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HbAlcS (%) | 195 7.80 7.73 98 7.82 7.70 0.03[-0.14;0.21]
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DB A BEIXETEES DBasal A > AU DT0%E LTz,

B 5 TRFOHDA LI S HEL L 00 EH LT, B 5/ TR OFPGIIH A 2T B2 o 720, KA 5
FECIKD o T, (R MBEDOFAX VA7 1L 24 R . OV M &b | i G BECRIRE Chodz, B 5-#& TRFOBMILHE G
B B AEN IR o T by AR GHE TR T,

j AF NPHERA > RY FEAELD
AT TE H n BH s TR n g Y& T g 95%(3 X [ )
HbATcS (%) 55 7.61 7.94 27 7.94 8.07 0.10[-0.24;0.45]
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ok O Ry FTINERER
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B E Fi{E+SE

20 —

(mg/min/kg)

10— E
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100 2Oo(pmcl/min/kg)
1R BEE
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GIR120-300

2) AV AV B RARE b
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VI. EMENEICEI SHEHEE

1. M REDHD
() AELEDTILGEE
MG ERL

(2) BRERREBRTHRASh-IDEE
1) fERECR DR TS oM P~ a7 7L (NN304-1340) ¥
H AR N ERE 196112, AK10.1875, 0.375, 0.75 B /kgZ KEREIC BRI 2 T4 B Uiz L& | S5 iM% H i B
HERRIT FIIOED THY |, fermis B RLER XA 8 5 B 5144, 5.5, TR (0 fif) Tdh-oT=,

(pU/mL)
250 A
—e— 0.1875 Hifir/kg
- =< - 0.375 Hifir/kg
—&— 0.75 Hi{i7/kg

200 -+

i

£

3

'

i 150
5

= 100
X

B\

S 50
H

g T -

e 5 1% Rt R ] (P[]

EMPE/NFA—5F

&E.E AUCO*inf Cmax Tmax (HHH)
(U/k; n (10%+min pmol /L) (pmol/L) i R f
SEEIE (SD) SE{E (SD) (/N e k)
1,124 1,876 240
01875 19 (562) (762) (90;480)
2,346 3,381 330
0.375 17 (673) (1288) (180;720)
4,753 6,218 420
0-75 15 (1288) (2496) (240;720)

2) IAek BSIEI® K O [a] Ak GBI o A= 422 ) [ S M BR(BX 1729-1784) 1 < HHE A T — 2 >
A E R A T 22 37HINT, 1B S B A SR R R FRELA0.375 AT/ kg B A B IR 127 )V — A0 Z 0 T REAT T CH
oz N LT,
HMENREIZ SOV T, MIEF AL AV T T UL DAUC 360 DNCran D 20 -2 b (1H S B BLAI* / #) [B]& FR 84 * *) &
ZDI0%EHE X [#1130.96[0.918, 1.004] K% 1r0.983[0.887, 1.089]1 TV, BN EI L E B S K OKEA LEIR L /D
HAH L AN HASEZRTE LT AW R RIS D FEYE (0.80~1.25) OFFAN Th-7=2 85, (A B RF I 9 E]
FRFRBIAI L AW F IR % ThHH LI STz,
IRIEEZONT, (B B BA & O EIAGBRIA ™ *** O Fe 5440~ 16 O 7 /L — R H E OHERS Hh T
[ (AUCG[R, o-16h T-IIE EAEAE R 2=, DL T [RIBR) 1, 1776.1 +848.0 %, 1*1704.8+754.1mg/kg. a7 va—AEA
AT, 3.12£2.08 % 02.771.17mg/keg/min, fgrsi 7 /b a— A A B B R (9 i) 12560 & TN 70min Tdh o
77
%1 n=36 (1F S ELIAIHE 5-6ME RN 1A 5 (RRIR R B/ = = — LR RLOIEN) 276 L, B 1 L= 1% bat)
sk =34 (H S LA B R4 . 4N AR U 5 A 18 B A H 1k L7232 BRat)
sk ok n=35 (20 (I B B BUAI B S-6RERT 0210 A 5 (RRURZEAIR B/ 0 = 2 — LB OFENE) 5L IaBA I L= 1), 2 v — 2205
TR O N — A XD AE BTN T 16) ZBRAN)
sk ok n=31 (60 (IH U BB HoIbE 4, 1R OB IR A 1 IE L7230, /Lo — 2250 7 Hick 07 b a— Ak B AL
BTN BB 2], 7 a— 20T 7 DERSTEO A1) 250

) IEAGREA (NN304) &3 A PE GEEL FAIN) | B - SR TR R > T0 D, (BFFERESHOZL)
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L E R L
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K TPRRL

@) /XSA—SEHER
K TPRRL
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(1) 5 &0 R ZE Y ENEE (NN304-1451) O< SNE A T—5 >
28051 (14, %14) DHME NEEER A Z ST GITA L RV FF3IV0.5 807 ke B = A 55 ES . IEE 3R RRE ~ B A
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R T e -1 DO WL I 1<
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(E=f55. EHRUARE (FH{E

19



(2) INAFTARALFE )T+ (NN304-1451) 0 < BE SN EANT—4>
2801 (14, Zc14) DIERER A Z G GUCFHARIOBIE A ZLICA R T 7 V0.5 8L/ ke A B RBRE UL =4 5
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65% o7,
BT 58 DY, BEER K O = A BRI LE N TRBRES TH B o T,
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(2) Mk —RREEREP @B
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THELIEZA, WS R AL AV T T UVEL I RE D534 /32 — ATIEAENRT v hOBFE LFELIL TR, 3F
KB ORI O BEIHRL MC-A L RV T UVE SR CIE K PR IR IR LA T Cdhotz,
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) BERAOBITHE
AR

(5) ZDHhDBB~DIEITHED
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(6) MTEAFEAE
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RIZEBIT DA AN TTUVORBRERIFEM VAV LR CH T2, AV AV TTIVR e RY b 2 f
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8.3 IFEREMRENDHOONDILENHHD T, BIEET7IATV, REDFBO LN EIFA L A A 2 LS D70
EYIRALE T L,

(fif73)

] N C M L 72 G PR AR (RRJE (511498 51) 123\ T ARFIE DB EME 2 5 B Ca AW IEE BRI RE R 1 (BILeE) . 7
T2 TN AT 2Tt QEI1E) . T ARG T NI AT 27— BN (L) .y -7 AL
T AT = Z—PEINE: (LFIHE) 2S8R S8, W OSE GG $% G-fkise rh i R LT,

AL AN ARE R OPERIFERE B DR EDO A EL T, A AV TUAF =R ~D 7V a—7 v OER, f5iFO
FREZENEZHND,

BIERE 5TV, BEREDOIFEEZ /R T DIERARD SN A IR E R THZ L, BENROLNTS
BIIA A RFN R E S D7 DIMEEITIZL,

8.4 SR M= br— LSRR BRI MEIEUAE 0O BRAE L ST E AR O JE 47 5 IR IR IR MR (2L L CTH R
PE) RHONLZENHLD TEETHIE,

(i)
f = br— L ORI BAFI T, SR pE R T2 &0, MEEE  HR O i 5 o & 3B L 45 AT REMED B D,

22




235 ZHUT RIS H 21 A AT DAL 2Y L BN et 2 IR A 5548 1= 3 ey e el SRR R S L FRR SV iE R
ThHD,

8.5 AFIDH CIEFIIHTZ>TUILL FOLICEE T DL,
c BREBEIZOWTHOREAENREERL 206, BE B OMEFEICR 5 TELHT AR LI LT, ERMOE
BOTCEMTHZE,
© BTCOIMEDRRRBEETIEC OV THREEZRIET52L,
LLARIILEGE TLYIRRUE LRILSE 4 /Lyk®>
C RIENTOABIRF A EE LT R SO EE AT L,
LLAILGE RUTLLD>
« HHAOALRY AR ASRO BRI EE LT R O8I,

(f3)
BRI S A 1T, BESAOBEEO ORI B BRI — > Tl S A BERE T 515, f5ET 5T
Eo

8.6 AHLM DAL AV RFN 2 I IEZRNED | BRERER T DANCAR OT N F2 BT D8 B T o firE 4
é:ko

(fiF#t)

A2 A BUHIE DB E 2 [ 1E D72 DI E Cdb D, AANL, BhTLA L 2 BUH K QR A 2 7 a7 |
LRBRIC B THD, ZNHORIFEZ RS> TR E LS B IEED T30 K IEZ L3 /I REERHHD T,
MEXDZEDIRNIIBE IS RIEEEITHIZEDLETHD,

8.7 W —EF~DM IR UG LD BT ETInA R =3 AUIV R AR T 4= R bb A ZERHHD
T, EHMICES SR AEER T LB, LT O S BREICHEE T,
« RANOFEFEINL, Dl ELRIRIOERE I O2~3cmBET 28, [14.1.22 8]
 JEEEFT OSSR 2RO DI AR, YL E AT~ 5 ERHT AL,
(fiF#n)
AFN24E5 A 19 B AR A 578148 R 38 - AT A AR JR IR 3R 2 Ak IR Bl A L RENTIERE Th D,
EPNIZIBW T, ARV S A 8K e O BB NS E TRV E T InAR = ZA TV RS AN 7 — RN ifE S TD,
INHOHEIZIBNT, FETInARN =3 2K QIR AT 4 —TEi 5 L Tz ha— L R BICE 7 5EFR, Mk
v ha— /LA B ORE R B SN T A VAU A E 22 E PN 5 SN2 2 LI K0 IR I - B o T E L MR STz,
T, BT InAR—V AR QYR AT o —D i ba—/L ~O B2 BIL T, BWNFTOAZFSCERTH FIER
DOHEPHERSNTND, ZHHORIER MRS & VAR RS, A AV EH AN OEEICIVEETIa R — 2%
VURTP AT =& E L, Mo hr— LR BRI e %6 35 rl et 23 D LRIk S iz,
LRARBSEA ARV A BRI 5B A BRI LT AR ENRESN,

8.8 BJETI0AR =Y AXITVRT AT 4 —NHLLN I EFTICAR 2R G L5 A . ABIOWIL T Hiu+5572
MmhF=a ha— L RSN/ AZENGA, MFa ha—/L DR B SERO LIL A 123, SR o i <o
OB LR, IR EFT O LT LEL IR EBEORIBEITHRE OEUAEEZITHIZE, i ho—/L DR
B B I m Sz A AY  BIK S TE 72 AT IS B - SN2 2 82 80 RIIFE IC B S 7Bl S ST
A%

(fi#5H)
SFI245 A 19 B~ OJE A 58148 [ 3K - AT B IR KL 2t R R @A IV iEREN T O T, BET7InAR— A
K OVRT AT =3B LT B0 E ISR T2 MEI T DIEE TH 5, Lt T0fE s s B4+52L,

% 6. BEOESRFEATHIEBICHTLER

(1) GHHE-BRTEDHIEE
9. BENEREAIHIEEICAHTSIIE
9.1 SHE-BEREOHIEE
9.1.1 Ffif. SME. BRFEEZFDEE

A RV FEBEDLEB AL,

(fif3)
SAELFRATICERL , HE IR RS T, B A, IEEAHR T EEBIR IS T ARG BN ERY, Lnb 272 mE
PRS2\ SR EL BE T DN H D120 | F I NSO HER AL A BHEDFE 2 RIS BN L
725, TR, AT T I To0 A AV U W@ Y72 A FR A TV 0D @) —ER SIS ) TR R 2 &Ik
FED RIS - HERF I LB R VX — R G2 THIZENEIE T D, FRHIMTRIA L AU ABRGTIlE., I35 B AR ED =

23



DRICLT RO G/ TH ThAV AU MERNEEMT 200 TN D, 225, R BE B WL, BfR B,
Jili 9% <0 NE e PN B IE5 S DI | T A ) — B 5 % B & U CORE RIS M S IS5 D 1l 18 B HRIE 2 38 2E Lo\ DO 0 CHITEZR 1.
PEEBNNE THD,

FIAMELEDAN RIZIVAR ARV R (ANTFY — )b TV T T ) PRpUS i, b2 RS20 mbitTn
5, YE CREDPENZWGA TOARAR/VES O EFIZEOFEF A DMEES L, EIREUT L0 A AU ARTIHEN
BT 7o m M E R 70D, E6I2, B 0L IRES T N— AERBZENRH D, > TA A E L TIR6T,
IKGY A3 AR L7 S D ROTE /R MU B B AN BT D,

9.1.2 EM#BELERITEETNLIHIUTDESE XITIKEE
RN e = N A AL T = N
< T MR AR 0O F R
B RS, AHL R A FHEIR
LN P E S
CSEBEEOT La— VIERE
[8.1, 11.1.1%R]

(fi#ERI)
© FEEBENME FL QWD ERE TIE, ZEBOREEARNME F o2 Ic I EERMEMEELEZ L9 <D, &
FATR T DIRBFEAMENEE | FE S E VNI R M DGR E W&, ZNHD BE Tl L —0f &
DD DFENAREL TOBZEMRIMBERIEIZRT 5L TV AHEB X LN TN,
B BB SNAaV T — T A REEL, 7 AT 3 a R L, A AU ARG Z 5 [ &3
LIk o TLE R IE & ML ~ L AR SE D, SHICVF Y — ) UI T N AT R T R D7 ) a—7 o by figdk
FaRitE T2, 2, anFV — ISR MDA ZY A B IFBIENE (23 SE LR M O RS FUak Ei c Bk v
FUTHHIEND, BIEHREAR IV TV — LR RZTHEE MBS IDCT < BELLTWEWVDbIL T
2o
— RIS TR RO L5 e SR B OB A | BRFEIREOH LV RIS IR0, AN ARV E
Y (@ENTFY ) TNHT ) O RIS A MRES L, mIMEE M E IR DN BD,
A HERREOBD A/ FHREE ORI AV ORFEIZL -5, KM RTBERH5, Kl
FRIRBE TITNTIED 7 V2 — 4 U R AN L, RIAE S 2004 <K%, F, Vo lm AURIMPEAS KRS D LB ET 5
2355,
A5 PALEE BN O BRI %5 P T ORER] I 2STF g B OB 2 RIS &M BHEAME T L, IR 2 2T BT h b5,
BNZLO KRR DAL A EZ OB IR HHNAT-0 | TEE%R BEIFRRIB L7, PEEH D OITEEOKMAEE
2T HINHESITND, EERTO R OB NG D NIA L AV O RO M BRI
BT 2REHEL HIATHOLERDD,
T — OB EOBTUIHEM CHIK A 5 XL, Fo RO RIIENEBIE S 5, 72—V TFRIZ SIS
TVa— R OB A2 E T AER NS5, — 5, TAa—idh7a—nL 7 omhigEs EESE i
> 7V —7 L SRR S5, SHIZT Va— L AE TR FEREOBD BHY, JF7Va—7  Ir s
HLTEY, RMFEZEZLCT LK, EBICW o7 ARIIE A 2§ ST A Em RS 5, FoT7 /v — WIMK, Kl
MRICEBMICER 5720, BFIHRMARREICHLZEOBRBZ LNFANEL, BEDOT IV a— BRI
\ZfERTHD, ZOLHBENEERRMIEZE LG T2 Va—F U BB L T0DZENnbT VT 3
FIXEZ THD1D | 7 RUREOFARER I ZLAIER AL ETHD,

(figEsi)
EEOBHEREREERE TR, ARV TIT IV ADWRD | BRI OIE R /R E LD A A) - BHFI 0 ifif
e TR S AL, AR 2L 2 L9V RIS 722D,

(3) FTHEREEE B E

9.3 FFiaelEEESE

931 EEDHHEEETESE
Rz B2 hnds, [11.1.15H]

(ffRL)

JERB BB BB R 2 7o LTI | IR RE IR D METTITAE WA L R ARGUEN TLE T 2720 AR Al
MEPHINTLEEICHD, — 5T FEENETT DA AV O RREAME T L AEAELEL R <70d, Fiz,
BEPEEREDME T § 22 EIRIMBEANEE D9 EBITW ST AARIFE L 2% LB AE T DA 2305,

24



(4) £iERERH T 5E
FRIESI TR

(5) 1%
9.5 1FiF
IRUIZGE . HDOITIEES TRISNAEA IR ERIZNS 2 I8 T 528, ik, BFEMSIZT 1
AV DFFEENELLT WD, HRICHEL, EHMICREZITWE G B2 TLH2E, @AY
FHEET, RGN L, PR O HNTEINn4 5,
(fiF#n)
BRI b — VR ERIENR ARG HED ERFRRNTHLE DI TERY, LR AT BER O R 5 ML
ANIE A DHE (F2E U THEGEREEE) O BALRE kD72 ICb ik 22 fEa s ha— L& T 572 _ECOFHEETIR S K Y)
Thd, HREHET LS HOOTHRSHBLIZGA I EREICHSE | Bz ha— L3252 L3
Fd, o RS, BES, FLMENERIZRBON T, IROA AV BB BT 5728, BEE A OIRRE
Wb HEORHESNEENS,

(6) =FLiw
96 =317
HAZICEEL, EHMICREZITWER G EZHETLIE, AV AV OFBEENELLOT U,
(fiF35)
FEDOA L A WEENELLOT Wz BEFE A OREBIZHDET-AEORE N EEND,

7 IMNRZF
9.7 /NR
EMIREEZITWEREREZRETIL, E. BRI R CEESEICEIVA RV 0B EHENELT 5,
[17.1.3% 18]
(fig#t)
INROA AV BB T R E, BRI REE, B IR I O PR AR I VB RS TS ERALOIREE, RB BRI
OZ DR, BB D/ F —> | HOFTE), =2V 7 OfE R OB b ~T 7ot JRREERREDZH DR
FAZEBINDP LD, 2 DEBREDIREIISE TR S BORE 217528, BEH MRV ERLVES
DAL A ARG DRI RO SN DEHTHY | BN A A LEMENE EHIRMEICHD, £
TR ERBIZONTERI) =L 452800, BEMOETIZON TA A LEEN B ED,

(8) EkhAE
9.8 SfE
BEOREZBELULNOEEICE S TH28, AFEENME TLONAIENEL MR HEH LT,
[11.1.1% 8]
(fiF#n)
— I R E CIRATHEBE B OV RE S D A IR REDME FL QWA ZEM BN ZENBEHK L OBIEA N EHL LIS
725, EI AR E SO A HHEIC VIR IR D% RASENDERRIES BN END | FEERWEB OB M2,
FIR~OFH M O BN L END, FIBE R IR LSO LE L 0 S OHE IRIERSEH N b8 TSN TVD 3
ENRHY, EEMBEERICHDREERILETHD,

7. HEEHR
(1) BrRZZEZDERH
RESILTUZRW

25



(2) FREEELZDER

10. YBE{/ER
102 BFREE (BHRICEE T H2L)
FHEHN 4 s R E R - P T vk F&F - fa R A 1
B DR 93 F 3 MRS T 1E A ORI AR MBEE | AR TER S HEiREh5,
s 7 AR KnbobNHZENHD, AT
AJVIR= LT K Y 1 M BE i 2 o fth BB O fRRE
FRNRA L A L5 AR THBBELENLBETH L,
-V N ay —PRRESKE [11.1.1% 1]
FT VIV HK
DPP-4[H 5538
GLP-15%Z AR {EE)ZE
SGLT2BHESK £
(fiF#n)

BRI L OPF AN ED | AFNC I 2 MERE TAERICIA, Ch R OFEAAFIRIZIER 35,

FHN 4 R PR R « HE i 7 15 P& - fa IR 1
E/ T IV ERER (MAO) BEAD | UHERE T VEFH O IRIC AR I E | A2 AU Zribiet | BT A= #m i
KnbobnbZends, AT | IckombER FERZ2a 35,
LA b A2 o fth FBE Ok REE
TABBRLENSELETEILE,
[11.1.1%8]

(fiF#)
I DI BRE 64 . ANR=/L T LT RIEA] (SUA) TIRIEF OB RIFE BE AL ICMAOMREA 2 5 LT A, A AU
B A TS - L OISR H LY,

AN % HRREIR - B T 14 B PP« fEBRIA 7
BRI DA 1 BE R VR ORI LD IR MBEAE | #F TRTH LD, A AV %
SV T F Y TR, FRPHOONDLILDR DD, PFHTD | MR OREOWERHD,

AT MUBE 1 7 O B O IR EE
TABBRLENOEETHILE,
[11.1.18 ]

(fi#7h)
NN FFN L emn FrasIREOPEH R ORF v LT FIRED ORI E DR MO FE BLAN RS S T2,
FIAITTIVEIM TORIMBEO B MBS TNED,

FEHN 4 W PR R - F 1 5 15 - fE R IR
Y F LB K MERE T 1 ORI LA MBEE | %35 g a0 B O TLES
TAEY KRBEONDEZENHD, BT D | A AV R H RO L2 M
TFUPIR LA T2 oM EE OREE | B TEREZE T, o, KT
THBELENOWETHL, | AV RAARERER TS,
[11.1.1=]R]

(fi##t)

KEDYVF LI R BAN 5Tl ZOMmBEE FERICED A R OFERNEEREND FTREMERH D, — kAR EE
I BB TODBOVYTVER R AR 5 Cla L RV AERICE 2 5 BNIRIRIZEE 2 bND M, BEIRIIC S &
W5 DG AT I 6 21 AN B TH D™,

26



FEH 4 W PR AE LR - i 7 15 e - fERRIA
B Al B T VR O 3R LA IRIUBEE | A2 2V D3 E & PR DA K&
TIRRAT IR KT KRHOELNDEZENHD, FEHTD | HIL, ZDOREEEHALNDA L A %
WA L e 2 O fth B E DR RES | S5 ATREMEN BB,
+ABELEROBETBILE,
[11.1.1% ]

(fiwoL)
AL A) Y B OHNT ZIRE G- R OPERIG BHE S 7R A7 7 IR & 5 LT L AR R LB S A B fe L o
iRt Y<

FEHI4 F R R AR, « i 7 15 T - fe R K
B T A HHERE N VEH ORI KD IRIMEEE | 7RV VA LD ME S O[a)1E
rurT  a— ke KBBHELNDZERDH D, PR T D | KISEIH 35, £z, (K iz}
T a—L oA LM 2 O BT OARREZ | 372 R A IR R O FE IR (IR ER . EhiE
L Ro—L ToBELLERoRETLIE, |F)EvAZL RMELZBLEIED
[11.1.158] AHREME DB D,

(F#L)

AR C3BRR, B, 8T, N2 AR, BILARIEE, R, I M b5 FESRI AR R S O SR B4 %
P, B -IEWTANIZ NS OREHERZ RS2 2 L0 0%, FIZITT nT T/ a—IZ O HHIR, By R 2
T2, B OBPIE, FEBIRIEICBIDL T B BT ANIRIT 2L L AR T DLDMEbHL—T7, IRk, AR, R25%
DIERITITBL RN WD ILTN D, B -HIETANC LD M O E A R RN BEL =& DME N LB
%o FTARIMYE CTHELS 2 SOSIER MEDRREES B WA AR A B TITERSIL, ZO/ERIZIEZRIRME B BT Al
DI} B —IEPUE B - LV IRV ESLTNDY,

%% ERPSE IR - HE B 71 e
7V BRI LT VR P D381 A LB | B
INT 7Y YT L RBDHEDLNDZERBD, AT D

LA B2 O B O IRAEE
THBELENLEETHL,
[11.1.15 8]

(fiF35)
B ER (SN IZBWT, @A EOUNL 77U RIMETS N a— AR A A EE A D3 E RS- 23, BER
HRAIHDA L R AWM DEHAE I T X0 LD BN o T DWERH DD,

HHN 4 & B ATEAR - $E I8 T 15 HFF - fE PRI+
JaF LT z=a—)b IR T VR B3R 2 A5 MBS | 445 A< B

KRB NDZERnHB, HFHTH
BB T MWE 2 O L R oMk BEx
+oBBELENoRET DL,
[11.1.1%H]

(figEsi)
a7 L7 z=2— /L ONFREERILE RIS, B0 pE R A i e A3 7 74l STk
FEARLE ORI DIER T 5720 MFERE TIEAbIERSNDEE LN TV,

AN % BERAE AR - P IE T 14 B R - fesBRIK
NPT 4TT—h HEERE VR OBESRIC LD IR MAEIE | > AV > S M 3RS OB IC &

KRbLLNDZ b D, FFHTD |0, RAIDIEREZEIRT 5,
BA L B fiE = o fth BBE DIk e
THBBELENLEETHL,
[11.1.1%]]

27




(figEsi)
RYPTUT T =AY ORI ARMBEER 2T S5 /I REMEA DD,

S 4 5 BER AR - $E I8 T 15 B P - i BRIK -
FAT77H IR VR O 8IS LD IR MBEAE | IR © DA > A > 2 WA HINS %

RRHEONDZENHD, PEATD | ZEicky, R EZTEE 2N
LA M EZ O EFE ORREL | TV D, BHEREIR T, 22 ke E
THBELLENRORETHIL, [T XKERR, BERGERE T
[11.1.1% 1] LD,

(f#RL)
SUANZY L7 7 RIS IBEEZ T 22 e DB ESNIHRAITHD, STEA (AT 7 AFH — L LR AT AOEL
EBHNC LR MBEDFEBL N HAE S TR | $ 17 7 FI MR MUE 2 AL Z 9B FP 1 X SURI L AR A RV 53 lb %
572 B2 BN TWD ARILIEZ R Z TV AZEL T, BRI T, ZEIRIBOEBIL, RER R WER G032
FENLLOBERDHYY | Y77 KO EOTERICHILFEIEOBEEL TOLSURILOPFRICZ b0 ik
B TEM &R T2 B O DD,

FHEHN4 R ALK - FEE 1R FEFr - fE IR 1
NI A=V 1733 MAERE T ER ORI IR MEE | A AV WMERERD L OHE
YYEII RNBEDLNGZ LD DSD, PSS | 1305,
E LA — VG R K R A b 2 o fth g O REE
THBELENLEETHI L,
[11.1.1281]

(fif5H)

LR YRV YETIROMFE I IR IME AR L - OMEN DD, ZNHDEEANT, B EBRIC BV TATPRE
ZHK T v T T a7 L, A AV AR ET AL ERD BN TNEY, KRS LB REDIX FLZ
FH T, ZNBOFAIENREEN RN ETE L RIMEEZ R 45 0ME18H L2 %),

AN % HRREIR - B T 14 B PP« fEBRIA 7
FT IR RFPRA HBE R T AE R OWER L2 i MEE | AU DR G 5LE 25T
FZBNAFT IR RBHOONDILEDBHD, WD, AUD LR ZREITIE, A -5

G284 X MBHEZ O M EBE O | BOSITxd5 B RO A 2 R 43U
WHEZ T B L2 N B & 5952 | RENME N5 /e 235D,
&,

(f#RL)
L EZ SO TODRERPIEE T 7PN RARAIZ R G4 DL EA VY DFEEAEEZ L, A RV 3WME T 5
ZERMESNTNDY, ZNBT 7 PR AR RA O B TRIEN DAL A ARFBE ETHONLIEND, FTUR
SARAN OB | SRR O M= b — LR RIS T35 B3R IR A U Y AUE O A HEZFER L, VYD LD
HFESUIAVY MERHER OBLT VR AT AT O I %2 EE 528,

S 47 e BEERAE R - 18 71 T f K T
RIS B AT a A R MR R T 1 F D381 o5 i UM | 38 A Tt . 55 PR L8k - I L ik s
FLR=yur RRBHEDNDZEN DS, BOT I RHE RS D WL AE , K
NI BRI 25 A L UBHE 7 O MLEBE O | R C DAL A L R M T 2%
RHEZ BB LA RLE 5452 | IC LM FREREE 5,

ACTH & Rl B RV E P LB R = L=
ST s F R AR DLW IS5, BT F=
ARV BEE A T 75 P L - TS
KRR DO T /W NI D W
3 AL T DA R R AR

TEC LB M - RIEREE T S,

28



(fifERI)
B B E DS NG ) FaAR (v F =) 13, MR AL AL L A2 A L AV SRV DT
EOTHHATUARKALE Y TH D, 2LF — /L D53WNE, BUR TSRS AACTH (RIS B Rl AL E)
(& THIENS, BIE B AT AR KIS DL T — VB BE T, G5 HI R GBIk > TH BAR58, 2
~ 8% B A Z LV TVD (AT RARBEIRIN) . 27 RA NI MHEREIR T ORI T, 2R
T L E< AL, TR A R B CIL A2 AU OIBEI KGR IRDIDEND | A AV ARTIEDOIREENFED S
N5, A7 aAROMFERE % T AVERIXERM M2 D EE 2 B TRY, W AT aA RO E G2 1k 3 I iXmhEsE
LB 5,

HF| 4 % HRREIR - 1B 7 15 FEF - fEBRIN 7
TRV U» IR VR OIS 1% i MUBEAE | BT 7 TUHE . RN C o BER 4l |
NI oo BF (A NRY Y. ST A AV G UAIHNC & D g b 5-E

HEAT 25812 MbEEZ DM EE D | HEf T 2.
WL +o8IR L2 noik 5752
Lo

(fiF7h)
TRUF VALK TOI N a—AD DA IH] . FFCOREF L REL ., M HE FREIEREEZLN TN, £
7o A AR) AN IEEITE S & 2 b s,

FEH 40 5 B AR - H B 7 15 B R - fisBRIK +
TN I R VE I OIS &2 i MBS SE | B BT AR TCHE | i 7Y = — 7 o fiRfg
WRBHoDLNDHTENRDHD, H#IZLD bk EREREA TS,

DFR 3255 6 (3 MBEHE 2 O fih B35 0
Rz D BRE LB o5 +52
ko

(fi7)
MAERA 2 2N B DA L A AEFIRLEL D UOEDTHD,

FAN 4 5 BER AR - $E 18 T 14 PP - fesRIK +
FR R LB 1Bk T 1 O858 | &% i MBI | W8T £ TUHE T ) = — 7 o R
LARTFa L G N LK) RBHODLNDTENR DD, H#IZLD bk EREREA TS,

PER T BEE T MEHEZ O EE D
REEZ+DBERLenb&E5T52
ko

()
MR A S RITBIDB A RV ASFALEL DO STHS, TR I B TrL, B I
AESR AR DIND, EIZMERTR A~ FRBRA T B GIIRT CORER AL HMEE | A2 RV IR RIS R
50 PR AR L2 A BT R o CHIIL A2 RY AT LB BT I P05 5 20
DREDDD.

SAN 4 BERAE AR - P IE T 14 B R - fesBRIK
REFRAVE 1R VR OIS &% i MUBEAE | i1 AU ARIEANC L% M L1
A d =1 TN oY BY VA NRY LY. ST Mef4 %,

BFH 3258 13 AR E 2 Ol 8 O
K&z + 0 BRE Lok 5352
&

(fi7n)
MAERAT AS S AN B DA A L A AEFIRLE L DUEDTHA,

29



A 4 s R E R - P T 1k FEFF - fe e K] 7
YRR AR LB IBERE NV OWE LD MBEE | RAG AR TA AV OERICHE T
TF =T AT VG — )L EARHEDLNDEZENHD, T2,
FEAR AN BER T 25 A1 EHEZ O B E O
[ REAT R REEE+oBREL R’ RET52
L,
(fiF#n)

PR ITMERR AR TSR LV b TS,

HF| 50 % HRAREIR - 1B 7 15 FEFF - fEBRIN 7
=aF Uk 1R VR OB 8% i MUBEAE | R A HLAk T A2 AU > sz P & K
RBHODONDILDBHD, TEEDIZOMFE R E 2T,

FH 25 B 1 MbE 2 Ol EH D
Rz S BRE LBk E 452
Lo

(fifE)

=aF URBITRM AL A A EZ IR TS E5700 , P RBREE LR Z Vb it TnD, R AN TlEA R 5
WS 5= MPEREFE B\ E TIE RSV, B HIEO PAEENME T L TV A BRECBEICHERIF ThHRET
1%, I s B ST RE D B L AR L b LT D™,

SN 4 5 B AR - H B T 15 PP - fiRIK +-
R7VE) 1 BE R VR O8I &% s MBEAE | A S TR IS 2728 | iR 23
WRBHLDLNDTENRDHD, EHT%,

B3 258 T MAEE 2 Ol O
WL +o8IR Lok 5752
&

(fi#5i)
BRI ) a— L B B LT b5 | B LA R LT L O 3853

FAN 4 5 BER AR - $E 18 T 14 PP - fesRIK +
AV=T TR AE R AE I OIS &2 i MUBEE | BRAAL AR 2 PR E T 52L& D1
TN PLoY BY VANRY Y. ST B EAEREAT 2.

DEH4 25 G EE OB O
RiEZ T D BRELRROHRE 52
&o

(fi#5)
BERIR 2 A BT AR BB A Y =T P Rbme/ kg 5 LI A, AV AV AR GBI, 4 =7 VR # 5.8,
PEF3 H . 6 B % O Ze g M O S I3#F N F 11255mg/dL. 357mg/dL. 307mg/dLE FH-L TV -EDHENRHBHY,

SAN 4 BERAEAR - P 1B T 1 B R - fesBRIK
HF = (ERE VR OGS 2 i MAEIE | > R ARGUEA R DT
RBHODONDHILEDBDHD, B,

PER 25 A XM EZ OfLEE O
W2 T BREL R DR G52
ko

(figat)
BECLITH T — a3y A E LA 8D 7 L = BRIMREEL 720 | KW & ORFCOA 2 AU AR A3
FL . AL AWMU 2 — 3T N3 — R T BN DAL AU R0 S )V H T A5 b D RS
FHARSEDIEDND, AL AR N AT OBPIZWERL L, ZBERDOL T Kol —a sy — Vi

30



FAEAL AV ) T NI T ARFUHERNE DD 228 O D DD,

HH 40 BER AR - $E I8 T 15 B P - i BRIK -
Tr=ph A A T AR OIEH I &% i MUBEAE | A AV W E 269 %,
RBHODONDHTERDHD,

OFH 3258 13 MAEE 2 Ol O
RiEZ + D BRELRBOHRE 52
&

(fiFt)
7 = A O FIZ LD & B SR E 7 N T VR 2B UTE ISR S TODD | In vivoD R F
MBI B NI ISIT 2 D DOBBIEA AR TS, 2R AV O FEARITHOLEE 25 TS,

HEN 4 % fife AR REIR « FE i 7 Ry - fa kA 1
EHAHRYLAT AR MR R VR o #5812 KD AR MUHE | #4553
ATy WOLLAZ R, IR L D E

MAEIR D DHSDONLZLEN B D,
OF 3256 13 MAHE 2 DAl 8 O
Kz S BRE LBk E452
&

(fi#ERI)
—EROMERIE BAE1LE ARMEAT oA RFI O B TR T 2R 242808555, £728E ARMEAT oA AT O i
FERE FAIOAEANH T B REMENH DL E VDN TNEY | 7= L7 a4 iR aa 26mg/BE2 SN T
WB204 T R R e a 50meZ 3 Bl RS VT B 344 O FE IR BE TlIA v AV 5 8% 1) 36% (71
L1 THAL, 4~56 BN I B L2 AU R B~ T2 D 235551,

HRHN 4 5% B RELR - HE 515 FE PP fE RN 1
V= hAZF LT a s H MR T 1A ORI I AR MBEE | A RV T T RO E RV
AN AN (73 WO, IEHICLD & | T ERWVIHEPIICHREIERZY
TV F R MAHERNHSONDLZENHD, OHNENEDONRTU AN T DD

PRI 25 GITMAEEC OMEE D | L0305,
Rz + D BRE Lok 5452
ko

(fi#7h)
YR 7FIRTaLr b — LS TOBIE IR BE 2BV T 4 4 F R 58 TT75g0GTTA AT L= 25,
F I A F R G T MPHE R E L A AL~ HEL Ao T2 e DG 3B 517,

8. Bl
11. 8ERA
WOREIWERA NS SHONHZENHDHD T, BEATHITITV, BREDROONTZHEICITHK G2 L4578 HY)
TRALEEITOZ L,

31




(1) ERGEMERENHER

*

*

1.1 EXAEER
11.1.1 {E I ¥ (5E B A< )

J % S TR 1 B D ZE ERK v T, R A L B IRHR, B L O E D IR LR SR R B | R
AR AR RSP | B S (BRRIRE, B IE) E 03 0h AT LN H 5, IEALE DIRFED 5 &
IR SIS AL L, EERERT (PR RO A HNEE FELEE) 2L BENndH5,
FEWNCOI-285 R, FERIBIEARRIES . B —EB A 5-HDWTRLA L A ARIENTOIL TS A T
WL AR IEE OO B AR (RIT IR 2l H L BB 560, B RIS b nEE, (RIS
DDHR I E S IR RAZ b D,

IERDFEOONIGE I E L E R MBI 2%, MURMELTTIZE, a-Favy —BHEEKE
OPFARFIZ T RO 59528 R N BN R A fee s &3, 7 RUBEOBEARNE 57 v 3 O
AN 55, Y72 0@ R THZ L,

ABIDOVERIIEHR I THD20 , FIENBIET 58T 0355, KX RICEIE LS AT, R
THZENHLDO TR RN 24528, [2.1, 8.1, 8.2, 9.1.2, 9.2.1, 9.3.1, 9.8, 10.2& ]

(FEa)

[E N CIEMES A7~ 55 3HE R R 305 (NN304-1476Y, NN304-14772 . NN304-1604Y) 12350 NT ., #IEF1498 61 1 | A5 i
FE L3634 (FEBUEFIZR0.6%) TH o7 UKFBI) ,

BEIRFE % A IS I TIRL FERI3,397 61 | A M X399 B L . & FIVEA 0 78.4%(399/5091F) TH -7 (F
T THE),

112 7FH245F—23v%7(0.2%)

P DRI L AR BUNR, F89T, 425 D 3895 | B PETA IS DRERDSFRO b G B3 G a 45
&,

(i)

DA AV BRI EERRIZ S 2 R B B TH D720 | S R BIE T 5E1ER (7L V¥ — KR OBTERY RS
ND, TUINF—ald, JFATER G O H MW SR E 25, T 7475 — KIS % & Tl e fUs T, 58
WCEDLZ LB LD ELE,

[EN TEMBS AL 3F AR 2Bk (NN304-1476", NN304-1477%, NN304-16047) IZFB W T, 7F745F > — gy
DG STD, TF 7 4T7F L — GO BEF IR E S TOD?,

(2) ZDthDEI1ER

*

11.2 ZOHOEIER

0.1~5%FA5 158 AR
o E | B PR TR — CARRE
HF fige | HFH%pEE=E ALT E5- AST FH.. v -GTP L&
P S TRIER IR (R AR )

iR B IR 75 M RBLITE 0D A EA L S T JeE AT S

R S A

UARY AT 4 (. FRENFORER - IES) TESHE | AT A —s 2
BRI (P TR IR  BRS  J695 2 DHERR %)

e

Ol | BE, PRI, P77 —8 EA BUN LR

) TESHBALOSNFE b A AV ZDZL B HITUND, ZDEERD Z IFBLEE THY | IBFR DMk TR U TR L TD,

(figEsi)

FESHEAL RS -

[EIPN CEM S U755 3FE R PR 2Bk (NN304-1476Y, NN304-14772 . NN304-1604") |23 VT AFIE DR SRR A S E
TEARNEFHNL SR A3 344 GRIEFI498 B H 12611314) Sz, A SN FGUINTRLIEREE Tho7-,
1265 FR 8451 (91F) A3 o h (B 25 0) IR PR U RIE L, 2D H2BNTIRIE D7D I A Z O L Tz, 2
BNIAFI O 5% 1L, #5H 1E2~3 B #ICEE L, TOHHIBENTIREOT-OICEA AL Qe 261
RIEETHT=08, TBERIE T R TARANIIR Gk S Tz,

AFN24E5 A 19 B A DA RV A BREFNT 6t T 2D IR A T B8 T2 3K - A VE A AR /) R 3K A B SRR R B FNI T R0 | SR EEAR
FITEEDS. TR U8 8 THEE M AT 1= g T I AN —3 Ak, BERIRIFICE S ATREM S A~ L (124
ATHEMEI AR NGB 2 DD T EMND | FEFHEBAL OBEE RN A LT,

32



EHEREEFARGEERVBREREERE —E
LT O [ N G PR R BRRG SR R GR )

A AE K

49851

R 1E I JE BUE 1 5%

43151

BIE A HUE B3R (%)

8.6%

RIlVE L

661

RIE R R

1§J§5I (%)

(GRS

S R

TFI74T7% T — s

1(0.

Py Wb

FLPR A REAR T

1(0.

REB LU EEE

ik

1(02

el i e

(

AR B

CD

Rl

VIS

RIRE

e e e

BEbE

IR FEE

HRREIE 55

H P

il PRI PEREE

AN L i

Dok

ARG

iF

el P i S i e

WS S KONGRS

WA A PRk

LI

l\?l\Dl\Dl\JM@l\Jl\J»—PL\JL\JM

—
Slo|(o|o|o|o|e|e|o|o|oe|e

T

El

B e

T A

mERES

—

0.2

JFREE % PR

IR RESE &Y

ro

B 36 J OB T AR R

iz

ro

ZOFENE

—

0.2

5 % 36 L ONRE A LR PR

5 e

ro

2250

R

BHFEERBLOER G RATEE

HESHEBATALEE

3(0.6

B

R

TESHR LA

q>

PES L JAE

—_

0.2

RS A AR

AAAAAAA/—\AA/—\AA/—\AAA/—\/—\AA/—\AA/—\A
ro

VR AP SR

(

VRS E DR

1(0

SIS

NN

2(0

TR A EE

1(0.

AR

1(0.

RAYVEEIE

R
vvvvvvvvvvv\_/\_/V\_/\_/V\_/\_/V\_/\_/v\_/\_/VV\_/VV\_/VV\_/VV

1(02

— = =N ===~ ]W|—=[===]=|N|—~==]|=]|=]=]=|=]W|=R]|=]|]B]|=]=]F=]W]—=]—=]=]~=

33




9.

Bl O 15145 (%) 5
i R A A TI=L TN AT 27— BN 2(0.4) 2
JRITINT IR 1(0.2) 1
TANGXUET I N AT 27 —E 1(0.2) 1
MR T N HYRART 757 —EHN 1(0.2) 1
. H 73T —BHn 3(0.6) 3
M7V 7F =80 1(0.2) 1
RN 2(0.4) 2
{7 X PR AT 1(0.2) 1
y — I NEIVRT AT =T — B HIN 1(0.2) 1
TVa~Esae AN 1(0.2) 1
BRI A S 1(0.2) 1
TR E BN 1(0.2) 1
1 Bk 1(0.2) 1
BRI 1(0.2) 1

FRRBRERRICRFTEE
RESN TN

10. BEKRS

11.

*

*

RESN TN

BREDIE

14 BRALEDZFE
LKLARIILGE TLYIRRUY LARILGE 41 /Lyhe>
141 EFRSEFOIE
1411 %585
(1) AFNLJIS T 3226-2\ YEHLL 7= AT B TS 812 T 32 2 8 AFNIATL S 1 0l & MO
BER ==L T T2 TND,
(2) ARHN AR H S & O EEFRHTIRIRNLE DA RSN LN GA 1T, HTLOERSHI B B 2 5%
DUVE k5 BF I+ EET 528,
(3) 1RDOARFIZEE DO BEIHEHL 2N L,

LKLARILFE RUTAILD>
141 EFZEEOEE
1411 %58
(1) AAENTEHD AL AV ~LAE AR, F-, JIS T 3226-2CHEHLL 7= AR B S $12 VT 528,
AFNIAFLE AIEEEFE DO S OMER A~ =— R L TIT 5T,
(2) ARHN AR B A EFTH#E O3 RITIRIRN SO R LS BRO SN HA I, LV EFEHIRV X 5%
DILE T iEE BE T EE T,
(3) IKDOARFN GO BEITH AL,

(fi#5H)

ARFNL, JIS AR RTESREHEOM A S CHATDILE,

TR — Ny UMK ERH T HZER DD, YDV RIBHHDT, IROBFNZ RO BE TIHALn
Zr. (CER204E10 A 3 AT EBHASE 451003001 5, HEAZ2 3551003001 5 [~ A 2o 1 AZRD B M OWT (B
PR B~ D T3 AL K OV St ES R ) 1)

14.1.2 %5541
BRI, b, KER, BEES. B 2T, B G EBALIC KO WL E N A2 B D THNL AR D . £ DO THE
HNEFTEEREE 2 D8, AIEIOENEFTL2~3emBiL CIEH 228, [8.75 ]

(fi#E5H)

ARV FTTUVORBEER G- OWIIE, FBE = A 555 UG~ 08 5% 1T~ 0~ 32FF [ CogE &I
Ko7z (TVIL 4. (1) #5-EALRIZEDENE ) OESR)

A AN AN B W TR CE NS IR UIES 328, R E TR E 7 InR — A IR AN 74— 3250

34




WD D5 (THEREARNEE 8.7 OHEEM),

1413 BE5BHK
PRI G- LN 2 &, [ TR LIz e FAUTERERS M PIZAY, EHR % E IR IERH b
ERHLOTHEETDHIE,

* (fEa)
AFNIB TS A ThH D, RIS G DL TERAREHIZHObIVRIIIEZEZ 32 hiidd,

1414 ZDih

(1) AHN MDA AY L BFN ARG LR L, ARANIMOA L R AAUFILDIREIZED | AFIRLIRE T DA
VBB DOVER R RIORDEN T DBENRHD,

2) ERBIT LT ERE AT 2L, ERHEHNIEEF LSO P ENERICERVA T A28, $HaT 2%
FITTHL, RN EE EVICIV IEFICEH TERWBENRHD, Fio, FHI DI LIS E D
RE72DZEnd5,

B) A AV T =Ry PICA VA AR M FEL TUEebeu,

@) A2 AV I =R IO OB A TWDEETIE A L2 2E,

(B) ARV T —RN) TP DOWNBEIZAT BN HLIIZ0 | I HIZELRCHE R BN ADNDIENH D, Fi-, FEHFITHK
NEOTDHIENDHD, ZNOHDIH 7RG AT ALV L,

*(fEAL)
(1) AR ORFN RS TDHE OB T DBZNNDHHI=0 | ORFILIRE L,
(2) EHEEZARFNIEE LT FEZORET, HHDLIFRE LG EC, B EEHBIER LG E . LT X572
FRVBIDHAREMED B D,
& N BIRND, ZDT=DIT,
<CTAERRT LY ERRPE” ORI AL D,
< Uotr— ()7 B350 D,
< —h)y VIR NTED,
ZORESR, BE AL RO IR N2 EN DD, Fiz, ENIRNDZ LTI RIEENEL T D551 H D,
@ EHEHOPCTHEERDEEY, HEEEVERBITIENDS,
& BYROFK DD DD,
& EHEOBEEEIE IO ORENME T L, BB BEND DD, EEHENERL., HADRK LB L
b,
(3) AFNHEEMIELIZY, Lo BRI THEALRWI L,
4) H—NIyVIZOVB AL TNDE, EFBAEDOBIIRIE DR NA FTREMENH D, NS T A —R o IZOOR
A TNRNZEEERT DL, BRI, HELIZVE LY 52 TLESTHAIE, LT R ITHIE,
(5) ARANTEIEIH CTHEYORWEIFITHDLA, BIRICSS T, BHESE L7 EMUNRE SR> 725612, I ICE
FONAELTD, BRLIZDTDHIENRDD, Fio, A AV I—RN o P NIZIE DT L, BT 556005, RIZHE
DRELD, BOL TCNDREDFERPBEOONIZLAIT., T FTLORELIIAZRm T AL,

12. ZOMDFEE
(1) BERERIZEDIER

15. ZOMDEFE

15.1 BREREAICEDER

1511 ARV IR O BERF OB o7 o AT o VB E L ER AR 54 A2 L Icky (R E oY
LT VEOHENHD®,

()
842 H 21 H AT DR A4 3 Ry e iR s i I B DX R E LT,
AL AV HDNTRR A LB TR TR T OB RIBRE TT o O T o B R L E R 2 IR L O DIE G TITE
M C AR T DR E DT DHEI N B 5,

1512 ©A7VE 0L G RER LGS TS, EH T 256 120%., EE DA SO EE 1438
BLRNOHEEGT52L,

k  (figsn)
WS¢ C 3 Jiti K AU7~ Prospective Pioglitazone Clinical Trial in Macrovascular Events StudylZ3UNTIX, A2 A HEE
[18.2% (163/89645) NI ~TAL AU LA 27U 2 - OO FIFEL30.8% (266/86441) 11T\ N CTHRZE | DA FHHRIEH
RNEHNZENRESNTNEY, B4 7V D HARDTATLETE, AR BAI LAV &2 ) 20 LT85 A1C

35



BREORBNZNERESIN TS, A AV IR O B E L TR ELT,

(2) JEBRERERERICE DIER
15.2 JERGRERERICE OB

EERMET VT IV MAEDBE ~FE G THHEILEE T8, AFOERBFLY, 7L I B D
Ve BB 8% RIS T R E A 2RI B ETHZ LI TER N, [18.15 ]

(fig#t)

AHNEEERRART VT IV MAED BE ~BE U2 ER 372 TERBNEENZ L LIz DH A 13220,

LRI, AANIT N7 EF AR R T 28 TR E 2R 33K ACHY . ZOERBFS, mHp 7 L7y

BORWEE ~FLELUGAI, @HR N SITE B e 2 R 9 il REME 2 52 BICE BIL TERW, HERKT LTI

MIEDBF ~FETHHAIT, HETDHIE,

VI 2. (1) fERENL-TERMSF 2SOl

36




1. EEHER
(1) EhZIFHER

X. JFEREREBRICRe T SR E

(VI HENIEEICPI§HHH | OIHZ R

(2) REMEEHER

b &
. BT T Tt A (nmol/kg) P
TR E N 5 /\|j:1:
RERRHA I L Rk
(nmol/L)
18 2 T*180nmol/kg : B, B
rwin 3t S 1.8 JEHEE) o PR BTN O K
— IR K O TED (a&éﬁ;) ) BT 18 ORI L DAL EFRFHATEY O
180 T, \ENSEFE 2SN
77
18 18 K M1 80nmol/kg : FHHEE) &
e e <A ) ONE BRI 23 Bk rg i
ASENR AEESE (e | X S lmsn. 2, gicows L
DIOENEMNPHE (2D LT,
SN 1.8 ANFY L E H— )L FEREIR O
AN LR — L <A 7, N 7 By g
5 R R (6/EE) BT 11880 Eﬁﬁnﬁ#ﬁﬂﬁ&f)‘ﬁﬁﬁﬁﬁ%ﬁﬁﬂm;ﬁ/ =
oL
REME 18 X ) — VR IEIRE B ETO
K )—) <A BT 1.8 R AR~ DB L
A ER (56/%) . 180nmol/kg : B MExf R & [R] 4%
?[; DI NRD LT,
ifEF' _UFL S 1.8
fE | PO FhFS = ope | KT 18 WL
2 s 180
ROFL % 1.8
JE AR EE A T —L (F12/1) e 18 AL
gyt 180
4 . 1.8
WA 5 6 28 Bk <A .
4 B 9
A E (Writhingi) (78/76) s 11880 AL
Fvh L8
b= SR . BT,
(e ERG (F6/1E) e 11880 22043
4 0.1
i TR OIERERS), LR ) . 1
B HE | ST T %’é;/“ e 10 2
# I~ A 100
7R (nmol/L)
1.8 % O’ 8nmol/kg: 8228721
N 180nmol/kg : ¥ 5-#14553 1% F Y
s | L8 [ 1505 BT TR R O
P - B @gf;ba‘ s | ( 2 e | EF 18 MEDHBTHCIEHHIA B
(Fﬁﬁ’?\f%;\ SIIERAE 180 BN Z D, DERICRE
" DI, PR SR~
DRI,

37




w55
. BRI E 1 (nmol/kg) Y
AN E N 5 is})
et T L A R
(nmol/L)
0.18 % T'1.8nmol/kg : 528721,
N 18nmol/kg: % 5-1% 3 ~ 4[] 2
ﬁgi L ﬁfg R 018 |HHEMMIEOD T TIHHR
w%‘;%@mﬁ% 4| (G2RE | BT 1.8 BRI SB DT, BRI
> > . 3 1% 21 CHEIZ
o B (R T) L2/8F) 18 g;&i&%fﬁz A B
PR PR~ DR AL,
hERGF ¥
— RIVE . SR =
ZSEKGT JL T S /{ig%go | mol/LL 1;1::13;;47 IV i 2 N S R e
FELIL HEK293 Eav 272,
A
1.8
- JRER | R <A "
WIEER ke | mwe | o | KT N e
FBAR A7 1 72088 B oo F1) JRAE
MG AR ECTAHALNTZ (18 K%
X180nmol/kg) ,
, N
R R . 18nm0\\1/kg.)7:}'<71:|:§0)3’)'3"75 £
SRR _ 1.8 T BB,
R %Ec EE??%@(%EO} (OZQ;// %) B 18 180nmol/ke : Jf B f OVEARELHE
Lo ;\/* PR 180 M DRI OV SR R O
- BRBEDOK FEFR L,
ZOVEMITHR 5% 4B ETO
b T=23, 2414 £ Tl
ML=,
(3) ZDihDEEIBAER
AN
2. FHE
(1) BE%xE5EEHER?
BT BeGRR 5.8 (nmol/kg) BEIE O £ 5E 5 (nmol/kg)
BT 0 (1) L 375, 1500, 6000, 24000 T 6,000
<7 A (NMRIZ%) -
RN 0 (&) | 375, 750, 1500, 3000, 6000, 12000 I, W 3,000
_ Ay 0 (I « 375, 1500, 6000, 24000 e, Mt > 24,000
Zvh(SD%) -
R 0 (FA1EE) . 375, 1500, 6000, 12000, 24000 . 1 12,000
AR (B —7 L) E i an 3.6,12,15, 24 e i >24

1) SO S3R E RER O Wl 5% 7 — 27 BRT

(2) RERSSHHR™

EULZEE 5 e 512 5 (nmol/kg/ H) #EFEME R (nmol/kg/ H)
43H[H BT 0 (F45) | 30, 96, 300 I, 300
1381 BT NP(I);ﬁ%;\;S :/%61\41(272 W B 300
Fvh(SDF) (4;@3@5:‘@1%) . 0 () - 96. 300 A
2631 T QI 50,50, 500 . U :300

38




B BN | R 55 (nmol kg/ H) SR (nmol/ke/ )
L] T 0 () . 3. 6. 9 . 19
wan | oer | SRR i 72
S%(E—s ) (45}@3%@1523%) A 0(7A%) . 3.6, 7.2 N O
263 R Oﬁfﬁ PSSt e, 1.8
523 R Oﬁfﬁ PRSIt e 7.2

Q) BEinEEHR
FAZIF T RE K ORI B2 A TAR IR 2R ZE AR, R E MR LY >/ NBR A IO Qe R B RRBR  ~ o X B RiA
ez RO IMERBRORERIT T ~TIRIETH T,

(4) WA R ERS?
ICH S64ARTANZINT, FEHERY 72 23 AU JFMERRBRI L S A A BRI I T —IRBUICE L TN eSS TRy, AR
TTIVORAEMERBRIIEL TRV, AV AV RS AT a3 R R ChHOMEE L H 350
RN D, T TAU A Z KR K OGP 1% B EHE GRFEICBI 923 8R, in vitroMilaEsE A ReslBh, S)KIERZ T
PGB ER DN in vivoEBETETE MR TR O A I, BAJFHEFH AT o7z, ZORER, ARV T7
SIVDBNEY R B hA 2 A T fB 2 DA REVEIZIR W EHEE SN T, T2, ARV T T UVITEREN A&
FOBEEERBRICBN T, B THo7z,

(5) HREREFMHE?

=t &5 h& B (nmol/kg/ )

Al BRTE } Y

ABRIE H TR Be 5 s (nmol/ke/ H) e o
ZIRAE R O o | A AR R A~ i & 0 (FEHE) | 30, 150, 300 | —f#4:300 50
s Be e A (SD3R) | M A Hd 23 BT Rl ~ 18R 17 | NPHER 2V 1 75 AEFEAE 300

AR 0 () | 225, 450, 900 | —f 4 : 450
- [H SR~

W p s (NZ W) FLIR6~18 H BT NPHERAL2U 30 | Afiihe: <225 | 22
JE Fwh e 0 (VL) | 30, 150, 300 | —A%+EM:: 30
KO LI (SD3%) KEHRG ~ TR 720 H KT NPHER 2V 1 75 AEFHBE 1 300 300

(6) BFTRIE A ERS?
THBTHE VT EG %O R EZRF LA ARV T TV SR E R RIERH DAL,
0.9%NaClK ONNPHE R > AU SR FIFLE THh o7,

() DDtk EM
S LR R Y
THXEANTAL AN FTIVOFUREAERIEET ZAL AV R OTA LAY LT EZ A AV AV FT73
DA GBI BHURBOGIZIE T ITAEL, 10PCH2C T E R SIS NRBO BNT=D I ThoTz, o, AV AV TT7
SADOGIEFIEITT S AL A R OT HA L AV EBZDHHEDTIERNEE 2 bz,

39



X. EBMERICAHISRE

. FRHIR 5

WA
WL TS — R OIS S B T B2k
RSy - IS

- AEARE

&% 30 H

CBERETOE

BAEARET, 2~8CITIRAT

CBEWEDEE

20 Bk LV EDERE
<UL T I A >
fE TSRS vy 7RIS IR U TRE L, 6N 3528, MEERE (2~8C) L AIRETH D3,
S EBET D&, BT BT T DL,
<L A_ILTE A/ >
i IR AN T, Fvoy 70U TRIRIRE L, 6B LN 3528, oA d B+
5L,
<L A_RIPLFE X740 >
A IR AN T, $vy 70 TEIRIRE L. 6B LI+ 528, oA 1d B+
5L,

(fi5H)

16 B A1 ORI EAL TR, NSRS SN — R o D AZ W D~ TS Z ()RR P A5E) |13 B D 4 8 8
BB FAL, BT D U AFUC LD FEBE R E 0, HFE D JRK & 72 B W REVE NS H BT . ka2 R e LT, FD
% RENTITAF 7B THERRSND T L v I AN PR Iy N DT LT VR TS ZRBIR SN0, RS
TORELZBRET D720, T X CORE TR — DORE STEEHEREL QD LLRRD, ZEMT —2 X0 ARG H% 0%
R AR B O D LSRR S NI L RIULE T L P A RLE TV, 6. BIF|ORFESME T2 e
DOEZR)ITONTE, BIREREE AT ELT,

L ASUVIHE STV R OAAY S RIE NSRRI E A T 7280 | BRI SR IR RS D Ao T
WD, LUV AL RIZOWTIE, MR E 28 E LT 2 S5 E LUy,

CRBERTEM

BERERLTAN - HY
<FVoLEY : AV
TBREHTEECEICOWTUIIXI. 2. ZOMOBEE R DES I,

- F—m5 - REE

BN

- EREEEAR

20034F11H10A

CBLERGTARFEABRUVARES ., RMALERHFAR. RFEFMIKEAR

Ll BOBIRITAGRAE A A R AR B | IRIERMREH B
LARULHE Ty 720 | 20114916 H | 22300AMX01190000 | 20084E12 7 19 H 20074E12 7 14 H
LARUVHE A /LR 20114916 H | 22300AMX01189000 |  20094F 97 18 H 20094 9 24 H
L ARULHE ST gLt 20114E9 16 H | 22300AMX01188000 |  20084E12 7 19H 20074E12 7 14 H

- HREXEHREM. AERVAELEFENZFOEABRVZOAR

LN

40



10. BEEHKE. BIMOIRRARFEABRUVZOAR
HHREABEEAE ¢« 2017412421 H
FLEARE R« I R O SV A M e OV M O S B A vE M (B Fn3s 4R 1A 1455) 55145
HOTEE 3 B ADDNETONTIUTHIZY L2,

* 11. BEEHAM
20074510 H 19 H * ~20154E10 A 18 H (84F)

*LARLOE 300 K ONREITE 300 7L AT, 20074510 A 19 B IS IR 78 2VK RSN 72 (BB A WIRIS4E) , 20084E9 H 25 H IZHR
FEALFREEDTZOL _IVHEA T VR ORTET Ly 7 AE LU THRESEIGED VKRS, LUV 300 K OFEITE 300 7Lwr A
A1, 2009410 A 30 BIZAGRIEFR I NIZ, UL OHEA /Ly RO32009452 A 13 B IZAGRS T, FUERRLE IR IV R
EAT gV [FAET L w7 A R ONEIEA /L RE201 14E9 A 16 B RLEBGEARRI (1. 1.5 O 2 1R),

12. REYIFEHIRICET 188

BRI
13. &£#a—K
A B BT | (ISR A - L LR
4 | T . . HOT (9 = . _ .
A L 3y — (YJa—F) OTOM &S | o s ma—
L ARILEE Ty I AN 2492417G1030 2492417G1030 118205701 620008952
L A_ILE A LR 2492417G2029 2492417G2029 119270401 621927001
L A_RIPLEE R 7 L0 2492417A1038 2492417A1038 118204001 620008953

14. RIEHRT LDEE
FRE194E12 A 14 B AHREEFE 1214001 5 /54 55848 PRIR R AR R @ O B4 3 S0
LAZLTES00, LARILIEES00 T L w7 AU (4534 i A AV T30 (a1 2))
O ARFNIAAVARIFITHY , ARRFN 2R G L5410, TIN5 8 515 ) CERRISFE A 3l SR 5925)
BIFRH 2R 2/ X 4y [C101 | OTEE H CiEHREE IR 2 HETEALOTHDHILE,
@ VLARINEI0T L v I AAATDONWTURTEAZ AR DOF o N CTHHO T, (EEH ORI EEHE 2 HET D854
EAZNBEIIEE TERWLDOTHDLI L,

FR214F9 H 18 A AHEPE 50918555 5152 A4 55 814 (R R R Rl O ¥ B 18 :

L A_RIVHEA /L b

O ARFNTAAVABEITHY ARANZ G L5513, TR o5 E 715 ) CERR204E R4 5@ A & R 8559 5)
BIREE— S 2E 2R 28 5 LR X A0 [C101 ) OTEE H CiEHEEEHE 2 HE TEDLOThHHI L,

@ ARANTEAB—AHOXYNCHEOT, (EEH CEFEEEHEEZHE T84, EARMNEITEE TERVG
DTHHTE,

T LARULEES00 L O RLTE3007 L7 AT, ER204E9 A 25 HICHRFBA AR E L, TR NL _ILE R~ 7L K
LRIV Ty AR o T,

41



X 1. 3X#Ek

sk 1. 51X

1) /AR IEIEA>  BEPRIAE. 2007; 50: 649-63

2) /VBR IEIED BEIRIF. 2007; 50: 665-77

3) AEPER  BEIFREE R B (NN304-1604) (20074710 H 19 H &G, CTD 2.7.6.31)

4) FEPNERE : SBIFR R R AR5k (NN304-1447) (2007410 H 19 H &§8., CTD 2.7.6.35)

5) Jhee SS, et al.:] Clin Pharmacol. 2004; 44: 258-64

6) FLPNERE : SEIITFR AR AR (NN304-1438) (2007410 A 19 H7&GE, CTD 2.7.6.21)

) NIL fE)s o BRRIEHE. 2007; 23: 349

8) Plank J, et al. : Diabetes Care. 2005 ; 28 : 1107-12 (PMID:15855574)

9) Heise T, et al. : Diabetes. 2004; 53: 1614-20 (PMID:15161770)

10) A AV FTUL FA RS T (20114709 A 16 H 7&GRI)

11) Kurtzhals P : Int J Obes. 2004; 28 (Suppl 2) : S23-8 (PMID:15306834)

12) Kurtzhals P., et al. : Biochem. J., 1995; 312: 725-31 (PMID:8554512)

13) Whittingham J.L., et al. : Biochemistry. 1997; 36: 2826—31 (PMID:9062110)

14) Heinemann L., et al. : Diabet Med. 1999; 16: 332-8 (PMID:10220208)

15) Kurtzhals P., et al. : Diabetes. 2000; 49: 999-1005 (PMID:10866053)
16) *ENEEE ARV FTUV W E AT 255 (20074210 H 19 H KRS, CTD 2.6.2.2)
17) #ENEEE A2V TV M HEFERE R E (20074210 4 19 H7&GR. CTD 2.6.6.5.2)
18) Committee for Proprietary Medicinal Products (CPMP). Note for guidance on the investigation of bioavailability and

bioequivalence. CPMP/EWP/QWP/1401/98, 26 July 2001
19) Statistical Approaches to Establishing Bioequivalence. Guidance for Industry. U.S. Department of Health and Human
Services, Food and Drug Administration, Center for Drug Evaluation and Research (CDER). January 2001

20) thNEEL Y BEHEFBR(NN304-1451) (20074F 10 H 19 H Z4&G8, CTD 2.7.6.2)
21) tENEE ARV FTUL FEERR I B RERER (20074210 4 19 H KRR, CTD 2.6.4)
22) ISPAD: Clinical Practice Consensus Guidelines 2018:127
23) Adnitt P.I.:Diabetes.1968; 17(10):628-33 (PMID:5681080)
24) True B.L., et al.: Am J Psychiatry. 1987; 144(9):1220-1(PMID:3631324)
25) Shrivastava R.K., et al.:Biol Psychiatry. 1983(12); 18:1509-10 (PMID:6661479)
26) ZOIEDOLFIOFARIER o SEEAR:5H 1 i6—11
27) Stockley I.H.:Drug Interactions. Blackwell Scientific Publications:557
28) Bailey C.J., et al.:Gen Pharmacol. 1976; 7(1): 63-5(PMID:971800)
29) Zambrana J.L., et al.: Am J Cardiol. 1997; 80(7):836-40 (PMID:9381994)
30) Lee A.]., et al.: Ann Pharmacother. 1997; 31(6):727-32 (PMID:9184713)
31) Bertrand G., et al.:Eur ] Pharmacol. 1992; 214(2-3):159-63 (PMID:1516637)
32) Gachot B.A., et al.:Lancet. 1988 July 30; 2(8605):280 (PMID:2899265)
33) Croxson M.S., et al.:N Z Medical J. 1987; 100(827):407-8 (PMID:3330586)
34) Conn J.W.:N Engl ] Med. 1965; 273(21):1135-43 (PMID:5841677)
35) EEMAHEAFM  BEIy—T VA 5 2 il:632—637
36) Karlander S.G., et al.:] Clin Endocrinol Metab.1989; 68(4): 780-6 (PMID:2537842)

37) Bratusch—-Marrain P.R., et al.:] Clin Endocrinol Metab. 1985; 60(6): 1063-8 (PMID:3889028)
38) VaRULBERIGZE AT AT AT R A B —F g F /L 8 27 Fi545 ~N—
39) Hurwitz B.]J., et al.:Lancet. 1975 August 23, 2(7930), 369 (PMID:51177)
40) Luntz G.R.W.N., et al.:BM]J. 1953 February 7; 1(4805):296-9 (PMID:13009181)
41) Kotzmann H., et al.:Eur J Clin Invest.1995; 25:(12):942-7 (PMID:8719935)
42) Bruce R., et al.: Clinical Science. 1992; 82(2):211-7 (PMID:1311660)
43) Britton H.L., et al.:Drug Intell Clin Pharm. 1980; 14:544-547
44) Carter B.L., et al.:Am ] Hosp Pharm. 1981; 38(10):1508-12 (PMID:7294047)
45) Pace C.S., et al.:Diabetes. 1979; 28(12):1077-82 (PMID:389714)
46) Houtsmuller A.J.:Acta Endocrinol. 1961; 39 (suppl 63) : 154-74 (PMID:14449334)
47) Lee P.E., et al.:Diabetes Metabolism (Paris) .1999; 25(4):347-9 (PMID:10566126)

48) Herings RMC, et al.: Lancet, 1995; 345(8959): 1195-8 (PMID:7739305)

49) Heise T., et al.:Diabetes Obes.Metab. 2007; 9 (5) : 746-753 (PMID:17593235)

50) Bernard Charbonnel, et al.: The Journal of Clinical Endocrinology & Metabolism. 2010; 95(5):2163-71 (PMID:20237169)
51) HENEEL ARV FTUL LRI (20074510 H 19 H KRR, CTD 2.6.2.4)
52) FENERL ARV TV RO E L (20074510 H 19 H &G, CTD 2.6.6)
53) HABEIRI F bR 2 W I B 2R ET R B RN 5(7), 485, 2012

42



. FDDSE Tk
YL

43



XI.&EE&H

k1. EENETORETRKR
20214E10 H BUfE, KIE, KE, R 7T A BT HF A=AV T Z2E LR 1004 [E L ETIRIES LTV,

(1) KEDFHRMCE(2020538)

w2 Novo Nordisk Inc. FEHEAR 20054
k74 LEVEMIR® HIE ik Injection 100 units/mL (U-100) available as:

+3 mL single—patient-use LEVEMIR® FlexTouch® prefilled pen
+10 mL multiple—dose vial

>

#hEE-%h% | 1 INDICATIONS AND USAGE

LEVEMIR® is indicated to improve glycemic control in adult and pediatric patients with diabetes mellitus.
Limitations of Use

LEVEMIR® is not recommended for the treatment of diabetic ketoacidosis.

s A& 2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

+Always check insulin labels before administration /see Warnings and Precautions (5.4)].

*Visually inspect for particulate matter and discoloration. Only use LEVEMIR® if the solution appears clear
and colorless.

+Inject LEVEMIR® subcutaneously into the thigh, upper arm, or abdomen.

» 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 /see Warnings and Precautions (5.2), Adverse Reactions (6)].

*During changes to a patient’s insulin regimen, increase the frequency of blood glucose monitoring /see
Warnings and Precautions (5.2)].

*Use LEVEMIR® FlexTouch® with caution in patients with visual impairment who may rely on audible clicks
to dial their dose.

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

*Do not administer LEVEMIR® intravenously or in an insulin infusion pump.

2.2 General Dosing Instructions

+LEVEMIR" can be administered by subcutaneous injection once or twice daily. Administer once daily doses
with the evening meal or at bedtime. For twice daily dosing, administer the evening dose with the evening
meal, at bedtime, or 12 hours after the morning dose.

*LEVEMIR® FlexTouch® dials in 1-unit increments.

+Individualize and titrate the dose of LEVEMIR" based on the patient’s metabolic needs, blood glucose
monitoring results, and glycemic control goal.

*Dose adjustments may be needed with changes in physical activity, changes in meal patterns Q.e.,
macronutrient content or timing of food intake), changes in renal or hepatic function or during acute illness
to minimize the risk of hypoglycemia or hyperglycemia /see Warnings and Precautions (5.3)].

«In patients with type 1 diabetes, LEVEMIR® must be used in a regimen with rapid—acting or short—acting
insulin.

2.3 Starting Dose in Insulin Naive Patients

*The recommended starting dose of LEVEMIR® in patients with type 1 diabetes mellitus is approximately
one—third to one—half of the total daily insulin dose. The remainder of the total daily insulin dose should be
administered as short—acting pre—meal insulin. As a general rule, 0.2 to 0.4 units of insulin per kilogram of
body weight can be used to calculate the initial total daily insulin dose in insulin naive patients with type 1
diabetes.

*The recommended starting dose of LEVEMIR® in patients with type 2 diabetes mellitus inadequately
controlled on oral antidiabetic medications or a GLP-1 receptor agonist is 10 units (or 0.1 units/kg to 0.2
units/kg) given once daily in the evening or divided into a twice daily regimen.

2.4 Starting Dose in Patients Already on Insulin Therapy

+If converting from insulin glargine to LEVEMIR®, the change can be done on a unit-to—unit basis.

«If converting from NPH insulin, the change can be done on a unit—to—unit basis. However, some patients
with type 2 diabetes mellitus may require more LEVEMIR® than NPH insulin, as observed in one trial /see
Clinical Studies (14)].
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2444 Novo Nordisk A/S FEFEAF 20044F
584 Levemir Pl Penfill 100 units/ml solution for injection in cartridge.
FlexPen 100 units/ml solution for injection in pre—filled pen.
InnoLet 100 units/ml solution for injection in pre—filled pen.
FlexTouch 100 units/ml solution for injection in pre—filled pen.
1 ml of the solution contains 100 units insulin detemir (equivalent to
14.2 mg).
1 cartridge or pre—filled pen contains 3 ml equivalent to 300 units.
Zhie - Zh R Levemir is indicated for treatment of diabetes mellitus in adults, adolescents and children aged 1 year and
above.
k- & | 4.2 Posology and method of administration

Posology

The potency of insulin analogues, including insulin detemir, is expressed in units, whereas the potency of
human insulin is expressed in international units. 1 unit insulin detemir corresponds to 1 international unit of
human insulin.

Levemir can be used alone as the basal insulin or in combination with bolus insulin. It can also be used in
combination with oral antidiabetic medicinal products and/or GLP-1 receptor agonists.

When Levemir is used in combination with oral antidiabetic medicinal products or when added to GLP-1
receptor agonists it is recommended to use Levemir once daily, initially at a dose of 0.1-0.2 units/kg or of
10 units in adult patients. The dose of Levemir should be titrated based on the individual patient’s needs.
When a GLP-1 receptor agonist is added to Levemir, it is recommended to reduce the dose of Levemir by
20% to minimise the risk of hypoglycaemia. Subsequently, dosage should be adjusted individually.

For individual dose adjustments, the following two titration guidelines are recommended for adults:

Adult type 2 diabetes titration guideline:

Average pre—breakfast SMPG* Levemir dose adjustment
>10.0mmol/L (180mg/dL) +8 units

9.1-10.0mmol/L (163-180mg/dL) +6 units

8.1-9.0mmol/L (145-162mg/dL) +4 units

7.1-8.0mmol/L (127-144mg/dL) +2 units

6.1-7.0mmol/L (109-126mg/dL) +2 units

4.1-6.0 mmol/1 (73-108 mg/dl) No change in dose (target)
If one SMPG measurement

3.1-4.0mmol/L (56-72mg/dL) -2 units

<3.1mmol/L (< 56mg/dL) —4 units

* Self~Monitored Plasma Glucose

Adult type 2 diabetes simple self-titration guideline:

Average pre—breakfast SMPG* Levemir dose adjustment
>6.1 mmol/1 (>110 mg/dl) +3 units

4.4-6.1 mmol/1 (80-110 mg/dl) No change in dose (target)
<4.4mmol/L (K 80mg/dL) -3 units

* Self-Monitored Plasma Glucose

When Levemir is used as part of a basal-bolus insulin regimen, Levemir should be administered once or twice
daily depending on patients’ needs. The dose of Levemir should be adjusted individually.

Adjustment of dose may be necessary if patients undertake increased physical activity, change their usual
diet or during concomitant illness.

When adjusting dose in order to improve glucose control, patients should be advised to be aware of signs of
hypoglycaemia.

Special populations

Elderly (> 65 years old)

Levemir can be used in elderly patients. In elderly patients, glucose monitoring should be intensified and the
Levemir dose adjusted on an individual basis.

Renal and hepatic impairment

Renal or hepatic impairment may reduce the patient’s insulin requirements.
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In patients with renal or hepatic impairment, glucose monitoring should be intensified and the Levemir dose
adjusted on an individual basis.

Paediatric population

Levemir can be used in adolescents and children from the age of 1 year (see section 5.1). When changing
basal insulin to Levemir, dose reduction of basal and bolus insulin needs to be considered on an individual
basis, in order to minimise the risk of hypoglycaemia (see section 4.4).

In children and adolescents, glucose monitoring should be intensified and the Levemir dose adjusted on an
individual basis.

The safety and efficacy of Levemir in children below the age of 1 year have not been established.

No data are available.

Transfer from other insulin medicinal products

When transferring from other intermediate or long—acting insulin medicinal products, adjustment of the dose
and timing of administration may be necessary (see section 4.4).

Close glucose monitoring is recommended during the transfer and in the initial weeks thereafter (see section
4.4).

Concomitant antidiabetic treatment may need to be adjusted (dose and/or timing of oral antidiabetic
medicinal products or concurrent short/rapid—acting insulin medicinal products).

Method of administration

Levemir is a long—acting insulin analogue used as a basal insulin. Levemir is for subcutaneous administration
only. Levemir must not be administered intravenously, as it may result in severe hypoglycaemia.
Intramuscular administration should also be avoided. Levemir is not to be used in insulin infusion pumps.
Levemir is administered subcutaneously by injection in the abdominal wall, the thigh, the upper arm, the
deltoid region or the gluteal region. Injection sites should always be rotated within the same region in order
to reduce the risk of lipodystrophy. The duration of action will vary according to the dose, injection site,
blood flow, temperature and level of physical activity. The injection can be given at any time during the day,
but at the same time each day. For patients who require twice daily dosing to optimise blood glucose control,
the evening dose can be administered in the evening or at bedtime.

For detailed user instructions, please refer to the package leaflet.

Levemir Penfill

Administration with an insulin delivery system

Levemir Penfill is designed to be used with Novo Nordisk insulin delivery systems and NovoFine or NovoTwist
needles. Levemir Penfill is only suitable for subcutaneous injections from a reusable pen. If administration by
syringe is necessary, a vial should be used.

Levemir FlexPen

Administration with FlexPen

Levemir FlexPen is a pre—filled pen (colour—coded) designed to be used with NovoFine or NovoTwist
disposable needles up to a length of 8 mm. FlexPen delivers 1-60 units in increments of 1 unit. Levemir
FlexPen is only suitable for subcutaneous injections. If administration by syringe is necessary, a vial should
be used.

Levemir InnoLet

Administration with Innolet

Levemir InnoLet is a pre—filled pen designed to be used with NovoFine or NovoTwist disposable needles up
to a length of 8 mm. InnoLet delivers 1-50 units in increments of 1 unit. Levemir InnolLet is only suitable for
subcutaneous injections. If administration by syringe is necessary, a vial should be used.

Levemir FlexTouch

Administration with FlexTouch

Levemir FlexTouch is a pre—filled pen (colour—coded) designed to be used with NovoFine or NovoTwist
disposable needles up to a length of 8 mm. FlexTouch delivers 1-80 units in increments of 1 unit. Levemir
FlexTouch is only suitable for subcutaneous injections. If administration by syringe is necessary, a vial should
be used.
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8.1 Pregnancy

Risk Summary

Available data from published studies and postmarketing case reports with LEVEMIR® use in pregnant
women have not identified a drug—associated risk of major birth defects, miscarriage, or adverse
maternal or fetal outcomes. In a randomized, parallel-group, open-label clinical trial that included 152
pregnant women with type 1 diabetes who were administered LEVEMIR® once or twice daily, beginning
in gestational weeks 8 to 12 or prior to conception, no clear evidence of maternal or fetal risk attributed
to LEVEMIR® were observed [see Adverse Reactions (6.1) and Clinical Studies (14)]. There are risks
to the mother and fetus associated with poorly controlled diabetes in pregnancy (see Clinical
Considerations). Animal reproduction studies were conducted in non—diabetic pregnant rats and rabbits
with insulin detemir administration at 3 and 135 times the human dose of 0.5 units/kg/day, respectively,
throughout pregnancy. Overall, the effects of insulin detemir did not generally differ from those
observed with regular human insulin (see Data).

The estimated background risk of major birth defects is 6—10% in women with pre—gestational diabetes
with an HbAlc >7 and has been reported to be as high as 20-25% in women with an 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 2-4% and 15-20%, 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 macrosomia—related morbidity.

Data

Animal Data

In a fertility and embryonic development study, insulin detemir was administered to female rats before
mating, during mating, and throughout pregnancy at doses up to 300 nmol/kg/day (3 times a human
dose of 0.5 units/kg/day, based on plasma area under the curve (AUC) ratio). Doses of 150 and 300
nmol/kg/day produced numbers of litters with visceral anomalies. Doses up to 900 nmol/kg/day
(approximately 135 times a human dose of 0.5 units/kg/day based on AUC ratio) were given to rabbits
during organogenesis. Drug and dose related increases in the incidence of fetuses with gallbladder
abnormalities such as small, bilobed, bifurcated, and missing gallbladders were observed at a dose of
900 nmol/kg/day. The rat and rabbit embryofetal development studies that included concurrent human
insulin control groups indicated that insulin detemir and human insulin had similar effects regarding
embryotoxicity and teratogenicity suggesting that the effects seen were the result of hypoglycemia
resulting from insulin exposure in normal animals.

8.2 Lactation
Risk Summary

Available data from published literature demonstrate that exogenous human insulin products, including
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biosynthetic insulins such as insulin detemir, are transferred into human milk. There are no published
reports of adverse reactions, including hypoglycemia, in breastfed infants exposed to exogenous human
insulin products, including insulin detemir, in breastmilk. There are no data on the effects of exogenous
human insulin products, including insulin detemir, on milk production. The developmental and health
benefits of breastfeeding should be considered along with the mother’s clinical need for LEVEMIR® and
any potential adverse effects on the breastfed infant from LEVEMIR® or from the underlying maternal
condition.

BRI DA SCE
(SPC)
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4.6 Fertility, pregnancy and lactation

Pregnancy

The use of Levemir in pregnant women with diabetes has been investigated in a clinical trial and in a
prospective non—interventional post—authorisation safety study (see section 5.1). Post—-marketing data
inpregnant women using Levemir, with more than 4,500 pregnancy outcomes do not indicate any
increased risk of malformative or feto/neonatal toxicity. Treatment with Levemir can be considered
during pregnancy, if clinically needed.

In general, intensified blood glucose control and monitoring of pregnant women with diabetes are
recommended throughout pregnancy and when contemplating pregnancy. Insulin requirements usually
fall in the first trimester and increase subsequently during the second and third trimester. After
delivery, insulin requirements normally return rapidly to pre—pregnancy values.

Breast—feeding

It is unknown whether insulin detemir is excreted in human milk. No metabolic effects of ingested insulin
detemir on the breast—fed newborn/infant are anticipated since insulin detemir, as a peptide, is digested
into amino acids in the human gastrointestinal tract.

Breast-feeding women may require adjustments in insulin dose and diet.

Fertility

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

5.1 Pharmacodynamic properties

Pregnancy

In a prospective non—interventional post—authorisation safety study, pregnant women with type 1 or
type 2 diabetes exposed to Levemir (n=727, 680 liveborn infants) or other basal insulins (n=730, 668
liveborn infants) were monitored for pregnancy outcomes.

No statistically significant difference was observed between Levemir and other basal insulins for the
components of the malformation endpoint (induced abortion due to major congenital malformations,
major congenital malformations or minor congenital malformations). The results from the study indicated
that Levemir is not associated with an excess risk of adverse pregnancy outcomes, when compared to
other basal insulins, in women with pre—existing diabetes.

Levemir has been studied in an open—label randomised controlled clinical trial, in which pregnant women
with type 1 diabetes (n=310) were treated with a basal-bolus treatment regimen with Levemir (n=152)
or NPH insulin (n=158) as basal insulin, both in combination with NovoRapid. Levemir was non—inferior
to NPH insulin as measured by HbAlc at gestational week (GW) 36, and the reduction in mean HbAlc
through pregnancy was similar.
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WA Effects on fertility

(2021423 1) No adverse effects on male or female fertility were apparent in a study in rats dosed at levels up to 50
U/kg/day s.c.

Use in pregnancy
Pregnancy Category: A
Treatment with Levemir can be considered during pregnancy, if the benefit justifies possible risks.

In a randomised controlled clinical trial (study 1687), pregnant women with type 1 diabetes were treated
in a basal-bolus regimen where Levemir (N = 152) was compared to NPH insulin (N = 158), with insulin
aspart as meal time insulin. A total of 470 women were randomised to two parallel treatment groups
(233 and 237 subjects in Levemir and NPH groups, respectively). The Full Analysis Set consisted of
152 women in the Levemir group (79 pregnant (gestational age 8-12 weeks) at randomisation; 73
became pregnant post randomisation) and 158 women in the NPH group (83 pregnant (gestational age
8-12 weeks) at randomisation; 75 became pregnant post randomisation). Levemir was shown to be
noninferior to NPH insulin measured by HbA . at gestational week 36.

There was no statistically significant difference between Levemir and NPH insulin treatment groups in
the rate of hypoglycaemic episodes during pregnancy. The overall frequencies of maternal adverse
events during pregnancy were similar for Levemir and NPH insulin treatment groups; however, a
numerically higher frequency of serious adverse events during pregnancy in the mothers (61 (40%) vs.
49 (31%)) and in the offspring during pregnancy and after birth (36 (24%) vs. 32 (20%)) was seen for
Levemir compared to NPH insulin. The number of live born children of women becoming pregnant after
randomisation were 50 (83%) for Levemir and 55 (89%) for NPH insulin. The frequency of children with
congenital malformations was 4 (5%) in the Levemir group and 11 (7%) in the NPH insulin group. Thereof,
3 (4%) children in the Levemir group and 3 (2%) children in the NPH insulin group had major
malformations. Pre—eclampsia is a syndrome defined by symptoms of hypertension and proteinuria. Pre—
eclampsia was reported at an incidence of 10.5% with Levemir compared to 7% in NPH group.

The clinical trial results showed similar efficacy of Levemir and NPH insulin (see section 5.1 —
Pharmacodynamic Properties, Clinical trials - ‘Clinical studies in pregnancy’).

Post—marketing data (approximately 300 outcomes from pregnant women exposed to Levemir) indicate
no adverse effect of Levemir on pregnancy and no malformative or feto/neonatal toxicity of insulin
detemir.

Animal reproduction studies showed increases in post—implantation loss and fetal anomalies in rats
following treatment with insulin detemir at doses of 25-50 U/kg/day s.c. A teratology study in rabbits
revealed increased in utero deaths and post—implantation losses following dosing with 37.5 U/kg/day
s.c. Lower doses were not tested. Similar effects have also been reported for human insulin and other
human insulin analogues. These effects are probably secondary to maternal hypoglycaemia.

In general, intensified blood glucose control and monitoring of pregnant women with diabetes are
recommended throughout pregnancy and when contemplating pregnancy. Insulin requirements usually
fall in the first trimester and increase subsequently during the second and third trimester. After
delivery, insulin requirements normally return rapidly to pre—pregnancy values.

Use in lactation
There is currently no clinical experience with insulin detemir during lactation. Lactating women may
require adjustments in insulin dose and diet.
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8.4 Pediatric use

The safety and effectiveness of LEVEMIR® to improve glycemic control in type 1 and type 2 diabetes
mellitus have been established in pediatric patients.

The use of LEVEMIR® for this indication is supported by evidence from an adequate and well-controlled
study in 694 pediatric patients aged 2 to 17 years with type 1 diabetes mellitus /see Clinical Studies
(14.2)] and from other studies in pediatric patients and adults with diabetes mellitus /see Clinical
Pharmacology (12.3), Clinical Studies (14.4)].

12.3 Pharmacokinetics

Specific Populations

Pediatric Patients

The pharmacokinetic properties of LEVEMIR® were studied in pediatric patients 6-12 years, 13-17
years, and adults with type 1 diabetes. In pediatric patients 6—12 years, the insulin detemir plasma area
under the curve (AUC) and C,. were increased by 10% and 24%, respectively, as compared to adults.

There was no difference in pharmacokinetics between pediatric patients 13-17 years and adults

14.2 Type 1 Diabetes - Pediatric

Two open—label, randomized, controlled clinical studies have been conducted in pediatric patients with
type 1 diabetes. One study was 26 weeks in duration and enrolled patients 6 to 17 years of age. The
other study was 52 weeks in duration and enrolled patients 2 to 16 years of age. In both studies,
LEVEMIR® and NPH insulin were administered once— or twice—daily. Bolus insulin aspart was
administered before each meal. In the 26—-week study, LEVEMIR"—treated patients had a mean decrease
in HbAlc similar to that of NPH insulin (Table 9). In the 52-week study, the randomization was
stratified by age (2-5 years, n=82, and 6-16 years, n=265) and the mean HbAlc increased in both
treatment arms, with similar findings in the 2-5 year—old age group (n=80) and the 6-16 year—old age
group (n=258) (Table 9 ~Omitted).

W DS S0
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4.2 Posology and method of administration

Special populations

Paediatric population

Levemir can be used in adolescents and children from the age of 1 year (see section 5.1). When
changing basal insulin to Levemir, dose reduction of basal and bolus insulin needs to be considered on
an individual basis, in order to minimise the risk of hypoglycaemia (see section 4.4).

In children and adolescents, glucose monitoring should be intensified and the Levemir dose adjusted
on an individual basis.

The safety and efficacy of Levemir in children below the age of 1 year have not been established.

No data are available.

4.8 Undesirable effects

Paediatric population

Based on post—marketing sources and clinical trials, the frequency, type and severity of adverse
reactions observed in the paediatric population do not indicate any differences to the broader
experience in the general diabetes population.

5.1 Pharmacodynamic properties

Paediatric population

The efficacy and safety of Levemir has been studied for up to 12 months, in three randomised controlled
clinical trials in adolescents and children (n=1045 in total); the trials included in total 167 children
aged 1-5 years. The trials demonstrated that glycaemic control (HbAlc) with Levemir is comparable
to NPH insulin and insulin degludec when given as basal-bolus therapy, using a non—inferiority margin
of 0.4%. In the trial comparing Levemir vs. insulin degludec, the rate of hyperglycaemic episodes with
ketosis was significantly higher for Levemir, 1.09 and 0.68 episodes per patient—year of exposure,
respectively. Less weight gain (SD score, weight corrected for gender and age) was observed with
Levemir than with NPH insulin.

The trial including children above 2 years was extended for an additional 12 months (total of 24 months
treatment data) to assess antibody formation after long—term treatment with Levemir. After an
increase in insulin antibodies during the first year, the insulin antibodies decreased during the second
year to a level slightly higher than pre—trial level. Results indicate that antibody development had no
negative effect on glycaemic control and Levemir dose.

Efficacy and safety data for adolescent patients with type 2 diabetes mellitus have been extrapolated
from data for children, adolescent and adult patients with type 1 diabetes mellitus and adult patients
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with type 2 diabetes mellitus. Results support the use of Levemir in adolescent patients with type 2
diabetes mellitus.

5.2 Pharmacokinetic properties

Special populations

Paediatric population

The pharmacokinetic properties of Levemir were investigated in young children (1-5 years), children
(6-12 years) and adolescents (13-17 years) and compared to adults with type 1 diabetes. There
were no clinically relevant differences in pharmacokinetic properties between young children, children,
adolescents and adults.
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