~OBITIHEL | Mo i K OSKERRPS o e i
I RFEIMAED 18% LA T Th - 72,

@) Eit~DBITH
M ERR L
<BE>
7 v ML~ T 29
WEFDOSDRT v b (DWtk 7005 14 H) 12 151-14 AV > FI0X % 50 Hifii/kg %
THELZLE Z A, RBEEREORBITITMARIC L L TR IZE - 23, &z A v 2 v
77 NVX ATHIHINIBAT LT BEHED 7T.8% L FTHh -7z,

(4) BERA~DBITH
BB L

6) ZoftoMER~NDBITHE

BREERRL

<BE>

Wister 27 v M WBI-A R Y v FT0F 24K 41 Bfilkg B2 T &G L, £ ORA6es0
ERERINC BT A — T VAT T T 4 = TRET LI & 25, &5 1 BFFRIRICITHRER, BIR R
BLOENE. B TR, BN RE K O G B RE D AT 3 B LT, A REIREE 13X 5
4 REfEITRIC % < DR - llas ChmEZ R L, 5 24 Beffg TIERRI, G0, B, K
J&. L R ORI BV TR RS RS Bz 29,

(6) migElfEaR™
5] 4R v IO MIEER & OREA % Sephadex G-75 7 7 MBI 5 IEHE
DR RE = bfEt LT 2 A, B MIUEER E OFREE AT EAERSR (In vitro)



VI. EYEREICEAT SEE

6.

X 8

(1) RBEGR R BRE

fEFRRRAIC T > & 2% 0.6 Hifii/kg (0.022mg/kg) Bl T #5- L, #5500 B Tk & 0 04T

LickZA ARy T ROMGEHY (M1 XX M2¥) 0L 38 S 4L, #5656 KRl

IR T DA AV I LG (M1 KON M2 Ofa) & OF(EHIL 5T :

43 Th o, MBEFITITA w2V v 7T o G (M1 U3 M2) RKOM3 b Shve,

KI5 ERERCN 4

ik 72 A%0.6H/kg (0.022mg/kg) H[EIEZ NG L, 6KFM#% I M & O G500
BT Ak 2 BB L Tt L7,

M1 : 21A-Gly-t& bAoA R Y
M2 : 214-Gly -des-30B-Thr-t ~ A > AV >
M3 : 212-Gly -30Ba-L-Arg-t A > X U

(2) RFIAEAETLIBEBZECPH DHFE. FE5X
BARSAYA

3) HEEBHNRDAERVZDEE
A L7

4) KEMOEEOFERWEMEL., FHELE
1 BBEPRIP B 34 Bl & XIBRIC, 770X 0.3 Hifir/kg (12 61) | 0.6 Hfi/kg (11 41) | 1.2 B
fifkg (11 61) Z#5 L., 30 Bfiin /v a—2 7 5o 7kl & 324 Lz, 7V a2 —ZAEARIT,
TINKUHERGHEICER L, 770X 0 FERFYTH 5 M1 O FRE S H &R A
FH U7, M1 iREED AUCo sofElE. GIR AUCo-30 i & IEDOFHBI 27~ L 7= 29,
<BE>
HRTOTy MZBWT, A AV Y Z7IAX 0 R M1 KO M2 &2t 2 Hifii/kg
H[A TG #% O MR TERIZA > 2D v 70X LIRIERBEOHERB 2R LTz 29,

) AFIOAGEARET, 1 A 1 El4~20 HALZ2E FENT 208, 20ooA 2 ) VRZ T 255058250
ToHEEFRIX. 1 B 4~80 i TH 5,

HE

M ERR L

<BE>

1) SR

Wistar 527 > MZA RV YV I VFX %K) 55 Hifir/kg L TG LIz & &, JRPIZA R
v TIRIRH S e o T 39,
E— T NVRIZA LAY v TINF &K 1.4 Bfiikg TG LIz &, H&54% 24 FFE £ T
2, BEHED 0.37%0A AV Yy FIAXr L LTRPICHEI Sz 3D,



VI. EYEREICEAT SEE

2) N A P
Wistar 527 v M 1BI-A > R Y T I 0F 0 %2H) 256~44 Hfii/kg 2 THE Lz & & 5%
8 B[] & TITHR G- EDH 0.9% D S BEA IR FRIZ PR X du 7z 82,

8. FZUVARKR—A2—IZEHT 51EH
AR L

9. BEIZKBBRER
MR L

10 REDEREHI HFE
s B L

1. Z0ih
BAE R L



I. £ (ERALDEEF) ICETSHIER

1. Z2ERBLETDER
RESH TR
2.

EERRNELZNDEH

2'*_*E.

22 (ROBEIZFIFBRELEGENIE)
2.1 [RIBEER 2 2 L TWABAE [11. 1.1 BHR]

2.2 RRNORS IO A > 2 > 7T RFN S DI BUE OBEERE D & % B
(fia%)
2.1 AFNIMER TEREZ AT 24 AU T Fu 78#EITh 5,

IRMBFER 2 2 LTV D BEICAR 285 LI25A ., (RIIEEIR 2 B S8, EE 2K MpE A
KETHAREENREZOND =D, 0L 5 REEFEIIIAFORE LTS 2 &,

(CERE 18 42 8 A 21 A+ DA T5 148 538/ 22 Xt SRR F 55 [VII— 8 . IfEH OS],
2.2 REIXIMDA A Y > 7 Z 0 CBFI ORI 3 U BUE O BEAETE DS & % B3 T, AH
DOEHAZ XV REROBBIER H SN DBENNHHDO T, B EFHE LT

(FRE 13 4 8 A 21 AT DI TH B B3Ry 22 400k SR i S 15 8 )

RIE LT,

RERIINRICEET HFE L ETDER

(V. 2. EESUIRICEET ST 22RT5 2 L,

AERUVRAEICEEY 5XE LT DHEH

(V. 4. HIELAOHEICEET I HERE] 22RT52 L,

EEGERTIE L TDER

<TUBAEI B AL —>

8.2 (RMFEIZRIT 2RI HOWT, £ OXLE S GO BE K OZOFRICHARIESE DL Z &,

8.3 A AV FIFXL 300 HAL/mL BHFID S AF~OY) 0 £ 2 B2

8. EELGERIERE

8.1 AFIOHCIEHICH-> T, LTFTOMICEETAHZ &,
B BIEICOWT S RHAEIEEZEmLI-0L, BEHOHERICHRETX L2 & 2MREL
72 LT, EMOFERHEEDO S ETHEETDHZ &,

c ARANOE R DT> TE, BT AN OERERAE LT L O HEET 52 L,

* T ARTOREOREIRBEIEINEZ O THREEZMIET 5 2 &,
[9.1.3, 11. 1.1 &H]

. BIRED 1 B
HEIVHEHETOU D EZZEZETDHE L HIC, UWOEZEEORZOH% LIES < OFIX
MpEE=% 1 7 HEHEIZ{TH Z

—

Lo RKFlEA LAY Y ZFX L 300 HAL/mL BT




I. £ (ERALDEEF) ICETSHIER

HWENEEN R D, A AV ZF X 300 HAL/mL FHFID 5 ARF~DY) 0 B 2 B ICK
MAFORBEAHM U=, [7.3.1, 11.1.1 ZH]

8.4 B hA LRV NI DERIUAZA L, mHEDA VA 2 NEE L TWDHEHE T,
DA 2 2 VEBINOAFNCEF TS Z LICE > T, ARIOBEENAMICEILTHZ L
NHDHOT, REBR LN SEEICEEFT D2 L,

8.5 SIMZRMHE = > b m— TP BEFRIGRENE O BRSO TR, RO BT | 155
pRgfEE (& LTHMWME) 2"HobnbZENbL0THEETDHI &,

8.6 AHK| LA A U BBZRYEZRNEL D EEIEH T D ANIARRF O T V5% & el
THEOBFICHSIEET S L,

8.7 RIMbEAEZ T Z LR HLDT, mAEE., BEIEOELREIHEHE L TV EFICKRET
HEXIFEETLIZ L, (1111 3]

8.8 I —M&T~DMY K LIEEIZLY , HHERICKEY a4 R—=Y ATV AR A ke 7
4= LDLNDLZENHLOT, EMANTTERNERZBET 0L L b, LTOREEE
BT 52 L,

- RANDOESHEFTIE, D722 < & BRTEOEHNEF NG 2~3cm BT Z &, [14. 2. 22
- TS E T OIS 3580 DN HAITIE, YET~OR 2B T D2 &,

8.9 HIET IuA R—Y ATV ARTRA a7 4 =05 6O EITCAR %2 55 L2554,
RENOWILN T Stm7eiifia s e — N GEon2 252 tnb5, iz o
—VORERRD ST HA I, ST OO O A A2 iR L, R EFTOE®E
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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 pNES|
Lantus 100 units/ml solution for injection in | LANTUS (insulin glargine injection) for
a vial subcutaneous injection

- Lantus 100 units/ml solution for injection in
W % 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 - A | units.

ZIHE X35

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.
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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 hypoglycemaia.

® [f 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 1is 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.
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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 SPECITFIC 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.




. SEEH

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.

(20194F11 1)
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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.

(202049H)
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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 .

MM s Se
(202049 )

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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