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1.5 ERXFIEROFERUFAREDERE
151 EEXEIRROERE

1.5.1.1 2 BUERHBDRERE

BERIBEEE D IX 2 BERCH D EBEZ LT\ D, 2 BURERISIE, BB M6 DA v
AU UBWMET A AU UARPIEICEE D A AU  OFRBIRZIC LY, A AU OERMN
FRELUGSMPEZ & -9HEBETHD, 42V COBUMETRoA 2 ) Uit 2 -+ ER 25
DEBOBRNZRK I, W, SRR, B, AN LAREORER T, KOME3 oY
FIET D, HRAND 2 BERIFEF DL AL, A AV MR TIZEY, 42U OERN
TR D LN ko TRIET 2 L ST

FEPRIFRAE O CIE, BHEBICIBEMEA AT 223, BRERITZZ L, BEIIFEE LR
WIBER L, BRI S, M NEREEICER T S 3 KRAEOHE (MaE, BAEL O
FRfEpRE ) CRIMEEEZFIET DY A7 2RSS, B, 2FOBIREECENMEE S, 8)
AREEA AR AR (R e O AR, T 3 Je OV PHZEMEBNIREEALAE) DIRIK & 720, BEDAEIED
H (QOL) #F LK TSH%,

1.5.1.2 2 BUERKEDAE

WEIRRTARED BRI, BRI O Lo O A OHE DR, BIEREEE, @EERA L L b5
WQOL ##EFFT 2 2 Ll2h b, T7bb, ko hu—ic kv, SrEGOHE B RpMESE,
AVERILIES) CRPEAGHE GINLEE, KSR OREE TS L OEREA LTS
CLREETHD,

2 BRI OB EHE, RIREAREIRE L L 1o, AT BRI € OBRE R
KT, EEEAEREES 2~3 » HRREIT, BH A58 A Iopk E Bk & s o
B LT BIC b Ab b, B LT AIMME D b o — LSRR S N AT, SR,
b B OB TR0 v 2 U A L B IEATORAY] 20, BEowE, SUHE A
DIEFIRE 7 & % 20 L CHAI 2RI 578, 1 BRI OOR O IR THEIC & o C ELAT 72 MR = o
R E— A8 BV AL, (RO B o 3550 % O3 27

1.5.2 BEROERE

Y7 FF L, BEREIBEIZ T D8 LWERBEF O3EH & LT Bristol-Myers Squibb
(BMS) #L73II%E 7= dipeptidyl peptidase-4 (DPP-4) FHESRTH S (X_L5-1) . KFHEEAS
fx, $¥9 70 FF % BMS BB AL, EWNBRE I LT,

DPP-4 BHFEHKIL, 1 > 7 LF L AR/E L Th D glucogan-like peptide-1 (GLP-1) % 43 fi# 3% DPP-4
ZIRET D Z LI D NIEMEDOTEMR GLP-1 OREZ EA-SH, BHFOA A Y oW ains
HHZ L ThfE=y br— OB, FICERIFELZUET 2, BREIEOREIE, FERWERE
FERTNDHAT LTS E B2 ATV A LIMERBORIETH & LT bR E#E 5 2] &
(2, DPP-4 [HEIRIE, MBERE TIEMZ T, Zuh 5wl BEp Mlao#EEM e &
EWIRICDOI b4 A VREA L FERHRE A WET 2 Z LIS D,
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2 BRI ORI 2% 2 1=, A v A U VA (R L R M & 503595 DPP-4 LI, o-
Jray A—CRERS Y = FIELF UL, i 2 8 e 3 2 BERF I & ORI
L LTHEBRIICHER L E L BIS, £70, MK A R Y VWA 5 7= IR
BoTIAL DA<, CE TORBEICA bR BRI KB A S X823 U %7 2ME,

YA 7Y FF L, BERIFO B DR CRIRE L 72 B S AR RN SV AR D72 <
ERISIAHED T— LD — T 5 KM ED A THL] oV CHA I S THs 0, 2 Hs
TRIRIBE 132 < O BF LT\ 2 B HERE UL AFHERERESE 2 R L C b 4 1 C & 2 %2 Al 7= 3670 C
b5, 1, WMCBOTREBAL AT — 2 R— 2 5 HT BEA T D, UELD, ¥%4
7Y 7 F AR DR O R TG SRS < OIS 25 = L S TE BHAITH Y,
B 7 RE~ DI FI A TTRE & 725 = L 70D, 2 BRI R IR 5 72 78R & LT
HREICE RN DS L E L DB,

O H CN
\ N °H20
HO H,N H
H H
X 1.5-1 HXH5) TFOoDEER

1521 @mEICEHT 2HBRORE

BMS thiL, W27V 7 F o O TFEE ORERR K O BRI LRI EE ORI 21TV, JREEO R
WEHE, Bk RO ITE, K OREEORGT Z1T o7,

JFER D22 EMEIE, ISR & O MR ERBR O RRE LV, 2~8°C T3 EMEBETH D Z L1k
I,

¥7-, ®WHNCHOWTIE, PTP/ 72 = 280t RORY =F Ll @A O
AD) AEETORENRBROKEENS, KB T T2EMLETHD Z ENPHRINT, WAL
EMRRBR Tk T D,

1522 FEERRHABROFAFEDER

1.5.2.2.1 I ER

B XYY FF UL DPP4 I L CIHEMR 2R L, £ OEER (Kif#) 1% 1.3 £0.31 nmol/L
CEfE + E¥RE) Cholo, £iz, XY 27U FF 0O DPP4 IZxt3 5 ERIME (Fh
ZIOBERITKT 2 K EO ) 1%, DPP-8 {2 L THKI 391 5, DPP-9 IZxt L TR 75 fif L S
AU, DPP-4 |Zxt L TR EEHEZRT L E X T,

PRy 7Y TFATER T v b~OHERE ARG TG 5 DPP4 EMEAZREF L, [F
BRI 7L =t — A% Q% G o0 3 chiE PR GLP-1 8 B3RS L CHstiE 2o L, £72, it
PEREZL T 4 /”T Zucker fa/ffa 7 v MIHEIR DG L-HEITE, Zva— AR ARGIZELD A
Z Y W R U CHEIRER 2ok L, RIS o 52 E L7z, & iRies 2425
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Zucker diabetic fatty (ZDF) 7 v MIRER NS LIEGEITIE, WEOERITOE 5 ZZ IR M5
O EAIC LTHHIERZ xR L, Zba—x% D?&ﬁﬁ#@ﬂ%ﬁiﬂ L CHIHERZ R L
Too BT, W B MIRuBEREREEIC L SmiMbEE 232 8EEARMA RV vy hv v (STZ)
=0 21280\, ERAKG TV a— AR AE5% o Mg = > e —/L O HbALe (2t
THUENRE TR, FoSTZHEEIC XKD pMlagEORD 25 5IcBE S 2EREZ R LT,
P27 TF o OTEERHY TH D BMS-510849  DPP-4 (Zxf L CIHEMEMZ R L, TD K
1“@“ 126+ 1.0nmol/L CFHMHE + HEHERFS) TH 72208, invivo IZBWT—EDOKIEIER 27972
(BRI HRE 2 g L7258, e LX) FF U SELUEEE LI D,
@ﬁuﬂ% Tinvivo \IZBIT 2 X327V FFUOKBIEHO—TIZOA TS T H EEZ LI,
YU 7 FF o DOEEVEREEE S U C, Human ether a—go—go related gene (hERG) FERIZ
T HIEREMGR Lz, TORER, 5027V 7F 3 hERG EfitiZxt LT, 10 pmol/L K O* 30
pumol/L TZ < BEDIIH &2 /R L7272, UV X7 % 0 miEHEOTRBN B L CIIEZ /R &7
hotle, £, MHEORTREA X2 HWeT LA MY —3 BRIZIHEV T, 10 mg/kg H[RIRE O 5Tl
DEER R X 7Y 7 F NI L0 e B e T S o Tz,

1.5.2.2.2 REYENREHER

PX Y TF oD, TR, Ty b, AXROICET S IEmAREYERE S, FEERR T X
Y7 Y FF o R OMem#m 2 U ST Mo ) FF L) G invitro O in vivo
AR TRRE L 72,

Ty b, A EZ&UWJL/I/ (Y FV 7Y T A T R O R 5% OWIUIRAFT, &514% 1.2
RERILANIC I mIRE (Cmax) (CEEL, MR FEORIASRIZZNZI 74%, T7%K DY 51%TH
STz, FERIATEMENRGHY CTh D BMS-510849 T T » h TIERAEMEREE LY LK1 -7-
23, PV TIE, RE(CARERE O MR — R dh A Tk (AUC) o 75 CThotz, ¥4
7Y FF v~ A2 30, 100, 300, 600, 1000 K TF 1500 mgkg DHET 1 » AR, 7 v MiC2,
20 TN 100 mgkg ODHET 6 » AR, A X121, 5 LT 10 mgkg DHET 12 » AR, $/112 0.03,
0.3 X O3 mgkg DHET3 » HRKEROHEE L-RABRIZBNT, miEF427 0 7F 2 k)N
BMS-510849 JiE D AUC |34 G- & DO - THEIN L 7=,

B SD 7 v M NZDF 7 > M, %27 U FF % 0.1 KO 2.5 mg/kg O H & THIEIERN
G Ll & &, Bhk 1 RSB T 28BN 37U 75 KO BMS-510849 JREE1L, WIi
DOEGEIZBNTHEMEOELE TR, MTRHIEN-7, HERHY TH S BMS-510849
% 2.5 mgkg DHETHESG L-5A TH BMS-510849 2 1L g M OWLE TE <, TR bIK»
277,

~UR, Ty b, AX, PR MIEIZET XY 27U 7 F 2 O BMS-510849 @ in vitro
Mg & AFE G RIXOT O MIFICB T HIEF KD o 72,

~UA, Ty b, AX, FAKOE NFI 70 Y =KX 50827 U TF oD invitro TR
BROFER, FERBWIIT ¥~ & VERPKEB{L S L7 BMS-510849 Th o7z, £I7 1Y —A

IBTARH#T T 7 AVTHELLTBY, b F TR SN2 TOREwITEYm TLRESh
7oo RERNEMEIZ~T A, Ty NEOHATIEE FEUEL, A XTiEe FE VKo7,
Me X427 7Fonvm R, Ty b, AX, FAROE MBS in vivo [ % LI L
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TR, FEMEOE MIBTH2RH T v 7 7 A /WFHL L Tz, FEEA O MZBT 500
R R OYRT, Ty MBEHFIZE TSV 7Y 7T U RO BMS-510849 3 b < s, £
REBIRIE T in vitro DA L [FERIZ, BMS-510849 24T 2 CTh o7z, HIZ, 7/ AF)L
T~ B UBROZEDMOAE~OKBILEIL, XY 7Y 7F o OfBERaG RO VT v g
HABOSROKIA L ORE IS, F72 26 OREBIEDOMAA DRI X DR R S 7,
HEVET > b, A RO e 4 7Y 7o m Z N 20 me/kg, 5 mgkg &Y 10 mg/kg
ORBETHERE THERRO& G LR, 7 v bTiE, 85 LEBEEEOR 90%LL Lix#&5#% 24
R & CITIR L OB A~ PRI S, A X CTlE, HEDR 80%03 8 5-1% 48 FEfH] & Clo Bk
iz, VACiE, &5 LR 80% 38544 72 BE & Tlo gkt 7z,

Wi, RILPHEET » M2 e 2 ) FF U % 5 mekg O R CIER A T HIER 5 L
tt%,%&¢ﬁ§i,&5%4%%um_ﬁékmm¢ﬁgiwmmoto

e 927U 7F oD in vio RENCEST2 CYP BE#1E, & LT CYP3A4/S Th Y,
BMS-510849 ~® CYP3A4 IZ X DD Viax/Km 1L CYP3AS D 4 5 TH o7z, b CYP B3R
(CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 K (N3A4) 12645V FH 27U 7FF o KDY
BMS-510849 DOLEEMZE MiFI 70 Y —AIC K VRSt LR, Y3270 FF o KO
BMS-510849 & &\ §0D CYP IEMEICKRT L CHAFEMERITZ <, BIRIZB W T Z b D CYP BE#
ZPET DRI NS VW E B X bl B MIREREITILICH T D e b CYP B3R (CYPIA2,
2B6, 2C9 KT 3A4) 1Tk LT, ¥4 27U 7 F 2 KO BMS-510849 |2 X 2 BERIHIME O HEANILE
LT, B b CYPEERICHT O EEMIRIZE A CENEE X b,

1.5.2.2.3 SR

HRIRR O &G HEERBR T, v~ U X, 7 v &b 4000 mgkg $#5HE TR LT HALTZAS, 2000
mg/kg LT OB GRECERE XA LN o T, YV TlaRmHED 25 mgkg & GREZBNTH
WL DI hoT,

FAERE A5 ERIZIB N T, v 7 2% W2 3 5 A & e sl ¢ o Mzt &13 300 mg/kg/H,
Zv FTIE2#, 3 3 AKDG6 » HBREZITV, 6 » ARBR COMEEMEIT 20 mgkg/H, 4 X T
L2, 35 AKON12 » HRBRZITV, 12 5 ARBR COMEMERIT 1 mgkg/H, YLz 3
» HRBR CoOMBEMEIL 0.3 mgkg/H Th o7,

b MBI U B W e R R R BRI W T, Mg s o 2 B 7z 1000
pg/mL (2R W T I OT MR E R OB LT, TOMORXIF7 ZAH KO
KRG % - EIRAE RS, 1 » ARKEROESL LZT v NORMIM Y > BRY AR B
Br, 3 AMRAKRE LT > FoERi/MERER, HEROKRS L7727 > b OfTHild DNA E1E 55k
DOWFTHITE N T HEREMEITRE D biveroT,

DAFEPERBRIZEB VT, =7 A TiX 600 mgkg/HE T, 7 v b TIElEE 150 mg/kg/H, HEE 300
mg/kg/ H £ TCOREGIZENT, WTHOEWREIZ S D ARMEIZA LR o7,

AFERE A EMERM e LTI L7 7 v FIRRE L OIS AR BRIC I\ T, A sitae 1o
7 MEFEVE B3 TIE 200 mg/kg/ B, METIX 125 mg/kg/ H TH Y, IR OWR R AR BT D618
R D MR T v Tl 64 mgkg/H, 7Y FTIX40mgkg/H Tho7-, BT, 7> M4
AIZ PG RERIZRW T, HE R O A IRICH T 2 BEEEITWV T d 100 mgkg/H Th o 72,
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g mtEaER & LT, 200mgkg/H ETOMESL 28 AMIRO#EL L7727 v F%& T, keyhole
limpet hemocyanin (KLH) (259 % T MK FMEGURPE £ 2 st L7z s, %47 U 7F 13 KLH
(2K T MUKAF R E S0 SO R B 2 AT S e o T2,

1523 FERIRFAFEDRERE

1.5.2.3.1 /ﬁg*' 1T HE ﬁﬁﬁ%@?%ﬁ’-&u%ulu Rk

BMS i, ¥FH 7 U FFAZONT, FIKE KON THHE U 72 BEARRBRAGRE 2 W,
BRI 2 ZhhE - 2 & LC, 2009 4F 7 H 31 HIZKE TRYOARZ B L, &MTiwwﬁi
10 A 1 BITARZ IS L7z, 2013 4F 2 A BIE, MCkZ BT 84 OlE - Huth THER STV 5
EWI 22 2B (Periodic Safety Update Report) 5 6 it TIZRFH 137 T AD 2 ﬁ”#}%m{“
BEICIRASNTEY, WINIBWTRBUR R LT — 2 R— 22 [T HEAITH 5,

LU, NGRS U7 K E T ORERBASE O Z =T,

BMS #i%, o F 105 KETOBKPIFE AL, F 1R 2 B8R, 5 IR 2 3K
B, SHIAEER 7 308k, MK OEEARSEEERER 21 SR OB RRBRAE LY b > KRBT 21T o 72,

TR 2t & L7 IR I X 2 BIER 055 (CV181001) K OV &G IC & 2 & i
& 14 HFRER DGR (CV181010) T, LMk NIFMENME Iz, X271 7F
IR AT GHRERLITRIN STz, T EEOK 24% 03XV 7 ) FF o OREMEL LT, F
7o, TEBEOK 36%5 BMS-510849 & LT, RPicEzhEndet sz (CV181004) , DPP-4 %
PEIE, Y7 YU FF 2 1~100 mg & HEHE O 5% LD 2.5~400 mg # KER O 5%, HE
IKIFAICERAIICBRSE Sz (CVI81001, CVI8I010) , £7=, HFH 27U 7F o OIYEIEEI%f
THRFOXBIIRM CH o7, 2 BPERFBE ISR T 5 HERIEIC L 5 14 ARKERO£LR
B (CV181002) TiX, V¥4 27U 7F> 50 mg & TCOLEMEKOBFENHR SN, £z, &
X7 7T R OVEMEGH BMS-510849 DR ENREIZRFRUKAFHI 2 Z2ITRR O B Lo Tz,

S5 IAH HOhpRYE C o &SRS (CV181008) TiX, ¥4 27V 7FF D04 & (2.5 mg~100
mg) ([ZBWVT, ﬁ@éﬁaw%ﬁ,%%#797%ymmguTmﬁwf,7??%&@&%@
BEMERMHER S, AECONT, X7V FFrofEICELLTRBE ChH T2 &
Mo, FHIFHRBROHES 25mg, Smg KON 10mg EF%E L7z, AEIT 1 B 1 EEIER#FRSG & L
7o

HIARRER 7 B ONRIT, 24 B OFH MRS 6 Bk [CV181011 (HIIE HMMHRE TOM
AERER) , CVISI014 (BBINFR v 277 o RIEL OO HER) , CVI81013 GEIIHE F7 U ¥
VIR L OOFARIERER) |, CVI181038 (BN HUMEIE Co G % 1 I v 7 & et L7zilli) |
CV181039 (GEIIFH v 277 A REL OO HFER (RG]} ) , CVI81040 (BEIIFH SU KL D
OFRRER) 1, 12 EEOFIFEIEREFRER 1 3Bk [CVI81041 (TEAF#HER) 1 TH D, 24
T OFEMAERER 6 SBRICB N, X327V 7F o 5mg#hI2L Y, HbAlcHEzAEFICEKT
IED L L HiT, EERFIAEHE, S%MEEICK L THY 927U 7T 5mg THIKRICAH B2
TR D BN, F7-, HbAlc fE (NGSP i) 7% A% & e b B Al 2 52 Rk L 7= i o
AL, TIERBLY O XH 7 FFUBOTREro T2, ik 206 BE £ T (CEERY

WFHRGR G 42 » A) ORGIFEGE (CV181011 XU CVI8I014) K UMk 76 #fH %

1.5 R38R O R K OB %8 O
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T (CHERM 24 ARHERGHE 12 » A) oREERGHE (CVI81038, CV181013, K}
CV181040) OHIFENTOFER, HXH 7V T FUHETIET 7 BRI THRAFSICL D F
1B SR LD FE i OEIE MR o 72, FFROFMFARBAFER LY, BARHEEHET Smg & L
Too BRMET 0T 7 AN, BMPRER OPFABRIEOS AT, WIhbIRERERRTH Y, BAEM
IR Ao T, Fo, WG SN AEFEFRORNIIEIEENPEERETH o7,

XS RERE R (T k1T S BN AEEABR (CV181019) T, R, i, & BnekEERE
WYX 7Y 7F 10 mg ZHEFRRO#&E Lz & & ORYEIEEZ B Lz, TORE, PEEL
FOBEREERE CIE, METIRED LA ORENG, FEDO 25 mg MU LB b,

VL EOERRBREAEZ S > T, 2008 4 6 AIKEIC CARBPFEETT -7,

HEEL D 2008 4 12 A1 THBERBIBHRE D DM E RIEBIIEY A7 GO T A # A ) M
FDA XV #ITS4, £OHT, FHOR O MR TEOBRICEE L L, FEOmE A~k
DOAIXHERRE (relative risk ; RR) ZFHliT 2 Z EMNRES N, 207D, X7V TFo0
FEBE T, BMSIE, A X AL L, X370 7Fro0ERaEFROFMz O
TU haART T 4 T O {70712, ZOFER, FDA RSN /MILEERZE BRI T E R A E
FHRIZEAT 2 Y A7 HIX, FDA OH A X ABREWTZT DO TH Y, LIEFZOZ T AL
REHZBZ 5O TRV EfEwmOT o, X337 U FF U ORBREERN LIRS,
D%, XY 7 U TF AL, FDA 226 OS5 T, 2009 4 7 AIKENS THEGE 2 B L7z,
TA K2 AFAT,, ODIERA EFR O A B & 2 &R S -0 Mg T3, %3270
TFUNRIIL T2 o723, FDA RN MaEZE B4 T, il I OmE R o2 e it s
HEOE LEERBRDBMETHD E DR & o7 2 D, KB%, 77 BARRE L onE %
AEFERLOFE) X7 Ofatad FHEIEH & UM RS, SAVOR R (CV181088)
L, BIELEITHTH D,

KETOBIGIE, 2 BUFERIF RN BE KT 2 HMEE R OFRRIECTH L, HEHEIT 1A 1
[]2.5 mg XX 5 mg THY, BEOHFEIDLNOOLTIRHATEXS, 72720, PEEIEEOR
BB, ITMgENT & 29 2 KRB R EBH L ORI 72 F 7 1 — L P450 3A4/5 (CYP3A4/5)
FLERZ Ao BE T+ 2 HERAEIZ 1 B 1[0 2.5 mg TH D, BINTOBEGIE, 2 BBERIE
RANBE AT DO0RETH D, #HERARIZ 1B 1H5mg THY, BFEOFEILD TR
MTx5,

4

1.5.2.3.2 ERIZH T+ EEREAFRDEEZ

V7Y 77 oEMERREEE o) E] A £ Bk Lz R 7D T OB RGN
1520w Lz, SIAH SU 3K & o thiskBi (CVI81054) , b >4 7 U FF o Lot
wEkBR, FMb M A AU LR (CVISI057) , U 77 B v & OfMAEEMRER
(CV181059) , b FH EHEREFEEEH 2 Xt RICH A MG L7238k (CVI81062) , H1Ib
FH FRfeifE£ =4 U o 73R (CV181066) K& OMEEERL A 2otz 31T % BT 3E O SEpBh g 1=
JAETH X3 7Y FF oo (CVISI067) DEFERFRERAARIX, KIEOPIEIH FERHZ I LFERIETT
HEZITRBRBRAMGRT Ch o 7o 7o, BRIRT — 2 /Ny r—VIZEE T,

1.5 R38R O R K OB %8 O
8



A BROE

3% JEAT T % R

i S e

EIMEPE S

W+ 53T+ ARG - PRnatER

- ~ A
CHEES SR UL I
v

RAEFGHERER <2 3, 0)
(FFvaxx | 59 hEH, 351, 65 1)
T AFIA G | A X (28, 68, 371, 125 1)

Tp) Y BrA)
nE R (In VitroikBR, In VivoilklR)
% nagtks | 277
e ZHHE B OVEIE  C ORI BT 5% 5 o &
gl IO =Y 7T
5| 7 | gen IR - BRI BT % 3R o
[ JEv b
=% e
N
PR R R O A% 0 St
N RHAOHREIZ BT 5 3
SR FITRIE RR
HURMERR SR
G AR

~ 1A

BERBOBTICET 2B 7 v b
Z OO TR
g

Rt O BRI
Aol o R

Z OMOFER

I | EACEEPEEER
FH
i | #5
R I 2R
E i
b
p
| 2BUE R
il

— PR 3 iSO LR CO ol Lok (35ER) 3 - WA THEM L7z
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152321 % 1#&% (262]-001)
2 =R A LY BRI TRERABEERR L LY 5427 7F > Img, 2.5mg, 5
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mg, 10 mg, 20 mg X|I7' 7 B AR Z W HER A& GHRBRE O X327 ) 7F 2 10 mg T~
ZEeRZHAWZ 1A 1A 7 B RERAER D G538RE 5 L7z,

ZORER, HEHREDOETOMHEICEWTZEMROIRAEN MR SN, 7 AMOKEREIC
BT H LMK OREEI GRS,

152322 HIEH%K (262f-001)

2] FR L0 ERICRENT 2 BRI EE 235 E LT FY 2 U 7F 2 1mg, 2.5 mg,
Smg I T7EARE 1 H LA RBERBEOEE L L& ORI 2% 59 2 &K G
R A e L7,

ZORER, TEFHMBIEH TH 5 HbAlc ED 12 K (LOCF) D_—A T A b DZELEICE
WTC, XY TFroONTROARICENTY, 77 ERE L THRFFANICHEICIKT
L7z F£72, &b HbAICEOERTRKREN-7DIE, 5 mg BECHH- Tz, ZaMEicsnTix, A
BRTFOICHAFFEROBIARNEL RLOERITEO ST, X370 7ForoT X TORLGH
TRERBBEITRD bRnolz,

1.5.2.3.2.3 HEI/M+EEER (262.-001, 262. 002)

2 =7 kv, Bl wfz”ﬁ@f$%%ﬂ%&LT#%#797%V25Smgli
78R %E 1 H 1 [F 24 HREEOES L& &0 VL2207 5 kst ik
Co2ffoon) EFEH Lz, Fic, MEERMBEGHRBRE LTHSY /YT T 25, 5 mg &3]
i 28 i@ o001 FBRO B G & O AFC 52 58RI #5862 002)
% EhE L7z,

zomid, 262 001 MBrCIL, EEFHIER TH 5 HbAlc [0 24 8K (LOCF) ~—2 7 A
VD DOYEEALEIL, WTHORERICE N TYH, 77 BARREE IR U CHEHNICEBIZIKT
L7-, F£72, &b HbAlc L DIKFRREN-T-DIE, Smg BETH o7z, MmiEH DPP-4 {H1EI
XY 7Y TTF UG 30 5 (RFAMMBMGIERD 22OAE SN, BBV TE, ¥
TV TF25mg, S5mg ODWTHOHBERIZEWTY, 77 BREELE iR L THEFROIEIIR
IZDOWTH B REWVTRED HiLe o7z, £72, 2.5 mg BN 5 mg BEIZB W CTHEKRGFIICH
EFERRORBBENE L R D2MBAIFERD bR o7z,

262JJf-002 BB CIE, VXYY T T 25mg Bf, S mg BEO HbALC I, XYY TF
BehH1%, N=ZAT7A UIPLORTRRD B, S2EE TR L, £/, 2.5 mg LT 5 mg #f
DHEBEFROBERIIFERETH Y, ZRMEICET 2 K& REITRD bed ol

152324 HMARHHKSHER (262]-004)

2 =P ALY BRSO T 2 ERIFEE AR E LTS /Y 7T Smg &k 1 H
8] 52 R A G LT & & OFER OV 2 Z FHE 3 2 R 5352 i L 7=,

ZORER, bXH 7V TF L Smg ORI GIZENT, X—2T7 4 L g LT HbAlc fHD
KTFRRO B, TXH TV TFo 5 mg DAL S2 HETRRFELZ, £72, 5 mgFHEOEH]
BB 2R AR E R MEIERD bk o7,

1.5 R38R O R K OB %8 O
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15.2.3.25 EMAHEARRESRER (262.-005)

2 = A &0, B TBIC o R DB T (SU S, o/ x —PILESE, ©
TT7 A RE, FTyUVPVERRTY = REK) 25 LT\ 2 BERPEE 2R L LT
¥V 27U TFr Smg A 1A 1A S2 AR OE G Uiz & & 0RO EZ T 5 K&
5B A& e LTz,

ZOFER, VXV 7Y TF 5 mg LALORR DO IMER TR (SU 3K, o-7 a2 —BEE,
BT AR, FTYY ORI Y = RIK) LB GIZL Y, HbAIcEOR—R T A
YD OIRTRFED B, 52 BiZbiz b BiffefbEay he—AnsiERis g, 7o, O
HIRHZ 31T 2 BAEM R O IR b o T,

152326 2EBRFEBEENRE LIBRREERR (262ff-003)

2 R E0, BRcEOT 2 BBERIERFE ARG L LTS /Y T Smg k1 H
] 14 HEORKER A G2 Lz & & 03EyERE, K775 K OB B NS 2 5763 5 BR
PR & S L 72,

ZORER, XY T Y TF RO OIEHAGHY TH D BMS-510849 D (i H EEHER K OV
WEhRE ST A —2 3851 HHK O 14 H H CRBROFERTH Y, ERMELRD bR 5T,

F7o, BERMPEEITHERE, & BRI GMMRTH L i LTS5 14 BETIRTF L7, &
MIZHB T 2 M E OB E 2K T IXA b2 o T, BRIEICHOW T, FFICHBEE 25 b D%
Mmool

152327 BRHEKZAVN-REOEERR (262]-005)

2 = A LY. BRSBTS E 0% L LTS3 27 7F > 5 mg & 225k
KORBICHRERAFE Lz L &0VX4 271 7F o MBI 2 B FORB LR
% kA Fet L7z,

ZORRE, FXY 7Y TF L OFMBREICH T 5 RFORBITRD Senot,

1.5.2.3.2.8 BERHEADERE
2 RUBEPRIN B 2 k5 & U T AR AL R PR A S & DIBBRIRFR DR Z LU IR,

@ Al — s w20 -

1 2. < /1
oae. | [
]
C AR EEN [0 |
I [ e
I - ¢ %17 7.

geoaerew ] ] [
B R,

1.5 IR I F ARk M OBE 3 DRk
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RSO B RZEE 2, A CTD O# 2 %1% L1,
1.5.2.3.29 BRERT—R2/1\v5—TI1ZDU\T

ENCHEM U725 TARER, 5 TR, 5 0/ B ERRERER & Ok & 1% 555,

S TIUAH R VA R B 53R, SR MR OF RIS R I 53k, BRPRIEERAER, K OMES C5FEhE L
72 QTQTc FHliakBr & S E B & L, ZDOMOMERRBRE S EER & LT,

[ 1 B R TSR D ERIRREM S ISR T D 04 KT 4 > ) CEk 204 7 H 9 HEERFARR 0709

H 14, AN, TROMBERETHROTA RT7 A4 ) KOQ&A NI ICHEL A RT A 13
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ﬁ%f&wf ZkE LRI OG- AE S 58 EHE S OIRBRBFSIC B W TR e 23 b4 5

(L BRIEGIE G HIR) 1I2oWT CERc 7 4E 5 H 24 A 38%H 592 5) Tlwind
100 mmﬂz%ﬁ% X UTRAR 1 RS LT s hpisvgE e shae s, IR
B 5o B G RBR A S DETHAN 100 FILL Eo 1 Fi558 T 6%
et L 272,

—J7, ICH E1 7A RZ7 A4 TlE T6 » AM#G-3 2 fEBIEIT@EE 300~600 5] BULETHY,
IR O MAERE FEED T A T A TIEHMBIEIZIB W T T6 » ALLEEE S RERD 300 F
ULk MEETHLD, AARNESNENTEDERE KL O DPP-4 HETEMENKE S BRR L0 E WD
B RS H AR OFE R, BN O WML B 538k LA O BUMR L 7 Z B AR xR 2 BRI
FMEROBRINEERRE S E RS20 L XD, AARNTOBEMRERE T2 Z &2 DKL
YT —2 2R L THARAD 6 » AR5 OZR2EEZFTHMITCE D L& X T,

7K, 6 » ARG THICE L CIL, EWRBRT 212 #, WEIARERTIX 170 1L 72 0 300 $iLL
ETHO, 1V ERSGETHIXENES T 164 flTh o7, F7-, OFRABIEERESRBRICE VT
VXEIPE B C A OF IR O SE B A 7= L 72,

U EXY, KPFET =2 Ry =D WA 7 A NTED b Bk A7 LB R T — & %
=T ThHEBEZLND,

1563 FETL%EE - DR, FAE - RE

FERSIR AR M OB IRFRBR DOFE RIS, 97U FF o OFIMER OV ZEER R I N, =
Db, LITIRTRIEE - 2hR%, ik - ﬁﬁs@'fli%uu%ﬂaﬂﬁ% PHEEEATO 2 & LT,

1532 H&%-HA=E

G PN i%%%&)7%/&bf5mg%1 1Eﬁm&5?éoﬁﬁ,%ﬁ®%%mm
UC25mg & 1 A1 EEOEETHZENTED,

B i n ik ARICOWTIE, SEMHELEE 2 oD D O 2T AN TRE %8
L7,

(A% - AEICAET 2FEALDEE)

HHAERE DL OB EERERE R TIE, PRI OBEIC X v ARFI O M FREN ER T 5720

25mg IZETHZ &,

g7 vy F =% IVTF= VT TR L
(mg/dL) (Ccr, mL/min)
AL HE l: 0) X Hs Sk | . .

X 7 VLT F=o 7 V7T RITAY T HIGEE (Rl 60 %, AH 65 kg)

1.5 R ST RO R & OBRFE D %4
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154 HX95) TF U OBEKRMAERMYE
(1) BE@MEEIcLYBIFLMmMEIY fO—ILAELND

PN TR ME L7 2 B R R R R 0 85 TUR B SUEER (262ff 001) K O /IR BiRER
Bk (262.-001) IZBWTC, X370 7T 5 mg BECTIET 7 BARREHCK LT HbAlc DA
PR TR b, ARUERER effoon) [cBnTiE, 128K (LOCF) @ HbAlc fi?
NR=2F A4 0D OEbE FIEEFELE) 1L, VX370 7F o 5 mghil 77 BREET,
ZNZEIN-0.88%, —0.07%TdH -7z, MFLAER (262.-001) IZBWTIE, 24 #HEF (LOCF) @
HbAICEDN—Z T A b D02k GRIEE A EME) 1%, 37 ) FF o 5mghte 77
Y AREET, TNEN-033%, 028% CTH-o7=,

Eiz, IEHRAMELE 72D HbAle fifl 6. 5% KT OEMRFIZSNTH, MG Qc2fff-oon)
Eovgaras Coff oon) icksnT, YTV TF 5 mg BETT T RRBEROY FH 7
TF 2.5 mg BEIC AR TEWEREEZ R LT,

FEl N2 T/ AH AR IR (262. 001) IZHBWTiE, T A FI—AZHAN-EEAnRAEREZ Y5
Y7V TF oG 30 pICEML, BERIEEICSW TR EZ1T o7z, 24 HE (LOCF) Of
% 1 RE MBS E O 2 & GREE 2 F8ME) 1%, X970 7F v Smg#E-307 mgdl, 77tk
REE 4.2 mg/dL, B4 2 BRI O 25 (L8 GRIER ZE9ME) 13, %92 ) FF > 5 mg BE-21.7
mg/dL, 77 AR 43 mg/dL THY, WTNOFMEEE &, %327 7F 5 mg FETIEN—
ATA B OIKTRFED LAV,

W, [N THEM L7z 2 B RE B E R oA IR 2o2fff003) kv, s
U7Fr5mgZ 1 B 1EERRNC 14 BEEEG L& &0, flBRUY R (EnZntx371
TF BG4 30 47, 11 BifE) O, WONZERERFO M EE S 2 N — R T A & HHRE Lz,
BeH- 14 H HOR% 1 KEEMAEE, £1% 2 REEDEEOX—2XF 4 b OZ{LEITZNE N,
HIE%IL, 452 mg/dL, —41.4 mg/dL, % &1%13-30.0 mg/dL, —33.8 mg/dL &, WFiLH—2R
TAUMHLDIKTRALN, ZOREIIRE S Ebbh o, £z, BER (5% 18 KM
KO 21 FFH]) IZBWTEIR—RA T A b O b EITENE1-18.3 mg/dL, —16.3 mg/dL TH
0, WE LBl WEFH TR T LT,

EINC RN L7 2 BUBR R &R % & L Bk o BRI 5B ooz kwr
262fff-004) (cINT, VRV SV TFU Smg A 1A 1A S2ERG LZAER, HbAle fi, %
MmOV it (262 002 0 7) 13BE % 2585 52 B E TOFTRTOFMEIA
TR=ATA D DIRTRFRD b, ROFHEIRFRD Hiviz [52 FFO HbAle fED~— A
TA VB OVHZH R () -0.35% (262fff002) . -0.50% (262fff 004) T .

kX, %4970 7F o0 TiE, Smgl B 1 EEMFEIC LY BiFpMpEa s bo—
APFFHND Z &, KT, BR&MEOUEZRN 1 BRIl TR T 2 2 &, MWRShT,
F7o, o oMbERE NMERIZRMMF TS Z & brahe,

(2) BEOIRTOEAMMBERZETE (SU X, a-F L3P E2—FHERE EJTT7FHA FE,
FTJIDUE, JUVZFRE) EOHRICKYRIFGMEI L FO—LATLND

PERREICOWTIE, RO MBERE FEROT A RT A ) ([HEL T, filRRICHFHchL Z &

1.5 R38R O R K OB %8 O
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DIRE SN DT TOMKOMBERE T3 (SU 3, a-7Vvav X —BHERK, ©r 77 A( FE F
TV, FY =) COFHBEORMER O EIIEERER R SRR
262J 005) \CTHFE L7z, ZORER, fMhoRkn MR TR L o ChmbEa s hr—L
#T+‘ﬁ2mﬁﬁf$% IXRLT, X H 27U TFF o 5mg (1 H1RE) 285352 L1
, WTFNOMFHBEZEB W T, HbAlc % QS E RF MBI I 3% 5% 2 5 52 & TDd
f\fo>p¥{ﬂﬁﬁ#r5(/\~x TA B OERTRRD B, FIROFHRIED bz, 52 WD
HbA I fEDR—R T A D ORI R, SU FEHE-0.49%, a-7 /L 2 v X — B [HEIERE-0.82%,
7T A RIERE-0.62%, 7 VU YU HEE-0.50%, KO U = RER-059%THV, X4
7 FF 5 mg AhoORE O IMBERE FEIZEBME S L2 L2 LY HbAlc &K F S H7z,
PbEXY, X470 7F 0%, BEFEORRD A =X L0 0 MFER T3 (SU 3, a-7 L
av XA —VHEK, B 7 A RE, FTUPUEEOTY = REK) EofHIC LY Biqamn
BEo s br— AR ARETH D Z ENRENTZ, LEB-T, X370 FF 0%, WO
OO IMAERE FEE O TE, LVEAVEEICBOTHEATL 2N TE 5,

(3) Em#EZEE LIS

EWNTEM L 7= 7 T & R RERER DR ST Oft 8, KIBEEEA EHRIL, 77 B RHETIE
FHAT, XY 27U FF U 5mg BET0.6% (1/179 ), 5927V 7F U FERIKT 0.4% (2/452
) & 1%AK0M Th D IRWBEERTH -7,

F7o, BMEEORHERGRBROFBE M OFERICHE N T, RIEREEAEHERIL, x4
7N FF 25 mg BETIERD BT 5 mg BETIX 0.8% (2/256 f51) & 1% A0 &K<, EH#HE
Toh - THRMEERER FEFLORBERN LH T 2RO bnrinot,

OF FRE O BRI GBI OV, RMERER EFLORBRITL, a-/Va ¥ —EHE
FEOFIRE 1.8% (/113 1)) , © 277 F A NEGMEE 1.7% /116 #1) , F7 U 2 KGR 2.8%
(3/108 f5i) &K<, HMJRIERF & KREREFRD TN, A AV UUMEESRTH D SU 3
O = REOJHABHICB WL, TN 10.9% (20/183 #1) , 10.5% (6/57 Bi) & HfhE
5K O oo O FHSERE & bl L Crinno 7z,

UEOFERE Y, X027 7F o OBMPEIEIC SO CUIXEHE 5 T L KMbE 2 5] & &2 2 37
BEMEIE D > 72, - OHREOESIRG T, SU T Y = FEO O R 4 B & Bk
ERE AT R T,

(4) LDIMERFEZROEBREEZEMSELN

EWNCHENi L7277 B AR RGO ST OfE R, LIERAEFRIL, 77 BT
B, %370 7F 0 Img B, 25mg HEAX N Smg FETIXZEREN, 1.1% (1/93 f) , 1.1%
(2/180 ) K Tr0.6% (1/179 i) & HIEIEAMIAE S BBSE O EHITBD beh o7, Fiz,
HOMRIE ORI G BR O ST ORERICHB N TIT S mg BETIL 0.8% (2256 ffl) TH VY, &
P Ao TRBUBE N EA-TABEITRD bviehoiz, 7o, OHHFEO B G5 RERIC
BT, a-ZNa v X —VHEREABEL L 7T 4 REFARICBNTEREN 09% (0-
Tnay B —RIERGREE 1113 fl, © 27771 REGEREE 1116 B]) , F7 U P3G
MEECIBNT 1.9% (2/108 ) DL MLAERAEFZBBEO NN, WTHOMFHETHL 77k

1.5 R38R O R K OB %8 O
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R RARERTO 5 mg BE L& FERICIRWIBHLRCTH YV, B G- CTRBIENKIEIC EA-3
LT L3 o tz, Fin, OFHEBR CRESRBBERENELDL Z LidhroT,

WNRBRCIL, 77 B ARx R 5 SRBRICE T 2 0 ME A EHFRORKEBRIL, FX9-7Y 7
F R E S TR A IRIZ BT 0.3% (7/2043 ) TH Y, 7T BAREE [1.0%, (8/799 i)
IR TR - 72,

FKEVRRR GRS, FRRAZ2HE 21T 2 % =& ZH% (Clinical Event Committee ; CEC)
SRS O EE TLA B OV TAR AR 8 FRABRICH 1 5 A X2 RRIEIC OV THEL, L b AR
7T 4 TVHERHERE ATl L= & 2 A, DLMAESE, DFFEIE & OViKZEH (CV death/MI/stroke) |
DREBFINTY XY 7V TF R 0.7% (22/3356 f5]) , =2 b —/L#f 1.4% (18/1251 f3)) , =%
Y7 TF OREOEXHERREE DY 042 (95%(EFEIXH] : 0.23~0.80) TholcZ &b, HFH7
UV7FUoRTay ba— B EL 0 LMEA X REEY 27 OIRWZ &R ST,

U EORERE Y, %4327V 7F o OB K OPFARE CLIE RAEFROBEBEL LH I
2 AREMEIHR S, BRI G ICHB W THREROMER Th 72, 72k, WA THEMLIZL br A~
I T 4 TIFERTIEH 205, LIEA <2~ OGN RO FTREMES AR STz,

(5) HiREEEZSZ2H T HBBIH L CHERE L (IRERETHD

WREE, AR, EERMEREREERSE GMEAN) VX7 Y T 10mg HERE O S LT
XDV XY T U TF D AUCITREFERR A & Il LT 10~77% L5 L7223, I5HEREHY
BMS-510849 @ AUC,IE 7~33%{L F L7z (CV181020) , W I N DOFEEREREEX /> TH 07
U 7T OMRFERITHEERAD 2 5K TH D, TITTEMEREH BMS-510849 OgEFE &K T L
TN Z e, IFERREEREICBWTHEZRE T2 R REARTHL EEZLND,

(6) BHEEZTZAIHIBEICHLTREMRERTHD

WRRE, AR, EERREREREERE MEAN) IV X2 Y T 10 mg 2 HERR OE S LT
EEDOY XV Y TF U R OVEMEEY) BMS-510849 O AUCIE, BHEREDIR Tz R L7z
2, BMEBEERERE CTE, WINLBEREEFHEICHAT 2 FREO LA THo T2
(CV181019) , HEEJEBHEEREERE CIX, X971 7F oD AUCLD EFIL 2 R TH
S7273, BMS-510849 @ AUC,i% 2.9 i LR/ Uiz, SEBHERERE X, P37 7T
>}V BMS-510849 D AUCLIZZAEI, 2.1 %5, 45512 BA Lic, BLEG, @REEEHEREREE
BETEIY V7Y 7FrONEFREIIAE, PEEROEEBHEREREEREICONUL, HE
Z25mg IliETHI LKV EGREEE B 2 DL,

BT, PEELLEOBHEREREE 29 5 B 2 RITAT o TSNS b FHEER (CVI181062) 1C
BWTC, XU 7V FF25mg H5OEMMEELRENRHER SN TN D,

UEXY, %0270 FF A3 EEL FOBERREE L A7 o8& L HEFRED |, &5
THZEMABETH S Z ENRINT,

(7) BB MBREBERANHFTED

(ﬂkuﬂ%w@@%%%ﬂb7ﬁ%~vxmﬂmﬁﬁbfwd}&ﬁ%%mm4m%%@
2@%@%?%@%Kﬁ?#6%ﬁﬁwm%ﬂ%mm4ﬁ%@%%%ﬁbf%@#é:k%%ﬁ

1.5 R38R O R K OB %8 O
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Ehb, XV 7V FFAHONTIE, ARV T R hiv (STZ) 5 TR B AITRRERE A EE
SN BERIFET L~ 7 ATENT, STZ BT X VRT3 20 B il &4 KB & 512 X 0y
FICEE S 2R PRBH N TN D,

EN o 2 AURERIG A At e L EROGRBR o ffoon) RowgERs e fffoon)
WZBWT, %7 U 7F 5 mg 5% O B A REFEE HOMA-B IZ DWW THRF L7 & 2 A,
NR—=2 T A b OEALED 12 HEK (LOCF) (262.-001) (21% 5.91% (77 & R EEIE—0.06%) ,
24 K¢ (LOCF) (262.—001) 1213 6.07% (77 AL 0.58%) ThHV, X470 7F 0t
D HOMA-B OEEINI 7 7B REEL W L K&E -T2,

UbEEY, 4271 7F IERMIIREIE 2 A 2 IRtk s Sz,

8) F&H

BT FF0L 1 H1IES mg OFMPEETCRIfelfEi=y e —VERLTc, £, 1
H1[FSmg &5 CRESMEEZ 1 BlZblzo THEL, TORIIEMMEH L, 7=, BN
OREFORR O MU R CiuE =y b e — L3R4 70 2 B PRIG BE 12 88T,
U 7 F o OBMPERIIC &0 Al 2K T S8,

RRMEIZ OV, HFERH IR M B A HFH R ORBR LIS, JFHRIERIC
1% SU AU Y = FEFR 2R E, RIEREAEFROBHARLEINS TRV, £z, ¥
X7V TF L, LDIERAEEFROBREL NI TR, TOMOHFEERFZIZONTS,
FEEZP LM IE D L OIEFRO LN TE LT, 2RNICEEEITEVLDO LB NS,

FXH TV TF A, M- BHERERERZ ICEG R TH D, FFHAEREE B K O B B R
EEAEICITAERERETHY, TEELEOBEERE S BE TRy EE K O 0 & 22 att
DFRERNOBEFHEDOETHS 25mg IZHETDHZ LICLVEEREE RS,

CYP3A4/5 FHEIK « FHEIK L OFRWBREFWHAERITRDO SN0, X337 ) FF U RE
ERAR T VGG IRE OK T/ ER SRR L, RSB LN s, HEREIER
WCThb, 12120, Y2970 TFFURE EANED D CYP3A4/S ERJFHRECIL, B3
DRIEE +DBE LR ORELBET LI ENEE L, £/, SUK, 7V =FELEOHH
IZ RV RIMBEDS RIS 2V 27 13@E < R DA b7, fFHEOHEZHET S Z &Ik
DEEEFTREE Z 2 BV D,

Pk, %470 7F0%, BHEREDERNZEME T a7 7 AV ERALTEY, i, 7Y
= FEZEOREFOTXTORO MR N3 (DPP4 FHERKZERLS) L OOHNARE, B - I
BB FTHRFICHHEHATREE W ) £ D, TBIAVEE 2RI G ARETH D E VIR T 1 v
NefTHZ ENRBEINT,

1.5.5 SEX#

Fukushima M, Suzuki H, Seino Y. Insulin secretion capacity in the development from normal glucose
tolerance to type 2 diabetes. Diatebes Res Clin Pract. 2004;66S:S37-S43.

P HARBEREES. BERISIRME D BE LS In ¢ BHEARILC IS  BERIR R A R A
2010. HAC: FEYLAL; 2010. p.21-9.
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AR RN T2, In IR TR OSETHT . BERIRIBIR A A 1 2010, H5L: SOL%E; 2010. p.27-32.
International Diabetes Federation(IDF). Guidance for Management of Postmeal Glucose. Belguim:
International Diabetes Federation; 2007.

Frederich R, Alexander JH, Fiedorek FT, Donovan M, Berglind N, Harris S, et al. A systematic

assessment of cardiovascular outcomes in the saxagliptin drug development program for type 2
diabetes. Postgrad Med. 2010;122:16-27.

Holst JJ. The physiology of glucagon-like peptide 1. Physiol Rev. 2007;87:1409-39.

U.K. Prospective Diabetes Study(UKPDS) Group. U.K. prospective diabetes study 16. Overview of 6
years' therapy of type Il diabetes: a progressive disease. Diabetes. 1995;44:1249-58.
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1.6 SHEICETHERREFCETLIEH

YA 7Y TF U, 2009 FERCKICISOTRB AT L, TONGLYZA®] &\ fliFi4: C BMS
fl: & AstraZeneca ff & OILFEBHFE - HLFEARFEICL Y, BITOEA THERINL TS (201342 A
BUE, §84 »H) .

KIE, BN (A=A RVT, S¥—, TAHIT, ¥T8R, Fxa, Frv—F, TAR
=7, T4 TUR, TR, KA, XVIT, "o HV—, TAVIUR, AZ207, 7
cNeT, UKNT=T, VIRV TNT, wNE, FTUH, R—F K, ALV, —v=
T, AUARXT, ZAuR=T, ALY, AV z—F, HEH, IAVx—, TAATUR),
TN TF o, TANR=T, F—=A T VT, R—=L—r, RRA=T « ~ )LV IS, 773
N, TAXA, AFH, FV, wE, av 7, rar7Fr, oFFET7, I—F, & A
YR, AVRRYT, ATV, ARTT), ALY, AP TRAE, T z— b, LN,
~WA, v R=7, wL—v7, TE=UVI ¥R, A¥va, —a—y—F K, FIvT, F
AT=VT, NVAFF, —, T4 UV, AF—N, uT, @E, yvITIe7, k
EUT, YUHR—N, T TIVA, RAVTUh, AL A, VeTrvadly, YUT, G,
GUF=T, HA, bvm, UrIAF, TITEREEM, IATTA, RXALT, NhF
IN

FNENOEBH D \ITHUIRIZ 31T 5 5&REH B 43K _L6-1[iIa7=7,
F 77, KEKOBMICEBT 554, AE - &, 2h6e - 2%, Hik - AEA2E L1622~ T,

K B ORI DY SCE DS & FIaROBEEE, federpig 7 —» »— 1 (ceps) Q=] A
B R BT S

1.6 SMENZ IS 1T 2t AR DL B4 2 Bk
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= 1.6-1 XS5 ) TFUONAEERB
] 3 1 ik 2.5 mg 5 mg
K] 2009/07/31 T 2009/07/31 HKER
RN 2011/02/28 7 2009/10/01 7
TAELTF 2009/12/16 7R 2009/12/16 TR
TINR=T 2011/5/1 ) 2011/5/1 7
F—=A T UT 2011/3 TR 2011/03/07 TR
Ne—— 2011/01/13 ) 2011/01/13 7
RAZT e LY =S 2012/5 7R 2012/5 7R
A 2009/11/16 7 2009/11/16 7
TV xR A 2012/1/24 7R 2012/1/24 7R
HFH 2009/09 7 2009/09/14 7
7 2009/11/27 TR 2009/11/27 TR
H 2011/05/05 7 2011/05/05 7
=== 2010/11/25 T 2010/10/13 TR
a7 FT 2010/11 7R 2010/11 TR
TFFET 2012/8/20 T 2012/8/20 HKER
A= 2011/4/1 TR 2011/4/1 7R
B 2011/10/19 HKER 2010/08/06 KGR
N 2009/10/26 TR 2009/10/26 TR
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ONGLYZA safely and effectively. See full prescribing information for
ONGLYZA.

ONGLYZA (saxagliptin) tablets
Initial U.S. Approval: 2009

RECENT MAJOR CHANGES

Indications and Usage

Important Limitations of Use (1.2) 11/2011
Dosage and Administration

Recommended Dosing (2.1) 12/2011

Concomitant Use with an Insulin Secretagogue

(e.g., Sulfonylurea) or with Insulin (2.4) 12/2011
Contraindications (4) 11/2011
Warnings and Precautions

Pancreatitis (5.1) 11/2011

Use with Medications Known to Cause Hypoglycemia (5.2) 12/2011

Hypersensitivity Reactions (5.3) 11/2011

---------------------- INDICATIONS AND USAGE

ONGLYZA is a dipeptidyl peptidase-4 (DPP4) inhibitor indicated as an
adjunct to diet and exercise to improve glycemic control in adults with type 2
diabetes mellitus in multiple clinical settings. (1.1, 14)

Important limitations of use:

Should not be used for the treatment of type 1 diabetes mellitus or
diabetic ketoacidosis. (1.2)
Has not been studied in patients with a history of pancreatitis. (1.2, 5.1)

The recommended dose is 2.5 mg or 5 mg once daily taken regardless of
meals. (2.1)

2.5 mg daily is recommended for patients with moderate or severe renal
impairment, or end-stage renal disease (CrCl <50 mL/min). Assess renal
function before starting ONGLYZA and periodically thereafter. (2.2)

2.5 mg daily is recommended for patients also taking strong cytochrome
P450 3A4/5 (CYP3A4/5) inhibitors (e.g., ketoconazole). (2.3, 7.1)

Tablets: 5 mg and 2.5 mg (3)
CONTRAINDICATIONS

History of a serious hypersensitivity reaction (e.g., anaphylaxis,
angioedema, exfoliative skin conditions) to ONGLYZA. (4)

There have been postmarketing reports of acute pancreatitis. If
pancreatitis is suspected, promptly discontinue ONGLYZA. (5.1)

When used with an insulin secretagogue (e.g., sulfonylurea) or insulin, a
lower dose of the insulin secretagogue or insulin may be required to
minimize the risk of hypoglycemia. (5.2)

There have been postmarketing reports of serious hypersensitivity
reactions in patients treated with ONGLYZA such as anaphylaxis,
angioedema, and exfoliative skin conditions. In such cases, promptly
discontinue ONGLYZA, assess for other potential causes, institute
appropriate monitoring and treatment, and initiate alternative treatment
for diabetes. (5.3, 6.2)

There have been no clinical studies establishing conclusive evidence of
macrovascular risk reduction with ONGLY ZA or any other antidiabetic
drug. (5.4)

ADVERSE REACTIONS:
Adverse reactions reported in >5% of patients treated with ONGLYZA
and more commonly than in patients treated with placebo are: upper
respiratory tract infection, urinary tract infection, and headache. (6.1)
Peripheral edema was reported more commonly in patients treated with
the combination of ONGLYZA and a thiazolidinedione (TZD) than in
patients treated with the combination of placebo and TZD. (6.1)

In the add-on to sulfonylurea and add-on to insulin trials, confirmed
hypoglycemia was reported more commonly in patients treated with
ONGLYZA compared to placebo. (6.1)

Hypersensitivity-related events (e.g., urticaria, facial edema) were
reported more commonly in patients treated with ONGLYZA than in
patients treated with placebo. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers
Squibb at 1-800-721-5072 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch

DRUG INTERACTIONS

Coadministration with strong CYP3A4/5 inhibitors (e.g., ketoconazole)
significantly increases saxagliptin concentrations. Recommend limiting
ONGLYZA dose to 2.5 mg once daily. (2.3, 7.1)

No adequate and well-controlled studies in pregnant women. (8.1)
Safety and effectiveness of ONGLYZA in pediatric patients below the
age of 18 have not been established. (8.4)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide

Revised: 12/2011
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Monotherapy and Combination Therapy

ONGLYZA is indicated as an adjunct to diet and exercise to improve glycemic control in adults
with type 2 diabetes mellitus in multiple clinical settings. [See Clinical Studies (14).]

1.2 Important Limitations of Use

ONGLYZA should not be used for the treatment of type 1 diabetes mellitus or diabetic
ketoacidosis, as it would not be effective in these settings.

ONGLYZA has not been studied in patients with a history of pancreatitis. It is unknown whether
patients with a history of pancreatitis are at an increased risk for the development of pancreatitis
while using ONGLYZA. [See Warnings and Precautions (5.1).]

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosing

The recommended dose of ONGLYZA is 2.5 mg or 5 mg once daily taken regardless of meals.

| ONGLYZA tablets must not be split or cut.
2.2 Patients with Renal Impairment

No dosage adjustment for ONGLYZA is recommended for patients with mild renal impairment
(creatinine clearance [CrCI] >50 mL/min).

The dose of ONGLYZA is 2.5 mg once daily for patients with moderate or severe renal
impairment, or with end-stage renal disease (ESRD) requiring hemodialysis (creatinine clearance
[CrCI] <50 mL/min) [see Clinical Pharmacology (12.3) and Clinical Studies (14.3)]. ONGLYZA
should be administered following hemodialysis. ONGLYZA has not been studied in patients
undergoing peritoneal dialysis.

Reference ID: 3060048 Approved v3.0



Because the dose of ONGLYZA should be limited to 2.5mg based upon renal function,
assessment of renal function is recommended prior to initiation of ONGLYZA and periodically
thereafter. Renal function can be estimated from serum creatinine using the Cockcroft-Gault
formula or Modification of Diet in Renal Disease formula. [See Clinical Pharmacology (12.3).]

2.3 Strong CYP3A4/5 Inhibitors

The dose of ONGLYZA is 2.5 mg once daily when coadministered with strong cytochrome
P450 3A4/5 (CYP3A4/5) inhibitors (e.g., ketoconazole, atazanavir, clarithromycin, indinavir,
itraconazole, nefazodone, nelfinavir, ritonavir, saquinavir, and telithromycin). [See Drug
Interactions (7.1) and Clinical Pharmacology (12.3).]

2.4 Concomitant Use with an Insulin Secretagogue (e.g.,
Sulfonylurea) or with Insulin

When ONGLYZA is used in combination with an insulin secretagogue (e.g., sulfonylurea) or
with insulin, a lower dose of the insulin secretagogue or insulin may be required to minimize the
risk of hypoglycemia. [See Warnings and Precautions (5.1).]

3 DOSAGE FORMS AND STRENGTHS

e ONGLYZA (saxagliptin) 5 mg tablets are pink, biconvex, round, film-coated tablets with “5”
printed on one side and “4215” printed on the reverse side, in blue ink.

e ONGLYZA (saxagliptin) 2.5 mg tablets are pale yellow to light yellow, biconvex, round,
film-coated tablets with “2.5” printed on one side and “4214” printed on the reverse side, in
blue ink.

4 CONTRAINDICATIONS

History of a serious hypersensitivity reaction to ONGLYZA, such as anaphylaxis, angioedema,
or exfoliative skin conditions. [See Warnings and Precautions (5.3) and Adverse Reactions

(6.2).]
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) WARNINGS AND PRECAUTIONS

51 Pancreatitis

There have been postmarketing reports of acute pancreatitis in patients taking ONGLY ZA. After
initiation of ONGLYZA, patients should be observed carefully for signs and symptoms of
pancreatitis. If pancreatitis is suspected, ONGLYZA should promptly be discontinued and
appropriate management should be initiated. It is unknown whether patients with a history of
pancreatitis are at increased risk for the development of pancreatitis while using ONGLY ZA.

5.2 Use with Medications Known to Cause Hypoglycemia

When ONGLYZA was used in combination with a sulfonylurea or with insulin, medications
known to cause hypoglycemia, the incidence of confirmed hypoglycemia was increased over that
of placebo used in combination with a sulfonylurea or with insulin. [See Adverse Reactions
(6.1).] Therefore, a lower dose of the insulin secretagogue or insulin may be required to
minimize the risk of hypoglycemia when used in combination with ONGLYZA. [See Dosage
and Administration (2.4).]

5.3 Hypersensitivity Reactions

There have been postmarketing reports of serious hypersensitivity reactions in patients treated
with ONGLYZA. These reactions include anaphylaxis, angioedema, and exfoliative skin
conditions. Onset of these reactions occurred within the first 3 months after initiation of
treatment with ONGLYZA, with some reports occurring after the first dose. If a serious
hypersensitivity reaction is suspected, discontinue ONGLY ZA, assess for other potential causes
for the event, and institute alternative treatment for diabetes. [See Adverse Reactions (6.2).]

Use caution in a patient with a history of angioedema to another dipeptidyl peptidase-4 (DPP4)
inhibitor because it is unknown whether such patients will be predisposed to angioedema with
ONGLYZA.

54 Macrovascular Outcomes

There have been no clinical studies establishing conclusive evidence of macrovascular risk
reduction with ONGLY ZA or any other antidiabetic drug.
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6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

Monotherapy and Add-On Combination Therapy

In two placebo-controlled monotherapy trials of 24-weeks duration, patients were treated with
ONGLYZA 2.5 mg daily, ONGLYZA 5 mg daily, and placebo. Three 24-week, placebo-
controlled, add-on combination therapy trials were also conducted: one with metformin, one with
a thiazolidinedione (pioglitazone or rosiglitazone), and one with glyburide. In these three trials,
patients were randomized to add-on therapy with ONGLYZA 2.5 mg daily, ONGLYZA 5 mg
daily, or placebo. A saxagliptin 10 mg treatment arm was included in one of the monotherapy
trials and in the add-on combination trial with metformin.

In a prespecified pooled analysis of the 24-week data (regardless of glycemic rescue) from the
two monotherapy trials, the add-on to metformin trial, the add-on to thiazolidinedione (TZD)
trial, and the add-on to glyburide trial, the overall incidence of adverse events in patients treated
with ONGLYZA 2.5 mg and ONGLYZA 5 mg was similar to placebo (72.0% and 72.2% versus
70.6%, respectively). Discontinuation of therapy due to adverse events occurred in 2.2%, 3.3%,
and 1.8% of patients receiving ONGLYZA 2.5 mg, ONGLYZA 5 mg, and placebo, respectively.
The most common adverse events (reported in at least 2 patients treated with ONGLYZA 2.5 mg
or at least 2 patients treated with ONGLYZA 5 mg) associated with premature discontinuation of
therapy included lymphopenia (0.1% and 0.5% versus 0%, respectively), rash (0.2% and 0.3%
versus 0.3%), blood creatinine increased (0.3% and 0% versus 0%), and blood creatine
phosphokinase increased (0.1% and 0.2% versus 0%). The adverse reactions in this pooled
analysis reported (regardless of investigator assessment of causality) in >5% of patients treated
with ONGLYZA 5 mg, and more commonly than in patients treated with placebo are shown in
Table 1.
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Table 1: Adverse Reactions (Regardless of Investigator Assessment of
Causality) in Placebo-Controlled Trials* Reported in >5% of
Patients Treated with ONGLYZA 5 mg and More Commonly than
in Patients Treated with Placebo

Number (%) of Patients
ONGLYZA 5mg Placebo
N=882 N=799
Upper respiratory tract infection 68 (7.7) 61 (7.6)
Urinary tract infection 60 (6.8) 49 (6.1)
Headache 57 (6.5) 47 (5.9)

* The 5 placebo-controlled trials include two monotherapy trials and one add-on combination therapy trial with
each of the following: metformin, thiazolidinedione, or glyburide. Table shows 24-week data regardless of
glycemic rescue.

In patients treated with ONGLYZA 2.5 mg, headache (6.5%) was the only adverse reaction
reported at a rate >5% and more commonly than in patients treated with placebo.

In this pooled analysis, adverse reactions that were reported in >2% of patients treated with
ONGLYZA 25 mg or ONGLYZA 5 mg and >1% more frequently compared to placebo
included: sinusitis (2.9% and 2.6% versus 1.6%, respectively), abdominal pain (2.4% and 1.7%
versus 0.5%), gastroenteritis (1.9% and 2.3% versus 0.9%), and vomiting (2.2% and 2.3% versus
1.3%).

In the add-on to TZD trial, the incidence of peripheral edema was higher for ONGLYZA 5 mg
versus placebo (8.1% and 4.3%, respectively). The incidence of peripheral edema for
ONGLYZA 2.5 mg was 3.1%. None of the reported adverse reactions of peripheral edema
resulted in study drug discontinuation. Rates of peripheral edema for ONGLYZA 2.5 mg and
ONGLYZA 5 mg versus placebo were 3.6% and 2% versus 3% given as monotherapy, 2.1% and
2.1% versus 2.2% given as add-on therapy to metformin, and 2.4% and 1.2% versus 2.2% given
as add-on therapy to glyburide.

The incidence rate of fractures was 1.0 and 0.6 per 100 patient-years, respectively, for
ONGLYZA (pooled analysis of 2.5 mg, 5 mg, and 10 mg) and placebo. The incidence rate of
fracture events in patients who received ONGLYZA did not increase over time. Causality has
not been established and nonclinical studies have not demonstrated adverse effects of saxagliptin
on bone.
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An event of thrombocytopenia, consistent with a diagnosis of idiopathic thrombocytopenic
purpura, was observed in the clinical program. The relationship of this event to ONGLYZA is
not known.

Use in Renal Impairment

ONGLYZA 2.5 mg was compared to placebo in a 12-week trial in 170 patients with type 2
diabetes and moderate or severe renal impairment or end-stage renal disease (ESRD). The
incidence of adverse events, including serious adverse events and discontinuations due to
adverse events, was similar between ONGLYZA and placebo.

Use in Combination with Insulin

In the add-on to insulin trial [see Clinical Studies (14.2)], the incidence of adverse events,
including serious adverse events and discontinuations due to adverse events, was similar between
ONGLYZA and placebo, except for confirmed hypoglycemia (see Hypoglycemia subsection).

Adverse Reactions Associated with ONGLYZA Coadministered with Metformin in
Treatment-Naive Patients with Type 2 Diabetes

Table 2 shows the adverse reactions reported (regardless of investigator assessment of causality)
in >5% of patients participating in an additional 24-week, active-controlled trial of
coadministered ONGLY ZA and metformin in treatment-naive patients.

Table 2: Initial Therapy with Combination of ONGLYZA and Metformin in
Treatment-Naive Patients: Adverse Reactions Reported (Regardless
of Investigator Assessment of Causality) in >5% of Patients Treated
with Combination Therapy of ONGLYZA 5 mg Plus Metformin
(and More Commonly than in Patients Treated with Metformin

Alone)
Number (%) of Patients
ONGLYZA 5 mg + Metformin* Metformin™®
N=320 N=328
Headache 24 (7.5) 17 (5.2)
Nasopharyngitis 22 (6.9) 13 (4.0)

* Metformin was initiated at a starting dose of 500 mg daily and titrated up to a maximum of 2000 mg daily.
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Hypoglycemia

Adverse reactions of hypoglycemia were based on all reports of hypoglycemia. A concurrent
glucose measurement was not required or was normal in some patients. Therefore, it is not
possible to conclusively determine that all these reports reflect true hypoglycemia.

In the add-on to glyburide study, the overall incidence of reported hypoglycemia was higher for
ONGLYZA 2.5 mg and ONGLYZA 5 mg (13.3% and 14.6%) versus placebo (10.1%). The
incidence of confirmed hypoglycemia in this study, defined as symptoms of hypoglycemia
accompanied by a fingerstick glucose value of <50 mg/dL, was 2.4% and 0.8% for ONGLYZA
2.5 mg and ONGLYZA 5 mg and 0.7% for placebo [see Warnings and Precautions (5.2)]. The
incidence of reported hypoglycemia for ONGLYZA 2.5 mg and ONGLYZA 5 mg versus
placebo given as monotherapy was 4.0% and 5.6% versus 4.1%, respectively, 7.8% and 5.8%
versus 5% given as add-on therapy to metformin, and 4.1% and 2.7% versus 3.8% given as add-
on therapy to TZD. The incidence of reported hypoglycemia was 3.4% in treatment-naive
patients given ONGLYZA 5 mg plus metformin and 4.0% in patients given metformin alone.

In the active-controlled trial comparing add-on therapy with ONGLYZA 5 mg to glipizide in
patients inadequately controlled on metformin alone, the incidence of reported hypoglycemia
was 3% (19 events in 13 patients) with ONGLYZA 5 mg versus 36.3% (750 events in 156
patients) with glipizide. Confirmed symptomatic hypoglycemia (accompanying fingerstick blood
glucose <50 mg/dL) was reported in none of the ONGLY ZA-treated patients and in 35 glipizide-
treated patients (8.1%) (p<0.0001).

During 12 weeks of treatment in patients with moderate or severe renal impairment or ESRD, the
overall incidence of reported hypoglycemia was 20% among patients treated with ONGLYZA
2.5 mg and 22% among patients treated with placebo. Four ONGLY ZA-treated patients (4.7%)
and three placebo-treated patients (3.5%) reported at least one episode of confirmed symptomatic
hypoglycemia (accompanying fingerstick glucose <50 mg/dL).

In the add-on to insulin trial, the overall incidence of reported hypoglycemia was 18.4% for
ONGLYZA 5 mg and 19.9% for placebo. However, the incidence of confirmed symptomatic

hypoglycemia (accompanying fingerstick blood glucose <50 mg/dL) was higher with
ONGLYZA 5 mg (5.3%) versus placebo (3.3%) [see Warnings and Precautions (5.2)].
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Hypersensitivity Reactions

Hypersensitivity-related events, such as urticaria and facial edema in the 5-study pooled analysis
up to Week 24 were reported in 1.5%, 1.5%, and 0.4% of patients who received ONGLYZA
2.5mg, ONGLYZA 5 mg, and placebo, respectively. None of these events in patients who
received ONGLYZA required hospitalization or were reported as life-threatening by the
investigators. One saxagliptin-treated patient in this pooled analysis discontinued due to
generalized urticaria and facial edema.

Infections

In the unblinded, controlled, clinical trial database for saxagliptin to date, there have been 6
(0.12%) reports of tuberculosis among the 4959 saxagliptin-treated patients (1.1 per 1000
patient-years) compared to no reports of tuberculosis among the 2868 comparator-treated
patients. Two of these six cases were confirmed with laboratory testing. The remaining cases had
limited information or had presumptive diagnoses of tuberculosis. None of the six cases occurred
in the United States or in Western Europe. One case occurred in Canada in a patient originally
from Indonesia who had recently visited Indonesia. The duration of treatment with saxagliptin
until report of tuberculosis ranged from 144 to 929 days. Post-treatment lymphocyte counts were
consistently within the reference range for four cases. One patient had lymphopenia prior to
initiation of saxagliptin that remained stable throughout saxagliptin treatment. The final patient
had an isolated lymphocyte count below normal approximately four months prior to the report of
tuberculosis. There have been no spontaneous reports of tuberculosis associated with saxagliptin
use. Causality has not been estimated and there are too few cases to date to determine whether
tuberculosis is related to saxagliptin use.

There has been one case of a potential opportunistic infection in the unblinded, controlled
clinical trial database to date in a saxagliptin-treated patient who developed suspected foodborne
fatal salmonella sepsis after approximately 600 days of saxagliptin therapy. There have been no
spontaneous reports of opportunistic infections associated with saxagliptin use.

Vital Signs

No clinically meaningful changes in vital signs have been observed in patients treated with
ONGLYZA.
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Laboratory Tests
Absolute Lymphocyte Counts

There was a dose-related mean decrease in absolute lymphocyte count observed with
ONGLYZA. From a baseline mean absolute Ilymphocyte count of approximately
2200 cells/microL, mean decreases of approximately 100 and 120 cells/microL with ONGLYZA
5 mg and 10 mg, respectively, relative to placebo were observed at 24 weeks in a pooled analysis
of five placebo-controlled clinical studies. Similar effects were observed when ONGLYZA 5 mg
was given in initial combination with metformin compared to metformin alone. There was no
difference observed for ONGLYZA 2.5 mg relative to placebo. The proportion of patients who
were reported to have a lymphocyte count <750 cells/microL was 0.5%, 1.5%, 1.4%, and 0.4%
in the saxagliptin 2.5 mg, 5 mg, 10 mg, and placebo groups, respectively. In most patients,
recurrence was not observed with repeated exposure to ONGLYZA although some patients had
recurrent decreases upon rechallenge that led to discontinuation of ONGLYZA. The decreases in
lymphocyte count were not associated with clinically relevant adverse reactions.

The clinical significance of this decrease in lymphocyte count relative to placebo is not known.
When clinically indicated, such as in settings of unusual or prolonged infection, lymphocyte
count should be measured. The effect of ONGLYZA on lymphocyte counts in patients with
lymphocyte abnormalities (e.g., human immunodeficiency virus) is unknown.

Platelets

ONGLYZA did not demonstrate a clinically meaningful or consistent effect on platelet count in
the six, double-blind, controlled clinical safety and efficacy trials.

6.2 Postmarketing Experience

Additional adverse reactions have been identified during postapproval use of ONGLYZA.
Because these reactions are reported voluntarily from a population of uncertain size, it is
generally not possible to reliably estimate their frequency or establish a causal relationship to
drug exposure.

e Hypersensitivity reactions including anaphylaxis, angioedema, and exfoliative skin
conditions. [See Contraindications (4) and Warnings and Precautions (5.3).]

e Acute pancreatitis. [See Indications and Usage (1.2) and Warnings and Precautions (5.1).]
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7 DRUG INTERACTIONS

7.1 Strong Inhibitors of CYP3A4/5 Enzymes

Ketoconazole significantly increased saxagliptin exposure. Similar significant increases in
plasma concentrations of saxagliptin are anticipated with other strong CYP3A4/5 inhibitors (e.g.,
atazanavir, clarithromycin, indinavir, itraconazole, nefazodone, nelfinavir, ritonavir, saquinavir,
and telithromycin). The dose of ONGLYZA should be limited to 2.5 mg when coadministered
with a strong CYP3AA4/5 inhibitor. [See Dosage and Administration (2.3) and Clinical
Pharmacology (12.3).]

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category B

There are no adequate and well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, ONGLYZA, like other
antidiabetic medications, should be used during pregnancy only if clearly needed.

Saxagliptin was not teratogenic at any dose tested when administered to pregnant rats and rabbits
during periods of organogenesis. Incomplete ossification of the pelvis, a form of developmental
delay, occurred in rats at a dose of 240 mg/kg, or approximately 1503 and 66 times human
exposure to saxagliptin and the active metabolite, respectively, at the maximum recommended
human dose (MRHD) of 5 mg. Maternal toxicity and reduced fetal body weights were observed
at 7986 and 328 times the human exposure at the MRHD for saxagliptin and the active
metabolite, respectively. Minor skeletal variations in rabbits occurred at a maternally toxic dose
of 200 mg/kg, or approximately 1432 and 992 times the MRHD.

Coadministration of saxagliptin and metformin, to pregnant rats and rabbits during the period of
organogenesis, was neither embryolethal nor teratogenic in either species when tested at doses
yielding systemic exposures (AUC) up to 100 and 10 times the MRHD (saxagliptin 5 mg and
metformin 2000 mg), respectively, in rats; and 249 and 1.1 times the MRHDs in rabbits. In rats,
minor developmental toxicity was limited to an increased incidence of wavy ribs; associated
maternal toxicity was limited to weight decrements of 11% to 17% over the course of the study,
and related reductions in maternal food consumption. In rabbits, coadministration was poorly
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tolerated in a subset of mothers (12 of 30), resulting in death, moribundity, or abortion. However,
among surviving mothers with evaluable litters, maternal toxicity was limited to marginal
reductions in body weight over the course of gestation days 21 to 29; and associated
developmental toxicity in these litters was limited to fetal body weight decrements of 7%, and a
low incidence of delayed ossification of the fetal hyoid.

Saxagliptin administered to female rats from gestation day 6 to lactation day 20 resulted in
decreased body weights in male and female offspring only at maternally toxic doses (exposures
>1629 and 53 times saxagliptin and its active metabolite at the MRHD). No functional or
behavioral toxicity was observed in offspring of rats administered saxagliptin at any dose.

Saxagliptin crosses the placenta into the fetus following dosing in pregnant rats.
8.3 Nursing Mothers

Saxagliptin is secreted in the milk of lactating rats at approximately a 1:1 ratio with plasma drug
concentrations. It is not known whether saxagliptin is secreted in human milk. Because many
drugs are secreted in human milk, caution should be exercised when ONGLYZA is administered
to a nursing woman.

8.4 Pediatric Use
Safety and effectiveness of ONGLY ZA in pediatric patients have not been established.
8.5 Geriatric Use

In the six, double-blind, controlled clinical safety and efficacy trials of ONGLYZA, 634 (15.3%)
of the 4148 randomized patients were 65 years and over, and 59 (1.4%) patients were 75 years
and over. No overall differences in safety or effectiveness were observed between patients >65
years old and the younger patients. While this clinical experience has not identified differences
in responses between the elderly and younger patients, greater sensitivity of some older
individuals cannot be ruled out.

Saxagliptin and its active metabolite are eliminated in part by the kidney. Because elderly
patients are more likely to have decreased renal function, care should be taken in dose selection
in the elderly based on renal function. [See Dosage and Administration (2.2) and Clinical
Pharmacology (12.3).]
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10 OVERDOSAGE

In a controlled clinical trial, once-daily, orally-administered ONGLYZA in healthy subjects at
doses up to 400 mg daily for 2 weeks (80 times the MRHD) had no dose-related clinical adverse
reactions and no clinically meaningful effect on QTc interval or heart rate.

In the event of an overdose, appropriate supportive treatment should be initiated as dictated by
the patient’s clinical status. Saxagliptin and its active metabolite are removed by hemodialysis
(23% of dose over 4 hours).

11 DESCRIPTION

Saxagliptin is an orally-active inhibitor of the DPP4 enzyme.

Saxagliptin  monohydrate is described chemically as (1S,3S,5S)-2-[(2S)-2-Amino-2-(3-
hydroxytricyclo[3.3.1.13’7]dec-1-yl)acetyl]-2-azabicyc|o[3.1.0]hexane-3—carbonitri|e,
monohydrate or (1S,3S,55)-2-[(2S)-2-Amino-2-(3-hydroxyadamantan-1-yl)acetyl]-2-
azabicyclo[3.1.0]hexane-3-carbonitrile hydrate. The empirical formula is C1gH25N30,0H,0 and
the molecular weight is 333.43. The structural formula is:

HO

HzN N o Hzo

O
CN

Saxagliptin monohydrate is a white to light yellow or light brown, non-hygroscopic, crystalline
powder. It is sparingly soluble in water at 24°C + 3°C, slightly soluble in ethyl acetate, and
soluble in methanol, ethanol, isopropyl alcohol, acetonitrile, acetone, and polyethylene glycol
400 (PEG 400).

Each film-coated tablet of ONGLYZA for oral use contains either 2.79 mg saxagliptin
hydrochloride (anhydrous) equivalent to 2.5 mg saxagliptin or 5.58 mg saxagliptin hydrochloride
(anhydrous) equivalent to 5 mg saxagliptin and the following inactive ingredients: lactose
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monohydrate, microcrystalline cellulose, croscarmellose sodium, and magnesium stearate. In
addition, the film coating contains the following inactive ingredients: polyvinyl alcohol,
polyethylene glycol, titanium dioxide, talc, and iron oxides.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Increased concentrations of the incretin hormones such as glucagon-like peptide-1 (GLP-1) and
glucose-dependent insulinotropic polypeptide (GIP) are released into the bloodstream from the
small intestine in response to meals. These hormones cause insulin release from the pancreatic
beta cells in a glucose-dependent manner but are inactivated by the DPP4 enzyme within
minutes. GLP-1 also lowers glucagon secretion from pancreatic alpha cells, reducing hepatic
glucose production. In patients with type 2 diabetes, concentrations of GLP-1 are reduced but the
insulin response to GLP-1 is preserved. Saxagliptin is a competitive DPP4 inhibitor that slows
the inactivation of the incretin hormones, thereby increasing their bloodstream concentrations
and reducing fasting and postprandial glucose concentrations in a glucose-dependent manner in
patients with type 2 diabetes mellitus.

12.2 Pharmacodynamics

In patients with type 2 diabetes mellitus, administration of ONGLYZA inhibits DPP4 enzyme
activity for a 24-hour period. After an oral glucose load or a meal, this DPP4 inhibition resulted
in a 2- to 3-fold increase in circulating levels of active GLP-1 and GIP, decreased glucagon
concentrations, and increased glucose-dependent insulin secretion from pancreatic beta cells. The
rise in insulin and decrease in glucagon were associated with lower fasting glucose
concentrations and reduced glucose excursion following an oral glucose load or a meal.

Cardiac Electrophysiology

In a randomized, double-blind, placebo-controlled, 4-way crossover, active comparator study
using moxifloxacin in 40 healthy subjects, ONGLYZA was not associated with clinically
meaningful prolongation of the QTc interval or heart rate at daily doses up to 40 mg (8 times the
MRHD).
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12.3 Pharmacokinetics

The pharmacokinetics of saxagliptin and its active metabolite, 5-hydroxy saxagliptin were
similar in healthy subjects and in patients with type 2 diabetes mellitus. The Cnyax and AUC
values of saxagliptin and its active metabolite increased proportionally in the 2.5 to 400 mg dose
range. Following a 5 mg single oral dose of saxagliptin to healthy subjects, the mean plasma
AUC values for saxagliptin and its active metabolite were 78 ngeh/mL and 214 ngeh/mL,
respectively. The corresponding plasma Cpax values were 24 ng/mL and 47 ng/mL, respectively.
The average variability (%CV) for AUC and Cy,ax for both saxagliptin and its active metabolite
was less than 25%.

No appreciable accumulation of either saxagliptin or its active metabolite was observed with
repeated once-daily dosing at any dose level. No dose- and time-dependence were observed in
the clearance of saxagliptin and its active metabolite over 14 days of once-daily dosing with
saxagliptin at doses ranging from 2.5 to 400 mg.

Absorption

The median time to maximum concentration (Tmax) following the 5 mg once daily dose was 2
hours for saxagliptin and 4 hours for its active metabolite. Administration with a high-fat meal
resulted in an increase in Tmax OF saxagliptin by approximately 20 minutes as compared to fasted
conditions. There was a 27% increase in the AUC of saxagliptin when given with a meal as
compared to fasted conditions. ONGLY ZA may be administered with or without food.

Distribution

The in vitro protein binding of saxagliptin and its active metabolite in human serum is negligible.
Therefore, changes in blood protein levels in various disease states (e.g., renal or hepatic
impairment) are not expected to alter the disposition of saxagliptin.

Metabolism

The metabolism of saxagliptin is primarily mediated by cytochrome P450 3A4/5 (CYP3A4/5).
The major metabolite of saxagliptin is also a DPP4 inhibitor, which is one-half as potent as
saxagliptin. Therefore, strong CYP3A4/5 inhibitors and inducers will alter the pharmacokinetics
of saxagliptin and its active metabolite. [See Drug Interactions (7).]
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Excretion

Saxagliptin is eliminated by both renal and hepatic pathways. Following a single 50 mg dose of
14C-saxagliptin, 24%, 36%, and 75% of the dose was excreted in the urine as saxagliptin, its
active metabolite, and total radioactivity, respectively. The average renal clearance of saxagliptin
(~230 mL/min) was greater than the average estimated glomerular filtration rate (~120 mL/min),
suggesting some active renal excretion. A total of 22% of the administered radioactivity was
recovered in feces representing the fraction of the saxagliptin dose excreted in bile and/or
unabsorbed drug from the gastrointestinal tract. Following a single oral dose of ONGLYZA
5 mg to healthy subjects, the mean plasma terminal half-life (ty,) for saxagliptin and its active
metabolite was 2.5 and 3.1 hours, respectively.

Specific Populations
Renal Impairment

A single-dose, open-label study was conducted to evaluate the pharmacokinetics of saxagliptin
(10 mg dose) in subjects with varying degrees of chronic renal impairment (N=8 per group)
compared to subjects with normal renal function. The study included patients with renal
impairment classified on the basis of creatinine clearance as mild (>50 to <80 mL/min),
moderate (30 to <50 mL/min), and severe (<30 mL/min), as well as patients with end-stage renal
disease on hemodialysis. Creatinine clearance was estimated from serum creatinine based on the
Cockcroft-Gault formula:

CrCl = [140 — age (years)] x weight (kg) {x 0.85 for female patients}
[72 x serum creatinine (mg/dL)]

The degree of renal impairment did not affect the Cnax Of saxagliptin or its active metabolite. In
subjects with mild renal impairment, the AUC values of saxagliptin and its active metabolite
were 20% and 70% higher, respectively, than AUC values in subjects with normal renal
function. Because increases of this magnitude are not considered to be clinically relevant, dosage
adjustment in patients with mild renal impairment is not recommended. In subjects with
moderate or severe renal impairment, the AUC values of saxagliptin and its active metabolite
were up to 2.1- and 4.5-fold higher, respectively, than AUC values in subjects with normal renal
function. To achieve plasma exposures of saxagliptin and its active metabolite similar to those in
patients with normal renal function, the recommended dose is 2.5 mg once daily in patients with
moderate and severe renal impairment, as well as in patients with end-stage renal disease
requiring hemodialysis. Saxagliptin is removed by hemodialysis.
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Hepatic Impairment

In subjects with hepatic impairment (Child-Pugh classes A, B, and C), mean Cpax and AUC of
saxagliptin were up to 8% and 77% higher, respectively, compared to healthy matched controls
following administration of a single 10 mg dose of saxagliptin. The corresponding Cmax and
AUC of the active metabolite were up to 59% and 33% lower, respectively, compared to healthy
matched controls. These differences are not considered to be clinically meaningful. No dosage
adjustment is recommended for patients with hepatic impairment.

Body Mass Index

No dosage adjustment is recommended based on body mass index (BMI) which was not
identified as a significant covariate on the apparent clearance of saxagliptin or its active
metabolite in the population pharmacokinetic analysis.

Gender

No dosage adjustment is recommended based on gender. There were no differences observed in
saxagliptin pharmacokinetics between males and females. Compared to males, females had
approximately 25% higher exposure values for the active metabolite than males, but this
difference is unlikely to be of clinical relevance. Gender was not identified as a significant
covariate on the apparent clearance of saxagliptin and its active metabolite in the population
pharmacokinetic analysis.

Geriatric

No dosage adjustment is recommended based on age alone. Elderly subjects (65-80 years) had
23% and 59% higher geometric mean Cnax and geometric mean AUC values, respectively, for
saxagliptin than young subjects (18-40 years). Differences in active metabolite pharmacokinetics
between elderly and young subjects generally reflected the differences observed in saxagliptin
pharmacokinetics. The difference between the pharmacokinetics of saxagliptin and the active
metabolite in young and elderly subjects is likely due to multiple factors including declining
renal function and metabolic capacity with increasing age. Age was not identified as a significant
covariate on the apparent clearance of saxagliptin and its active metabolite in the population
pharmacokinetic analysis.
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Pediatric

Studies characterizing the pharmacokinetics of saxagliptin in pediatric patients have not been
performed.

Race and Ethnicity

No dosage adjustment is recommended based on race. The population pharmacokinetic analysis
compared the pharmacokinetics of saxagliptin and its active metabolite in 309 Caucasian
subjects with 105 non-Caucasian subjects (consisting of six racial groups). No significant
difference in the pharmacokinetics of saxagliptin and its active metabolite were detected between
these two populations.

Drug-Drug Interactions
In Vitro Assessment of Drug Interactions

The metabolism of saxagliptin is primarily mediated by CYP3A4/5.

In in vitro studies, saxagliptin and its active metabolite did not inhibit CYP1A2, 2A6, 2B6, 2C9,
2C19, 2D6, 2E1, or 3A4, or induce CYP1A2, 2B6, 2C9, or 3A4. Therefore, saxagliptin is not
expected to alter the metabolic clearance of coadministered drugs that are metabolized by these
enzymes. Saxagliptin is a P-glycoprotein (P-gp) substrate but is not a significant inhibitor or
inducer of P-gp.

In Vivo Assessment of Drug Interactions

Table 3: Effect of Coadministered Drugs on Systemic Exposures of
Saxagliptin and its Active Metabolite, 5-hydroxy Saxagliptin

Coadministered Dose of Dosing of Geometric Mean Ratio

Drug Coadministered Drug* Saxagliptin* | (ratio with/without coadministered drug)

No Effect = 1.00

AUCT | Crax

No dosing adjustments required for the following:

Metformin 1000 mg 100 mg saxagliptin 0.98 0.79
5-hydroxy saxagliptin 0.99 0.88

Glyburide 5mg 10 mg saxagliptin 0.98 1.08
5-hydroxy saxagliptin ND ND
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Table 3: Effect of Coadministered Drugs on Systemic Exposures of
Saxagliptin and its Active Metabolite, 5-hydroxy Saxagliptin

Coadministered Dose of Dosing of Geometric Mean Ratio
Drug Coadministered Drug™ Saxagliptin* | (ratio with/without coadministered drug)
No Effect = 1.00
AUC" | Cox
Pioglitazone* 45 mg QD for 10 days 10 mg QD saxagliptin 1.11 1.11
for 5 days 5-hydroxy saxagliptin ND ND
Digoxin 0.25 mg g6h first day 10 mg QD saxagliptin 1.05 0.99

followed by q12h second day for 7 days 5-hydroxy saxagliptin 1.06 1.02
followed by QD for 5 days

Simvastatin 40 mg QD for 8 days 10 mg QD saxagliptin 1.12 1.21
for 4 days 5-hydroxy saxagliptin 1.02 1.08

Diltiazem 360 mg LA QD for 9 days 10 mg saxagliptin 2.09 1.63
5-hydroxy saxagliptin 0.66 0.57

Rifampin§ 600 mg QD for 6 days 5mg saxagliptin 0.24 0.47
5-hydroxy saxagliptin 1.03 1.39

Omeprazole 40 mg QD for 5 days 10 mg saxagliptin 1.13 0.98
5-hydroxy saxagliptin ND ND

Aluminum aluminum hydroxide: 10 mg saxagliptin 0.97 0.74

hydroxide + 2400 mg 5-hydroxy saxagliptin ND ND

magnesium magnesium hydroxide:

hydroxide + 2400 mg

simethicone simethicone: 240 mg

Famotidine 40 mg 10 mg saxagliptin 1.03 1.14

5-hydroxy saxagliptin ND ND
Limit ONGLY ZA dose to 2.5 mg once daily when coadministered with strong CYP3A4/5 inhibitors:

Ketoconazole 200 mg BID for 9 days 100 mg saxagliptin 2.45 1.62
5-hydroxy saxagliptin 0.12 0.05

Ketoconazole 200 mg BID for 7 days 20 mg saxagliptin 3.67 2.44
5-hydroxy saxagliptin ND ND

Single dose unless otherwise noted
AUC = AUC(INF) for drugs given as single dose and AUC = AUC(TAU) for drugs given in multiple doses
Results exclude one subject

wn -H-—l-*

The plasma dipeptidyl peptidase-4 (DPP4) activity inhibition over a 24-hour dose interval was not affected by
rifampin.
ND=not determined; QD=once daily; g6h=every 6 hours; g12h=every 12 hours; BID=twice daily; LA=long acting

19

Reference ID: 3060048 Approved v3.0



Table 4: Effect of Saxagliptin on Systemic Exposures of Coadministered

Drugs
Coadministered Dose of Dosing of Geometric Mean Ratio
Drug Coadministered Drug® Saxagliptin* (ratio with/without saxagliptin)
No Effect = 1.00
AUCT | Crax
No dosing adjustments required for the following:
Metformin 1000 mg 100 mg metformin 1.20 1.09
Glyburide 5mg 10 mg glyburide 1.06 1.16
Pioglitazonei 45 mg QD for 10 days 10 mg QD pioglitazone 1.08 1.14
for 5 days hydroxy-pioglitazone ND ND
Digoxin 0.25 mg g6h first day followed 10 mg QD | digoxin 1.06 1.09
by q12h second day followed by for 7 days
QD for 5 days
Simvastatin 40 mg QD for 8 days 10 mg QD | simvastatin 1.04 0.88
for 4 days simvastatin acid 1.16 1.00
Diltiazem 360 mg LA QD for 9 days 10 mg diltiazem 1.10 1.16
Ketoconazole 200 mg BID for 9 days 100 mg ketoconazole 0.87 0.84
Ethinyl estradiol ethinyl estradiol 0.035 mg and 5 mg QD for | ethinyl estradiol 1.07 0.98
and Norgestimate norgestimate 0.250 mg 21 days norelgestromin 1.10 1.09
for 21 days norgestrel 1.13 1.17

* Single dose unless otherwise noted
" auc= AUC(INF) for drugs given as single dose and AUC = AUC(TAU) for drugs given in multiple doses

" Results include all subjects
ND=not determined; QD=once daily; g6h=every 6 hours; g12h=every 12 hours; BID=twice daily; LA=long acting

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Saxagliptin did not induce tumors in either mice (50, 250, and 600 mg/kg) or rats (25, 75, 150,
and 300 mg/kg) at the highest doses evaluated. The highest doses evaluated in mice were
equivalent to approximately 870 (males) and 1165 (females) times the human exposure at the
MRHD of 5 mg/day. In rats, exposures were approximately 355 (males) and 2217 (females)
times the MRHD.

Saxagliptin was not mutagenic or clastogenic with or without metabolic activation in an in vitro
Ames bacterial assay, an in vitro cytogenetics assay in primary human lymphocytes, an in vivo
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oral micronucleus assay in rats, an in vivo oral DNA repair study in rats, and an oral in vivo/in
vitro cytogenetics study in rat peripheral blood lymphocytes. The active metabolite was not
mutagenic in an in vitro Ames bacterial assay.

In a rat fertility study, males were treated with oral gavage doses for 2 weeks prior to mating,
during mating, and up to scheduled termination (approximately 4 weeks total) and females were
treated with oral gavage doses for 2 weeks prior to mating through gestation day 7. No adverse
effects on fertility were observed at exposures of approximately 603 (males) and 776 (females)
times the MRHD. Higher doses that elicited maternal toxicity also increased fetal resorptions
(approximately 2069 and 6138 times the MRHD). Additional effects on estrous cycling, fertility,
ovulation, and implantation were observed at approximately 6138 times the MRHD.

13.2 Animal Toxicology

Saxagliptin produced adverse skin changes in the extremities of cynomolgus monkeys (scabs
and/or ulceration of tail, digits, scrotum, and/or nose). Skin lesions were reversible at >20 times
the MRHD but in some cases were irreversible and necrotizing at higher exposures. Adverse skin
changes were not observed at exposures similar to (1 to 3 times) the MRHD of 5 mg. Clinical
correlates to skin lesions in monkeys have not been observed in human clinical trials of
saxagliptin.

14 CLINICAL STUDIES

ONGLYZA has been studied as monotherapy and in combination with metformin, glyburide,
and thiazolidinedione (pioglitazone and rosiglitazone) therapy.

A total of 4148 patients with type 2 diabetes mellitus were randomized in six, double-blind,
controlled clinical trials conducted to evaluate the safety and glycemic efficacy of ONGLYZA.
A total of 3021 patients in these trials were treated with ONGLY ZA. In these trials, the mean age
was 54 years, and 71% of patients were Caucasian, 16% were Asian, 4% were black, and 9%
were of other racial groups. An additional 423 patients, including 315 who received ONGLYZA,
participated in a placebo-controlled, dose-ranging study of 6 to 12 weeks in duration.

In these six, double-blind trials, ONGLYZA was evaluated at doses of 2.5 mg and 5 mg once
daily. Three of these trials also evaluated a saxagliptin dose of 10 mg daily. The 10 mg daily
dose of saxagliptin did not provide greater efficacy than the 5 mg daily dose. Treatment with
ONGLYZA at all doses produced clinically relevant and statistically significant improvements in
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hemoglobin Alc (A1C), fasting plasma glucose (FPG), and 2-hour postprandial glucose (PPG)
following a standard oral glucose tolerance test (OGTT), compared to control. Reductions in
A1C were seen across subgroups including gender, age, race, and baseline BMI.

ONGLYZA was not associated with significant changes from baseline in body weight or fasting
serum lipids compared to placebo.

ONGLYZA has also been evaluated in three additional trials in patients with type 2 diabetes: an
active-controlled trial comparing add-on therapy with ONGLYZA to glipizide in 858 patients
inadequately controlled on metformin alone, a trial comparing ONGLYZA to placebo in 455
patients inadequately controlled on insulin alone or on insulin in combination with metformin,
and a trial comparing ONGLY ZA to placebo in 170 patients with type 2 diabetes and moderate
or severe renal impairment or ESRD.

14.1 Monotherapy

A total of 766 patients with type 2 diabetes inadequately controlled on diet and exercise (A1C
>7% to <10%) participated in two 24-week, double-blind, placebo-controlled trials evaluating
the efficacy and safety of ONGLYZA monotherapy.

In the first trial, following a 2-week single-blind diet, exercise, and placebo lead-in period, 401
patients were randomized to 2.5 mg, 5 mg, or 10 mg of ONGLYZA or placebo. Patients who
failed to meet specific glycemic goals during the study were treated with metformin rescue
therapy, added on to placebo or ONGLYZA. Efficacy was evaluated at the last measurement
prior to rescue therapy for patients needing rescue. Dose titration of ONGLYZA was not
permitted.

Treatment with ONGLYZA 2.5 mg and 5 mg daily provided significant improvements in A1C,
FPG, and PPG compared to placebo (Table 5). The percentage of patients who discontinued for
lack of glycemic control or who were rescued for meeting prespecified glycemic criteria was
16% in the ONGLYZA 2.5 mg treatment group, 20% in the ONGLYZA 5 mg treatment group,
and 26% in the placebo group.
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Table 5: Glycemic Parameters at Week 24 in a Placebo-Controlled Study of
ONGLYZA Monotherapy in Patients with Type 2 Diabetes*
Efficacy Parameter ONGLYZA ONGLYZA Placebo
2.5mg 5 mg
N=102 N=106 N=95
Hemoglobin A1C (%) N=100 N=103 N=92
Baseline (mean) 7.9 8.0 7.9
Change from baseline (adjusted mean') -0.4 -0.5 +0.2
Difference from placebo (adjusted meanT) —0.6" —0.6"
95% Confidence Interval (-0.9, —0.3) (-0.9,-0.4)

Percent of patients achieving A1C <7% 35% (35/100) 3803 (39/103) 24% (22/92)
Fasting Plasma Glucose (mg/dL) N=101 N=105 N=92
Baseline (mean) 178 171 172
Change from baseline (adjusted mean') -15 -9 +6

Difference from placebo (adjusted meanT) 218 ~15°
95% Confidence Interval (=31, -10) (=25, —4)
2-hour Postprandial Glucose (mg/dL) N=78 N=84 N=71
Baseline (mean) 279 278 283
Change from baseline (adjusted mean') —45 —43 —6
Difference from placebo (adjusted meanT) 39! 378
95% Confidence Interval (-61, —16) (-59, —15)

* Intent-to-treat population using last observation on study or last observation prior to metformin rescue therapy for

patients needing rescue.

" Least squares mean adjusted for baseline value.

i p-value <0.0001 compared to placebo
s p-value <0.05 compared to placebo

" Significance was not tested for the 2-hour PPG for the 2.5 mg dose of ONGLYZA.

Reference ID: 3060048

A second 24-week monotherapy trial was conducted to assess a range of dosing regimens for
ONGLYZA. Treatment-naive patients with inadequately controlled diabetes (A1C >7% to
<10%) underwent a 2-week, single-blind diet, exercise, and placebo lead-in period. A total of
365 patients were randomized to 2.5 mg every morning, 5 mg every morning, 2.5 mg with
possible titration to 5 mg every morning, or 5 mg every evening of ONGLYZA, or placebo.
Patients who failed to meet specific glycemic goals during the study were treated with metformin
rescue therapy added on to placebo or ONGLYZA,; the number of patients randomized per
treatment group ranged from 71 to 74.

Treatment with either ONGLYZA 5 mg every morning or 5 mg every evening provided
significant improvements in A1C versus placebo (mean placebo-corrected reductions of —0.4%
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and —0.3%, respectively). Treatment with ONGLYZA 2.5 mg every morning also provided
significant improvement in A1C versus placebo (mean placebo-corrected reduction of —0.4%).

14.2 Combination Therapy
Add-On Combination Therapy with Metformin

A total of 743 patients with type 2 diabetes participated in this 24-week, randomized, double-
blind, placebo-controlled trial to evaluate the efficacy and safety of ONGLYZA in combination
with metformin in patients with inadequate glycemic control (A1C >7% and <10%) on
metformin alone. To qualify for enrollment, patients were required to be on a stable dose of
metformin (1500-2550 mg daily) for at least 8 weeks.

Patients who met eligibility criteria were enrolled in a single-blind, 2-week, dietary and exercise
placebo lead-in period during which patients received metformin at their pre-study dose, up to
2500 mg daily. Following the lead-in period, eligible patients were randomized to 2.5 mg, 5 mg,
or 10 mg of ONGLYZA or placebo in addition to their current dose of open-label metformin.
Patients who failed to meet specific glycemic goals during the study were treated with
pioglitazone rescue therapy, added on to existing study medications. Dose titrations of
ONGLYZA and metformin were not permitted.

ONGLYZA 2.5 mg and 5 mg add-on to metformin provided significant improvements in A1C,
FPG, and PPG compared with placebo add-on to metformin (Table 6). Mean changes from
baseline for A1C over time and at endpoint are shown in Figure 1. The proportion of patients
who discontinued for lack of glycemic control or who were rescued for meeting prespecified
glycemic criteria was 15% in the ONGLYZA 2.5 mg add-on to metformin group, 13% in the
ONGLYZA 5 mg add-on to metformin group, and 27% in the placebo add-on to metformin

group.
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Reference ID: 3060048

Table 6: Glycemic Parameters at Week 24 in a Placebo-Controlled Study of
ONGLYZA as Add-On Combination Therapy with Metformin*
Efficacy Parameter ONGLYZA25mg | ONGLYZA5mg Placebo
Metf;rmin Metf;rmin Metf;rmin
N=192 N=191 N=179
Hemoglobin A1C (%) N=186 N=186 N=175
Baseline (mean) 8.1 8.1 8.1
Change from baseline (adjusted mean') —0.6 -0.7 +0.1
Difference from placebo (adjusted meanT) -0.7* -0.8*
95% Confidence Interval (-0.9, —0.5) (-1.0, —0.6)
Percent of patients achieving A1C <7% 37%§ (69/186) 44%§ (81/186) 17% (29/175)
Fasting Plasma Glucose (mg/dL) N=188 N=187 N=176
Baseline (mean) 174 179 175
Change from baseline (adjusted meanT) -14 -22 +1
Difference from placebo (adjusted meanT) ~16° 238
95% Confidence Interval (=23, -9) (=30, —16)
2-hour Postprandial Glucose (mg/dL) N=155 N=155 N=135
Baseline (mean) 294 296 295
Change from baseline (adjusted mean') —62 —58 -18
Difference from placebo (adjusted meanT) —448 —40°
95% Confidence Interval (=60, —27) (-56, —24)

* Intent-to-treat population using last observation on study or last observation prior to pioglitazone rescue therapy

for patients needing rescue.

" Least squares mean adjusted for baseline value.

i p-value <0.0001 compared to placebo + metformin

s p-value <0.05 compared to placebo + metformin
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Figure 1: Mean Change from Baseline in A1C in a Placebo-Controlled Trial of
ONGLYZA as Add-On Combination Therapy with Metformin*
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* Includes patients with a baseline and week 24 value.

Week 24 (LOCF) includes intent-to-treat population using last observation on study prior to pioglitazone rescue
therapy for patients needing rescue. Mean change from baseline is adjusted for baseline value.

Add-On Combination Therapy with a Thiazolidinedione

A total of 565 patients with type 2 diabetes participated in this 24-week, randomized, double-
blind, placebo-controlled trial to evaluate the efficacy and safety of ONGLYZA in combination
with a thiazolidinedione (TZD) in patients with inadequate glycemic control (A1C >7% to
<10.5%) on TZD alone. To qualify for enrollment, patients were required to be on a stable dose
of pioglitazone (30-45 mg once daily) or rosiglitazone (4 mg once daily or 8 mg either once daily
or in two divided doses of 4 mg) for at least 12 weeks.

Patients who met eligibility criteria were enrolled in a single-blind, 2-week, dietary and exercise
placebo lead-in period during which patients received TZD at their pre-study dose. Following the
lead-in period, eligible patients were randomized to 2.5 mg or 5 mg of ONGLYZA or placebo in
addition to their current dose of TZD. Patients who failed to meet specific glycemic goals during
the study were treated with metformin rescue, added on to existing study medications. Dose
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titration of ONGLYZA or TZD was not permitted during the study. A change in TZD regimen
from rosiglitazone to pioglitazone at specified, equivalent therapeutic doses was permitted at the
investigator’s discretion if believed to be medically appropriate.

ONGLYZA 2.5 mg and 5 mg add-on to TZD provided significant improvements in A1C, FPG,
and PPG compared with placebo add-on to TZD (Table 7). The proportion of patients who
discontinued for lack of glycemic control or who were rescued for meeting prespecified
glycemic criteria was 10% in the ONGLYZA 2.5 mg add-on to TZD group, 6% for the
ONGLYZA 5 mg add-on to TZD group, and 10% in the placebo add-on to TZD group.

Table 7: Glycemic Parameters at Week 24 in a Placebo-Controlled Study of
ONGLYZA as Add-On Combination Therapy with a
Thiazolidinedione*

Efficacy Parameter ONGLYZA 25mg | ONGLYZA 5 mg Placebo
TED TzD TzD
N=195 N=186 N=184
Hemoglobin A1C (%) N=192 N=183 N=180
Baseline (mean) 8.3 8.4 8.2
Change from baseline (adjusted mean') -0.7 -0.9 -0.3
Difference from placebo (adjusted meanT) ~0.48 —0.6"
95% Confidence Interval (-0.6, —0.2) (-0.8,—0.4)

Percent of patients achieving A1C <7% 429%° (81/192) 429%° (77/184) | 26% (46/180)
Fasting Plasma Glucose (mg/dL) N=193 N=185 N=181
Baseline (mean) 163 160 162
Change from baseline (adjusted mean') -14 -17 -3

Difference from placebo (adjusted meanT) —128 —158
95% Confidence Interval (-20, -3) (—23, —6)
2-hour Postprandial Glucose (mg/dL) N=156 N=134 N=127
Baseline (mean) 296 303 291
Change from baseline (adjusted mean') —55 —65 -15
Difference from placebo (adjusted meanT) -40° -50°
95% Confidence Interval (=56, —24) (=66, —34)

* Intent-to-treat population using last observation on study or last observation prior to metformin rescue therapy for
patients needing rescue.

Least squares mean adjusted for baseline value.

p-value <0.0001 compared to placebo + TZD

p-value <0.05 compared to placebo + TZD
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Add-On Combination Therapy with Glyburide

A total of 768 patients with type 2 diabetes participated in this 24-week, randomized, double-
blind, placebo-controlled trial to evaluate the efficacy and safety of ONGLYZA in combination
with a sulfonylurea (SU) in patients with inadequate glycemic control at enrollment (A1C >7.5%
to <10%) on a submaximal dose of SU alone. To qualify for enrollment, patients were required
to be on a submaximal dose of SU for 2 months or greater. In this study, ONGLYZA in
combination with a fixed, intermediate dose of SU was compared to titration to a higher dose of
SuU.

Patients who met eligibility criteria were enrolled in a single-blind, 4-week, dietary and exercise
lead-in period, and placed on glyburide 7.5 mg once daily. Following the lead-in period, eligible
patients with A1C >7% to <10% were randomized to either 2.5 mg or 5 mg of ONGLYZA add-
on to 7.5 mg glyburide or to placebo plus a 10 mg total daily dose of glyburide. Patients who
received placebo were eligible to have glyburide up-titrated to a total daily dose of 15 mg.
Up-titration of glyburide was not permitted in patients who received ONGLYZA 2.5 mg or
5 mg. Glyburide could be down-titrated in any treatment group once during the 24-week study
period due to hypoglycemia as deemed necessary by the investigator. Approximately 92% of
patients in the placebo plus glyburide group were up-titrated to a final total daily dose of 15 mg
during the first 4 weeks of the study period. Patients who failed to meet specific glycemic goals
during the study were treated with metformin rescue, added on to existing study medication.
Dose titration of ONGLYZA was not permitted during the study.

In combination with glyburide, ONGLYZA 2.5 mg and 5 mg provided significant improvements
in A1C, FPG, and PPG compared with the placebo plus up-titrated glyburide group (Table 8).
The proportion of patients who discontinued for lack of glycemic control or who were rescued
for meeting prespecified glycemic criteria was 18% in the ONGLYZA 2.5 mg add-on to
glyburide group, 17% in the ONGLYZA 5 mg add-on to glyburide group, and 30% in the
placebo plus up-titrated glyburide group.
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Table 8:

Glycemic Parameters at Week 24 in a Placebo-Controlled Study of

ONGLYZA as Add-On Combination Therapy with Glyburide*

Efficacy Parameter ONGLYZA ONGLYZA Placebo
2.5mg 5 mg
+ + +
Glyburide Glyburide Up-Titrated
7.5mg 7.5 mg Glyburide
N=248 N=253 N=267
Hemoglobin A1C (%) N=246 N=250 N=264
Baseline (mean) 8.4 8.5 8.4
Change from baseline (adjusted mean') -0.5 —0.6 +0.1
Difference from up-titrated glyburide (adjusted meanT) ~0.6% -0.7*
95% Confidence Interval (-0.8, —0.5) (-0.9, -0.6)
Percent of patients achieving A1C <7% 22%§ (55/246) 23%§ (57/250) 9% (24/264)
Fasting Plasma Glucose (mg/dL) N=247 N=252 N=265
Baseline (mean) 170 175 174
Change from baseline (adjusted mean') =7 -10 +1
Difference from up-titrated glyburide (adjusted meanT) g ~10°
95% Confidence Interval (-14, -1) (=17, -4)
2-hour Postprandial Glucose (mg/dL) N=195 N=202 N=206
Baseline (mean) 309 315 323
Change from baseline (adjusted mean') —31 —34 +8
Difference from up-titrated glyburide (adjusted meanT) 38" 428
95% Confidence Interval (=50, —27) (-53, -31)

* Intent-to-treat population using last observation on study or last observation prior to metformin rescue therapy for

patients needing rescue.
" Least squares mean adjusted for baseline value.

i p-value <0.0001 compared to placebo + up-titrated glyburide

Reference ID: 3060048

s p-value <0.05 compared to placebo + up-titrated glyburide

Coadministration with Metformin in Treatment-Naive Patients

A total of 1306 treatment-naive patients with type 2 diabetes mellitus participated in this 24-
week, randomized, double-blind, active-controlled trial to evaluate the efficacy and safety of
ONGLYZA coadministered with metformin in patients with inadequate glycemic control (A1C
>8% to <12%) on diet and exercise alone. Patients were required to be treatment-naive to be
enrolled in this study.

Patients who met eligibility criteria were enrolled in a single-blind, 1-week, dietary and exercise
placebo lead-in period. Patients were randomized to one of four treatment arms: ONGLYZA
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5 mg + metformin 500 mg, saxagliptin 10 mg + metformin 500 mg, saxagliptin 10 mg + placebo,
or metformin 500 mg + placebo. ONGLYZA was dosed once daily. In the 3 treatment groups
using metformin, the metformin dose was up-titrated weekly in 500 mg per day increments, as
tolerated, to a maximum of 2000 mg per day based on FPG. Patients who failed to meet specific
glycemic goals during the studies were treated with pioglitazone rescue as add-on therapy.

Coadministration of ONGLYZA 5 mg plus metformin provided significant improvements in
A1C, FPG, and PPG compared with placebo plus metformin (Table 9).

Table 9: Glycemic Parameters at Week 24 in a Placebo-Controlled Trial of
ONGLYZA Coadministration with Metformin in Treatment-Naive
Patients*
Efficacy Parameter ONGLYZA 5 mg Placebo
+ +
Metformin Metformin
N=320 N=328
Hemoglobin A1C (%) N=306 N=313
Baseline (mean) 9.4 9.4
Change from baseline (adjusted mean') —2.5 —2.0
Difference from placebo + metformin (adjusted meanT) -0.5%
95% Confidence Interval (-0.7,-0.4)
Percent of patients achieving A1C <7% 60%§ (185/307) 41% (129/314)
Fasting Plasma Glucose (mg/dL) N=315 N=320
Baseline (mean) 199 199
Change from baseline (adjusted mean') —60 47
Difference from placebo + metformin (adjusted meanT) ~138
95% Confidence Interval (-19, -6)
2-hour Postprandial Glucose (mg/dL) N=146 N=141
Baseline (mean) 340 355
Change from baseline (adjusted mean') -138 -97
Difference from placebo + metformin (adjusted meanT) —418
95% Confidence Interval (=57, —25)

* Intent-to-treat population using last observation on study or last observation prior to pioglitazone rescue therapy
for patients needing rescue.
Least squares mean adjusted for baseline value.

i p-value <0.0001 compared to placebo + metformin

s p-value <0.05 compared to placebo + metformin
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Add-On Combination Therapy with Metformin versus Glipizide Add-On
Combination Therapy with Metformin

In this 52-week, active-controlled trial, a total of 858 patients with type 2 diabetes and
inadequate glycemic control (A1C >6.5% and <10%) on metformin alone were randomized to
double-blind add-on therapy with ONGLYZA or glipizide. Patients were required to be on a
stable dose of metformin (at least 1500 mg daily) for at least 8 weeks prior to enroliment.

Patients who met eligibility criteria were enrolled in a single-blind, 2-week, dietary and exercise
placebo lead-in period during which patients received metformin (1500-3000 mg based on their
pre-study dose). Following the lead-in period, eligible patients were randomized to 5 mg of
ONGLYZA or 5 mg of glipizide in addition to their current dose of open-label metformin.
Patients in the glipizide plus metformin group underwent blinded titration of the glipizide dose
during the first 18 weeks of the trial up to a maximum glipizide dose of 20 mg per day. Titration
was based on a goal FPG <110 mg/dL or the highest tolerable glipizide dose. Fifty percent (50%)
of the glipizide-treated patients were titrated to the 20-mg daily dose; 21% of the glipizide-
treated patients had a final daily glipizide dose of 5 mg or less. The mean final daily dose of
glipizide was 15 mg.

After 52 weeks of treatment, ONGLYZA and glipizide resulted in similar mean reductions from
baseline in A1C when added to metformin therapy (Table 10). This conclusion may be limited to
patients with baseline A1C comparable to those in the trial (91% of patients had baseline A1C
<9%).

From a baseline mean body weight of 89 kg, there was a statistically significant mean reduction
of 1.1 kg in patients treated with ONGLYZA compared to a mean weight gain of 1.1 kg in
patients treated with glipizide (p<0.0001).
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Table 10:

Glycemic Parameters at Week 52 in an Active-Controlled Trial of

ONGLYZA versus Glipizide in Combination with Metformin*

Reference ID: 3060048

Efficacy Parameter ONGLYZA 5 mg Titrated Glipizide
Metf;rmin Metf;rmin
N=428 N=430
Hemoglobin A1C (%) N=423 N=423
Baseline (mean) 7.7 7.6
Change from baseline (adjusted mean') -0.6 -0.7
Difference from glipizide + metformin (adjusted meanT) 0.1
95% Confidence Interval (-0.02, 0_2)¢
Fasting Plasma Glucose (mg/dL) N=420 N=420
Baseline (mean) 162 161
Change from baseline (adjusted mean’) -9 —-16
Difference from glipizide + metformin (adjusted meanT) 6
95% Confidence Interval @, 11)°

* Intent-to-treat population using last observation on study.
" Least squares mean adjusted for baseline value.

i Saxagliptin + metformin is considered non-inferior to glipizide + metformin because the upper limit of this
confidence interval is less than the prespecified non-inferiority margin of 0.35%.

s Significance not tested.

Add-On Combination Therapy with Insulin (with or without metformin)

A total of 455 patients with type 2 diabetes participated in this 24-week, randomized, double-
blind, placebo-controlled trial to evaluate the efficacy and safety of ONGLYZA in combination
with insulin in patients with inadequate glycemic control (A1C >7.5% and <11%) on insulin
alone (N=141) or on insulin in combination with a stable dose of metformin (N=314). Patients
were required to be on a stable dose of insulin (>30 units to <150 units daily) with <20%
variation in total daily dose for >8 weeks prior to screening. Patients entered the trial on
intermediate- or long-acting (basal) insulin or premixed insulin. Patients using short-acting
insulins were excluded unless the short-acting insulin was administered as part of a premixed
insulin.

Patients who met eligibility criteria were enrolled in a single-blind, four-week, dietary and
exercise placebo lead-in period during which patients received insulin (and metformin if
applicable) at their pretrial dose(s). Following the lead-in period, eligible patients were
randomized to add-on therapy with either ONGLYZA 5 mg or placebo. Doses of the antidiabetic

32

Approved v3.0



therapies were to remain stable but patients were rescued and allowed to adjust the insulin
regimen if specific glycemic goals were not met or if the investigator learned that the patient had
self-increased the insulin dose by >20%. Data after rescue were excluded from the primary
efficacy analyses.

Add-on therapy with ONGLYZA 5 mg provided significant improvements from baseline to
Week 24 in A1C and PPG compared with add-on placebo (Table 11). Similar mean reductions in
A1C versus placebo were observed for patients using ONGLYZA 5 mg add-on to insulin alone
and ONGLYZA 5 mg add-on to insulin in combination with metformin (—0.4% and —0.4%,
respectively). The percentage of patients who discontinued for lack of glycemic control or who
were rescued was 23% in the ONGLY ZA group and 32% in the placebo group.

The mean daily insulin dose at baseline was 53 units in patients treated with ONGLYZA 5 mg
and 55 units in patients treated with placebo. The mean change from baseline in daily dose of
insulin was 2 units for the ONGLYZA 5 mg group and 5 units for the placebo group.

Reference ID: 3060048

Table 11: Glycemic Parameters at Week 24 in a Placebo-Controlled Trial of
ONGLYZA as Add-On Combination Therapy with Insulin*
Efficacy Parameter ONGLYZA 5 mg Placebo
+ +
Insulin Insulin
(+/— Metformin) (+/— Metformin)
N=304 N=151
Hemoglobin A1C (%) N=300 N=149
Baseline (mean) 8.7 8.7
Change from baseline (adjusted mean') -0.7 -0.3
Difference from placebo (adjusted meanT) —0.4"
95% Confidence Interval (-0.6, —0.2)
Percent of patients achieving A1C <7% 17% (52/300) 7% (10/149)
Fasting Plasma Glucose (mg/dL) N=300 N=149
Baseline (mean) 173 173
Change from baseline (adjusted meanT) -10 -6
Difference from placebo (adjusted meanT) —4
95% Confidence Interval (—13,5)
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Table 11: Glycemic Parameters at Week 24 in a Placebo-Controlled Trial of
ONGLYZA as Add-On Combination Therapy with Insulin*

Efficacy Parameter ONGLYZA 5 mg Placebo
+ +
Insulin Insulin
(+/— Metformin) (+/— Metformin)
N=304 N=151
2-hour Postprandial Glucose (mg/dL) N=262 N=129
Baseline (mean) 251 255
Change from baseline (adjusted mean') =27 —4
Difference from placebo (adjusted meanT) 238
95% Confidence Interval (-37,-9)

* Intent-to-treat population using last observation on study or last observation prior to insulin rescue therapy for

patients needing rescue.
"

1
8

Least squares mean adjusted for baseline value and metformin use at baseline.
p-value <0.0001 compared to placebo + insulin
p-value <0.05 compared to placebo + insulin

14.3 Renal Impairment

A total of 170 patients participated in a 12-week, randomized, double-blind, placebo-controlled
trial conducted to evaluate the efficacy and safety of ONGLYZA 2.5 mg once daily compared
with placebo in patients with type 2 diabetes and moderate (n=90) or severe (n=41) renal
impairment or ESRD (n=39). In this trial, 98% of the patients were using background
antidiabetic medications (75% were using insulin and 31% were using oral antidiabetic
medications, mostly sulfonylureas).

After 12 weeks of treatment, ONGLYZA 2.5 mg provided significant improvement in A1C
compared to placebo (Table 12). In the subgroup of patients with ESRD, ONGLYZA and
placebo resulted in comparable reductions in A1C from baseline to Week 12. This finding is
inconclusive because the trial was not adequately powered to show efficacy within specific
subgroups of renal impairment.

After 12 weeks of treatment, the mean change in FPG was —12 mg/dL with ONGLYZA 2.5 mg
and —13 mg/dL with placebo. Compared to placebo, the mean change in FPG with ONGLYZA
was —12 mg/dL in the subgroup of patients with moderate renal impairment, —4 mg/dL in the
subgroup of patients with severe renal impairment, and +44 mg/dL in the subgroup of patients
with ESRD. These findings are inconclusive because the trial was not adequately powered to
show efficacy within specific subgroups of renal impairment.

34

Reference ID: 3060048 Approved v3.0



Table 12: Al1C at Week 12 in a Placebo-Controlled Trial of ONGLYZA in
Patients with Renal Impairment*
Efficacy Parameter ONGLYZA 2.5 mg Placebo
N=85 N=85
Hemoglobin A1C (%) N=81 N=83
Baseline (mean) 8.4 8.1
Change from baseline (adjusted mean') -0.9 -0.4
Difference from placebo (adjusted meanT) —0.4"
95% Confidence Interval (-0.7,-0.1)
* Intent-to-treat population using last observation on study.
" Least squares mean adjusted for baseline value.
i p-value <0.01 compared to placebo
16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

ONGLYZA® (saxagliptin) tablets have markings on both sides and are available in the strengths

and packages listed in Table 13.

Table 13: ONGLYZA Tablet Presentations
Tablet Strength Film-Coated Tablet Tablet Package Size NDC Code
Color/Shape Markings
5mg pink “5” on one side Bottles of 30 0003-4215-11
biconvex, round and “4215” on the
reverse, in blue ink Bottles of 90 0003-4215-21
Bottles of 500 0003-4215-31
Blister of 100 0003-4215-41
2.5mg pale yellow to light | “2.5” on one side Bottles of 30 0003-4214-11
yellow and "4214” on the Bottles of 90 0003-4214-21

biconvex, round

reverse, in blue ink

Reference ID: 3060048
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Storage and Handling

Store at 20°-25°C (68°-77°F); excursions permitted to 15°-30°C (59°-86°F) [see USP Controlled
Room Temperature].

17 PATIENT COUNSELING INFORMATION
See FDA-approved Medication Guide.
17.1 Instructions

Patients should be informed of the potential risks and benefits of ONGLYZA and of alternative
modes of therapy. Patients should also be informed about the importance of adherence to dietary
instructions, regular physical activity, periodic blood glucose monitoring and A1C testing,
recognition and management of hypoglycemia and hyperglycemia, and assessment of diabetes
complications. During periods of stress such as fever, trauma, infection, or surgery, medication
requirements may change and patients should be advised to seek medical advice promptly.

Patients should be informed that acute pancreatitis has been reported during postmarketing use of
ONGLYZA. Before initiating ONGLY ZA, patients should be questioned about other risk factors
for pancreatitis, such as a history of pancreatitis, alcoholism, gallstones, or hypertriglyceridemia.
Patients should also be informed that persistent severe abdominal pain, sometimes radiating to
the back, which may or may not be accompanied by vomiting, is the hallmark symptom of acute
pancreatitis. Patients should be instructed to promptly discontinue ONGLYZA and contact their
healthcare provider if persistent severe abdominal pain occurs [see Warnings and Precautions

(5.1)].

Patients should be informed that serious allergic (hypersensitivity) reactions, such as
angioedema, anaphylaxis, and exfoliative skin conditions, have been reported during
postmarketing use of ONGLYZA. If symptoms of these allergic reactions (such as rash, skin
flaking or peeling, urticaria, swelling of the skin, or swelling of the face, lips, tongue, and throat
that may cause difficulty in breathing or swallowing) occur, patients must stop taking
ONGLYZA and seek medical advice promptly.

Patients should be informed that if they miss a dose of ONGLYZA they should take the next
dose as prescribed, unless otherwise instructed by their healthcare provider. Patients should be
instructed not to take an extra dose the next day.
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Healthcare providers should instruct their patients to read the Medication Guide before starting
ONGLYZA therapy and to reread it each time the prescription is renewed. Patients should be
instructed to inform their healthcare provider if they develop any unusual symptom or if any
existing symptom persists or worsens.

Patients should be informed that ONGLY ZA tablets must not be split or cut.
17.2 Laboratory Tests

Patients should be informed that response to all diabetic therapies should be monitored by
periodic measurements of blood glucose and A1C, with a goal of decreasing these levels toward
the normal range. AL1C is especially useful for evaluating long-term glycemic control. Patients
should be informed of the potential need to adjust their dose based on changes in renal function
tests over time.

Manufactured by:
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

Marketed by:

Bristol-Myers Squibb Company
Princeton, NJ 08543

and

AstraZeneca Pharmaceuticals LP
Wilmington, DE 19850

1297954 [ 1256314A3 Rev December 2011
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723, BERE N OSEBRIE IS T DML I &5 [ (14) =58

12 EERGHERALOFR

ONGLYZA 1%, 1 BUBEPRIS K OWEIRIFME S N T v K= AIEHIITF L Thanizs, fiH Lk
WZ ok,

e DEEAEIE D & 2 F3H T D ONGLYZA DGR ITER STV 7evy, ONGLYZA & 5-H o
ERFEIED V) A7 HINZOWTIIRIATH 5 [ BER NMEH L OEEGS. D) EER]

2 FiZ% - BE
21 #REAE

BHEOFEIZED ST, ONGLYZA ORFRAESEHEIT 1 B 1B 2.5mg XL Smg ThH 5,
ONGLYZA $E% 438 30l L TldZe 7wy,

22 TBEESEHE

WREOBREERE (ZLT7F=27 0T 7R [CrCl] >50mL/%y) T, HEREIIHERSH
20N,

T ST E OB IER D, SUIMRENT 224 5 KEFEEMEE (ESRD) : CrCl<50 mL/
INCXFT D ONGLYZA O EIX 1 B 18125 mg THD [MLFELE (12.3) KO g# (14.3)
2] . ONGLYZA IXMEENT%ICH& 57925 2 &, ONGLYZA 1%, MEIGENT % i TH o B 1
X9 FEBRITAT o TR,

ONGLYZA OH&ElE, BEHEEICH D E 2.5 mg IZHIRT_E TH 5729, ONGLYZA O 5Btk
AT, B GBHAALIR I X E RIS B RRERA 21T 0 Z E MR S D,

BIFgHElY, Cockeroft-Gault @z, XX MDRD (Modification of Diet in Renal Disease) D=z Hu»
TIMEZ VT F =V O HEET D2 LN TE D [k HErE (12.3) #2] ,

2.3 #7735 CYP3A4/5 BHEHA

G702 T K7 v — L P450 3A4/5 (CYP3A4/5) FHER] (Bl : 77 vV —n, THEHFFEL, 7
Fglau~wAvy, AN, A b T7aFry—, 77V Ky, vt EN, Ub
FEN, BXRFENL, KROTU AL ) EOGHEEO ONGLYZA OHEIX, 1 H 1A25
mg CH D [EYHATEN (7.1) R OMGFKFERE (12.3) 2] .

24 ADR)UiMRER] (RILVIKRZILERFFRIGE) XIFA R VD EDBHRA

A LAY OMEER] (B : AVR=VRFEH) ATA AV LT 5 AT, RIbE
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{

FED U A7 g/ NRIZT D728, A A R UMEERISUTA R OBEEZLE L T 555
Wb o [BEEROEN Lorte (.1) #2811,

3 FIERUVESE

+  ONGLYZA (saxagliptin) 5 mg #E1%, WAL, ifh, AHEO7 4L ha— MET, Al
5], MmEIZ T4215) EHF A 7 THIFIN TS,

« ONGLYZA (saxagliptin) 2.5 mg §Ei%, Mgt ~wkit, mth, MAMO 7 ¢vha— b E
T, fmic 125), Wmic (4214 EHEA 7 THIFESNTWD,

4 E=

ONGLYZA (Zxf L, 7TF 7 4 7F% v —, MERE, FERML E o EE 7 mmirt s o BRI
DB RE [ BEROEH EOMEE (5.3) R OFITEH (6.2) #ZR] .

5 EERUERLOZEE
51 FER

ONGLYZA %5 LTz A CRMERR D & b b &L OTIRE#RE 25 5, ONGLYZA Oft5:
BIAGELIE, A O K OEIRICTER LB A 179 2 L. BEAMNEEDbI-BAICIE, e
737 ONGLYZA D5 %ML, WER0EE2IT> = &, BEAOHEEDH 5 REBIT S
ONGLYZA 5 ORERFIED ) A7 HIIMZS W CTIIARB Th 5,

52 EMMBEEZSISECTZEAMONTULSEHREDHA

ONGLYZA LIRMAEFEZF| Z L9 2 ENM BN TND AR = VIRFBAIUIA A Y & Of
MLTHEMT 5L, ONGLYZA Z#&5 Lo (BRH) TiE, ANVHR=VIRFBHIXITA R
ET TR EHEE L BE R & el U CIRIMEEE DR BN U= [FI/EAH (6.1)
ZZM] . L7722 > 7T, ONGLYZA &R L TR 2 B2, ARIMBEIED U 2 7 Zdi/NRIZ S
B8, A A AUMEERISUIA VA ) DO EENEETEEAND D [ HE 2.4)
ot i

53 BEUYERI

ONGLYZA # &5 L2 BFICEERBEUERISN & bbivic L OfiRE#RERH 5, TH D
FOISIZIET T 7 4 7% o—, MEFELOEERHBRAE END, b DORIGIE, ONGLYZA #
BB ORNIO 3 r AURNICHE L TV 53, fPIRERGERICERLIZEORES H D, HE LB
JESG DN DT A 121E, ONGLYZA O G2k L, MIZAIREMED & 2 RIK A2 fEt L, Mo
WERFRIRE MG 2 2 & [AIEN (6.2) 2]

D RTFONANTFHE—F 4 (DPP4) FHEANIKT L CHLEVEIEDOBEEIE D & 2 BAF TR L
T, ONGLYZA #5HZIZMAETHEDN & O 003 W0 E ) I HOWTIEA 720, [HEICE
5352 &,
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54 KI'EREIF

ONGLYZA IOV ORERFIE T, KRMERFSR Y A7 D OfEE 7= 2 FEL L 72 5 lif
RRBRIL RV,

6 BIERA
6.1 BERPRFER

BRI IR AR 2 e R FCEEEN D72, 2 AN OEKRERIC I 2 BIEH D5
FE, MOFEROFARERICI T 2 HBIR L BT 52 LIXTET, £, BIKRBL TR
SNDRBRE L T RWATREE b & 5,

HAEER UV EREEREE

TR e E Ls 24 B OBEARRERBRO 2 BT, B3I ONGLYZA 2.5 mg,

ONGLYZA 5mg, MO 7B ARNEHEKE STz, I ERZxME Lz 24 B O FREHRE
LD 3RBmAFEI NI . A MRV I L ~OEREREE1LRER, FT7V 0 (A7) 2
VRUIFu TN Z ) ~O FRREEE 1R, KOV 7Y R0 EEREEE 1R TH
5, b0 3RBRTIE, HFEILONGLYZA 2.5 mg, ONGLYZA 5 mg, XiZ77tvRED L
WL EEA(LE U 1 &7z, Saxagliptin 10 mg $& 5-FEI X HEARIERER O 1 3B KON A B
TV E O EFEERBFICHAA TN,
B ERER 2 Bk, A MR v~0 EREERER, F7 U O (TZD)~D LR, KOS
U7 Y RO EFERBRO 24 HE OFT — % (k= > b v — L RBIx T 2% Rk ik o 1% % [
D7) \ZOWT, FRNCESR LA TlX, ONGLYZA 2.5 mg }2 () ONGLYZA 5 mg % #%
HINTBEIIBIT 2AFERORENREERIL, I vREAKTHo72 (7R 70.6%
X LT, ZRER, 72.0% KT 72.2%) . A FEFGIZ L2 H 13T, ONGLYZA 2.5 mg, ONGLYZA
5mg, MONTTERZEEINIZEET, TNEIL22%, 33%, KO 1.8% Th-ol, 1HED
TR & B U7 S IR B LA EF SR (ONGLYZA 2.5 mg G- STl &
% 2 I3 1% ONGLYZA S mg # 8 5- S - BEThe L b 2 flE Shi-BEES) 1, U oox
EKIBME (77 8R 0%ICk LT, ZRZEI01%E 0.5%) , %Z (7718 0.3%I2x LT 0.2%
£ 03%) , M7 L7 F=H (78R 0%IZX LT 03%E 0%) , KOMH 27 L7 F ok
ARFF—BEIM (78R 0%IZx LT 01%E 02%) THhotz, ZOHAMITIZENT,
ONGLYZA 5 mg # #5383 (EFH) O 5% ETHlds s (KHRBFRIZOWTOIRBRET
EHIOHE Z D7) |, o7 T RERG SNBSS ) L0 BBIEENE - EIE
B 1ITRT,
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= 1 TS RABREE* 20T ONGLYZA 5 mg 58D 5% L THRE S 1,
N OTSERBREREYERBERASM > -EIERA (ARBERICDOLNTODARER
EXEEENDHIE FRHAELY)

BEH (%)
ONGLYZA 5 mg T3ER
N=882 N=799
ERGE R 68 (7.7) 61 (7.6)
PRI IR 60 (6.8) 49 (6.1)
BT 57(6.5) 47 (5.9)

* 77w R RO 5 BRI, HAPERE 2 BRE O EREEEE LR (X hALI Ly, F
TYVYIFT VT RO ERERE) NEENRD,
* FRITMmE= S e — A RBICHT A RFIEIEOFEEZ DV 24 BOT — X -,

ONGLYZA 2.5 mg Z# 5 3Lz B () 128\ T, BN 5%, Eo#E S -FITEH
DL, FTEREREINICEE XV EBIENED S T OSTER (6.5%) DA THoT,

Z DA NTIZI T, ONGLYZA 2.5 mg Xi% ONGLYZA 5 mg 5 S /- (EH) © 2%
UERORTZEREHE LT 1% EEWREBRETHRE SNTCAEFRIE, flEkEx (X788
1.6%IZ% LT 2.9%E 2.6% ) , MW (78R 05%IC LT 24%L 1.7%) , BiFk (7R
0.9%IZ%f LT 1.9%& 2.3%) , KOUEM: (77 &R 1.3%IC8 LT 22%& 23%) THoT,

KIHEREORBIRIL, 77 VU P ~0 EREEREBR TIX, ONGLYGA 5 mg & G580 51377
EAREGREL D @hoT (8.1%MK 1N 4.3%) . ONGLYZA 2.5 mg ¢ 51 T ORI MEFIE O BLRIX
31% Th o7z, WEINTREMFIEOA EFERNRK T, RBRIEOE G- P IITE > 7o BT
72> 72, ONGLYZA 2.5 mg 2 (N ONGLYZA 5 mg CTOD 7 7 B RIZkT 5 RIMEFFIE O FBLRIX
AL TIE T 7 R 3%ICK8 LT 3.6%M% 2%, A ML ~dD ERERIETIET 78R 2.2%
W2 LT 21% M D21% LT Y 7Y Rd EFEFRIETIE T 78R 2.2%I2% L T24% & TV.2%
ThHol,

BT ORBLFEIX ONGLYZA (2.5 mg, 5mg, KT 10 mg DA &7 7-12TT&1, 100 B3
ERTZD ZNEN 1061 0.6 Bl TH-72, ONGLYZA %5 SN BE BT 2B 0REE
IR ORI & & BITHINT 5 2 LidenoTe, BT L @%Fa'é{fﬁciﬁﬁjénm‘s 57, FERRIR
IZHB W Th, saxagliptin OFIZKT 56 FRMEATR ST,

R FEME A NS D PEERBEIR O W & — 8t D 1 RO/ IMRIBEE D SRS, BB CElER
Nz, A#FHG L ONGLYZA & OR#EMEIIRHTH D,

BEEEHICHITAER

W SO OB R, ISR YRR (BESRD) 263 5 2 BUFERIEBE 170 4 & X515
& LT, ONGLYZA 2.5mg % 12 #5327 7 2 R GBR A £l Sz, EERAFERERL

WEBRPIEICE > e A EFZHEOFEFRORBEBIRIZIONGLYZA & G5/ & 77 B AR CRETH

ST,
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ARV EDBRAER

A A O ERERBR I [faAS (14.2) 228, (BEo) #E L KiigiE 2
bR &, EEAAEFGLOAFEFRRICL DT ILZ2E0AERSORIEIL ONGLYZA 57 &
TR GRETCREE Ch o T2 [EMliE 2 W]

2 RIBRBEREORABEFIZHEITSD, ONGLYZA &4 FHRILE VEFEHBRERIZBEDONT-E
i

RIRIB & %t G2 & L7z ONGLYZA O A RV R 2 ~D EFAREZEB T 2800 24 3 [ I3t
MRS L7288 D 5% LA BT ST IR (RERBIGRIC OV T OIRBREEE A O] E &
fHo720) 23R 21TRT,

& 2 FKABHIZERFRE LIz ONGLYZA &4 bRILE Y EDWEIGARE
ONGLYZA5mg & X AL VEHARESSN-EE (KH) O 5%LlL

THESNT (RUA MRV VERIREDESE (EF) IT8F5LYD
REBEHASLY) BHER (ARBRICOVTORREETEMOFIE /MDA

L)
BEH (%)
ONGLYZA5mg+ * k7RJLS U* A RARILT
N=320 N=328
SR 24 (7.5) 17 (5.2)
S HEA S 22 (6.9) 13 (4.0)

*A MR BB EE 1 B 1B 500mg & L, #xi 1 B 1[E 2000 mg & CTHitE L7z,

{E i B 4E

IRHEORIERILT R TORMIPEDOHRE ICE S bDOTH D, MAFZFRFFICHETHZ &
RO BTV e o TERDUSMBES EF REf b 72, LieRn-T, ZhbaToRE
EE W RIPHEZ KB L TS EBIET 5 Z LIZTE W, 7 U 7Y K~ EREREBRIC
BT, #ii AR M BHE O 23 B2 1T ONGLYZA 2.5 mg & (NONGLYZA 5 mg (13.3% & 14.6%)
2T TR (101%) LV @E»-oT, ARRBRICBWT,  [HEEEZEHITOMBPEEL 50 mg/dL LA T
DIRIMFEREDRER ) BRI NI (BWro) #eE LI KIIFEE O % H=1% ONGLYZA 2.5 mg Tl
2.4%, ONGLYZA 5mg Ti%0.8%, 7T BRTIL0.7% ChoT= [ZER MM EoEE (5.2) 5
R, HAA % 55D ONGLYZA 2.5 mg % U8 ONGLYZA 5 mg TORIRILZNZI 4.0%, L 5.6%
THY, 7T7BARTIH41%ThH-o7-, A FARNLI ~D LERERERIT 7.8%, 5.8%K&1 5%,
TZD ~® EFdHE 5T 4.1%, 2.7%KN3.8% ThH o7z, RIFEDOEEZXRE LA FFRL
YD EFIREIZE T, W S ARIMEEE O R BL#IE ONGLYZA Smg & A hAR/L I 2 |k
TG A LB (EH) TIE3.4%, A MRV VARG OBRE EFH) TlE4.0% Th -7,

A RFRNVI UHMEEETay b — A0 B& x5 & Lz, ONGLYZA 5Smg OfF %A
FIR (V) eV R) dHEEBRICB O T, RIMHEE DI BT ONGLYZA 5 mg 2 &5 S B# T
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1L3% (13FINZ 19 1) THh Y, 7V ey Faefkh Sz BE Tl 36.3% (156 B2 750 ) TH - 7=,

LW D) HEE U ARMBHE (R CZEHC O MBHE2S 50 mg/dL LLF) O%BLE ONGLYZA % #
Bank@BE&E TRt oond, 7 vy Feib S8 T 35 51(8.1%)(p<0.0001) T -
776

R VI EE OB EERE, IRMBEERFE (ESRD) 2B\ T 12 @H O 5 HHH,
W SNTARIMEHE D23 BRI, ONGLYZA 2.5 mg 2% 5 SN BE TIL20%, 77 2Rz
HBENBEETIE 2% TH o7, ONGLYZA 5 SN EBHF 44 (4.7%) KOT Z7 R #h
SINTZHRE 3L (35%) ITBWT, D7pd &b 1 a0 THRYEZEMCO mBEHEA 50 mg/dL LA T DK
MAFFEDFER | & EFRI Nz (WD) ME LIRIPEORBRHRE S TVWD,

A VA Y O EFHRBRICEBV T, i SN IRIIEE O 25 B3IX ONGLYZA 5 mg % % 5-
SINTBEETI8A%THY, I ERERGINIZEFETIL19.9% Tho7lz, LorL, (o)
e E L7 ARIMHE (B 28 C oo fLBHE A 50 mg/dL LLT) DI BT ONGLYZA 5 mg & &5 &
NIZBRETIES3%N THAT=DICK LTCT T v RBETIE33% CTh o I [ B R OMEH L0/ (5.2)
=B

IBBUE J IS

B 24 B E TO 5 BBROFEMNTICI\N T, SFRSCHEETEIEZR & OB HEUE B #E FH R 1T
ONGLYGA 2.5 mg, ONGLYZA 5 mg KON TR EZ &G-S BE T2t n, u%,m%
N 04% Toh o7z, ONGLYZA 25 SNTCBETOINHLDOFEROWTE, ABEANLEL
STV IRBRBEAEEMIC LY i BT b0 L WRE SN b DI o To, KEGMITIZHENT,
ONGLYZA Z 5 S 7o B3 1 B, S ZME K OEEFEIC LV ik s 7r o7,

RRAE

BAEE CICBIgE S, SHIRBEZE 2, saxagliptin DFFHFRERT — # X— 22BN T, *FHEEK
b ST 2868 4 DIEBFITBWTHIEZOME R 72> T2 DITKE L, saxagliptin & #5472
4959 4 DIEF BN TREZOHEN 6 1 (0.12%) H-7- (1.1,71000 A - ) . Zib 6 D9
B, 2 fFIXBEEREIC L > THRE SN, BV IXHERSROLN TV, U OIZET e S
N, s 6 tHEKREROMMIZBWTHI LI O TIEenote, BT X TRELLZ 1 #ilC
DWTH, i A v R T 2L T0D, x4V RRIToBEI L TEEET Tho T,
FERZ IS S35 F T O saxagliptin O#G-H[#1X 144 H5 929 H Th o7z, 4 il TIE, 1RERIER
R THOU 88K BUT— B L CHREENTH o7z, 1 #ITIE, saxagliptin $£5-BAARTIZ U > /7 VER
BAFERFBLL, BEHMTIT—EThHoTe, &ED 1A, FHEOREDK 4 » HHlins Y >~
PNEREIFELEE A T El > TNz, Saxagliptin #%5- & OBEME 2~ 9 B R WS IT STV,
RRBIR T SN TR BT, FMEEOIBHIN DI Eon, Hik%E L saxagliptin $¢5- & o BEH
PEIZ DN TR TE 220,

BIfEE Clohg S, xfHZE V2, saxagliptin ORI T — % _X— R (2TBW\W T, BIE7e
H Fn RUSRYE O BLIE, £ 600 HH D saxagliptin Z #5- S 721212, BMMBRK E PRI D E
FER72 Y VR TIIEZ B L7 1 BT %, Saxagliptin % 5- & O BIENE 279 A A1 RLERYYE
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D BRI 72 HAE LR STV,

NAZILTA Y

ONGLYZA 5 INT-HBEIZ, NA XY A ZRRHNZERD H 5 2D B hro
7~

RERRE

U 2/ BRFEHT

ONGLYZA DA &EITKAFE L2 ) Bkt B DA s b iz, 77 R xtie L7k
KRR 5 S BROFEIATIC I T, EATDOIFLE Y 2 /BRI H0K) 2200 {#/microL 72 & 0> 24 JERF
DL, 77 BARREL T 5 &, ONGLYZA 5mg &Y 10 mg % 5-Tlx, £, FEK 100
fi#l/microL K O 120 f#l/microL "C & - 7=, [FIER72 3 RIE, RIGEDBE 255 L L2 BRICk VT,
ONGLYZA 5 mg @A hF/I v & Of)a] R GRE A MRV BB B L 2 g L7
BRI HRRD HTm, ONGLYZA 2.5 mg TiX7 7R E DR TEITRD bRhoTz, U kK
2% 750 {/microL LL T CToh - 7= BFE OEE 1S, saxagliptin 2.5 mg, 5mg, 10mg, JKOI7Z7tER
BETIE, 2NN, 05%, 1.5%, 1.4%, KR 04%ThHotz, FHERGITLD U v ERED 03 F
L, ONGLYZA O ILIZESTIERI G o722y, 1L A EORBFIZEB VT, ONGLYZA ~Di#
BORBIZLE > THERBIZR O -T0 U o _EREOBA IR E RO H HRIER &
BEMEIX 720N o T,

T EREHE L TDY VKO Z OB DR ZERIIAATH S, &L, BEREY,
ITEFGERGL D K 9 2RI SRR SN D IRICIE, U v SEREOMIE 2 Ffid & Th 5.
U B (B 21E, b MUEARAEY 4 L AREG) OBEO Y o ERBUTxT 5 ONGLYZA @
HEIIRIMTH D,

mhiR#E
ZEVER OEIEZ TN L7 —E M, FlEsd e 6 iBRICI VT, ONGLYZA i/ Mk
(R DEERICESR DS D, I —B LB EB L RE oz,

6.2 THERRERAMIE

ONGLYZA OTiRZICH 72 72BIWERARFRO GV T D, 2D ORNWERITE M FFE TX 720
FEMPOOARMEICL DO TH DT, — M ERE 7R BUEE OHEE LK AIRTE & O
KRBR D SLFEIZ AR ATRE TH 5,

o TFT74TXU—, MEFERORERBL & OMBYER S (228 (4) R O BE R O
FDVEES.3) S]]
o TEMESR LBISHER OVEHTE1.2) B OV ] OMEHT F- D7 EE(5.1) 2 B IR
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7 EYHEESER
7.1 58775 CYP3A4/5 B2 R[BE A

r k3 — Ui, saxagliptin BEEE A A EICHIN S 72, Saxagliptin @ ML4E HR R B O [FIER 72
BRI, o5k 17 CYP3A4/S BEA (BIZIXT 2 YT en, 772wy, A
CFEeN, A v TafFS—, xT7 7 Ry, XAV T7 4FEN, URFEL, XTI, K
TV ARYA T NEDOHMATTRSND, 7% CYP3A4/5 HEH & ARG S DRI,

ONGLYZA O 581X 25 mg ICHIRT & Th D, [HL - HE 2.3) & HKREHE (123) 5
M, ]

8 RHREHICHITSHEA

8.1 ik

HiEHTI)—B

Wmzxtge e Uiz, ool 7z et 2 B O 723 e, By co g, ©3
Lbt N TORGOTHIE 72D EH DO TIEARN 28, ONGLYZA I, O HUBE RIG IR L [FRRIC,
FEHRTICIEA S0 2 BN H D A IO REH T RETH S,

R L72Z v AN FICxT L, BRI saxagliptin 28¢5 L72RF, 3EBRICHW 20
NORETHGEHEITR N/ o7, 7 > MZ 240 mgkg 5[ b O KRHESEH & (MRHD
To 5 5 mg TOMRFEEIZX L, saxagliptin THI 1503 1%, TETERGH TR 66 (FITFEYI L7 & X1,
B DORERIEAL EEBIEDIEEE) MNRB LT, RHR~OFHNE L B ORENRD A, MRHD (5
mg) T saxagliptin DERFEE D 7986 £, TEHVENEY OMREEEO 328 fFOBREE TR LN, U
XClE, BERLERERNHAEEAETH D 200 mgkg (MRHD T Saxagliptin DIRFE B DK
1432 i, TEMEICH ONEEE 0K 992 fi5) THILL T,

IR L7EZ v REROUHFICH L, sEEAHICE FORAHELEHE (saxagliptin 1 5 mg, A
RV 1% 2000 mg) IZBIT D2 RERE (AUC) OZEH 100 %, 10 f5 Y442 AED
saxagliptin X TN A R A/ X &2 T MIPFREE:, RIARIZ 249 6%, 1.1 51240 4 3 % H & O saxagliptin
FOA RBENLVI U ETYFICOAKG L& &, WTNoOEWHE TS IRESEM & O a7 T 1358
DO oTe, Ty MIBWT, BERFAERMEL L CIERNE OFRBUEIMO AR H b
B9 2 RHATRE & LC, ARBRBIRF O 1% 5 17%ORERD o O U2 B4 2 B AT 2 O
VPRI BTz, THFITBWT, BEO—E (12/30 ) TIFELT, BED D WIXIRENR A DI,
OB Gox L CRBMEITRIFCIE R o7z, L LD, G ATREZR R V2 & Ff - 7= A A7 R
MNZBNT, REREMEITENR 21 B B OR 29 H BIZB T 2 b3 0 7R EED ORTH- 7=
BT 2 MR I DI AT & LT, T%DREEAD K MRS 72 & F OBALIBIE D A bz,

TR 6 H B 2523020 H H £ Tl 7 » BT saxagliptin 2 5- L7z & Z A, FHAFEME E(MRHD
T O saxagliptin @ 1629 {524 L, {EHEARE O 53 (500 EOgER) ©, MERED AV CIRE D
DU T BEEERI ST TENRY R 1S, saxagliptin Z 8 5- L7=W IO HEIZEWTY, 7 v hoHA
iz W TaL Bl SN o 7o, Saxagliptin 1%, #TIET v Mo E#, BEZEEL T, KB
AT LT,
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8.2 {&ILIF

Saxagliptin 1%, MAEHRIEDIREE &K 111 OELTRAF DO T v FOFM HITHUW S 115, Saxagliptin
De FLHHFIZHWMINDEINE I NIIAHTH D, Z< OFEFR e MLHHIZHWENDH DT,
ONGLYZA MWRHMmICE G SN DHFIZIE, EEZTRETH D,

83 /MNE~DEHA

INBEBEFICE T D ONGLYZA D22 K O I IMEST S L TUh e,

8.4 SmENDEH

ONGLYZA @, —HEW, HREZBEWIZEIROZ M, BIOAIMEELRET 2 6 MBIk
T, BIER ST 4148 Bl EBE DN, 634 6l (153%) 12653k ETHY, 5961 (1.4%) DE
FHMW 75 WU EThoTz, REMRIFAENECONT, 65 MLl EoRE L FHE RS TR,
ZITR oo otc, T ORKRR CIminEE & EFERE OIS EE S Rho 720, &
BERE O PIZIIBRVEZEE AT 2 BEN VD AR RN 2 Z LT TE R,

Saxagliptin & Z OIETEMREBIIT 5, Bl DHHE SN S, SlEE T, BHEEMITLT
WAHGAEMNZNOT, Eind THEZRIRT 2 BICITEHRICE SV TBIRT 2 X EER LD
NHREThD, [H-HE 22) L EFEFEHE (12.3) #5H1, ]

10 BEERE

SR & O TR RBR I BV T, RS 2 x5 & LTl 400 mg/H - (MRHD @ 80 %) &
CONGLYZA # 238, 1 B 1EREA#ES L2y, HEICBE L@ EREE<, £z, QTc M
B ST OB TR IS ER DO & 5 B A < RFE S o Tz,

WEEGOEEITIE, BEOEKIRIEIC L > THO R SUEENBEBENLIRETH D,
Saxagliptin & Z OIEVERBIT MRS CThHREIND @G RFHT, 58D 23%) .
11 K

Saxagliptin [3#% 1 $¢ 59 % DPP4 [#58 DIEMEALERICTH 5,

Saxagliptin KFII DILE4 1T (1S, 38, 58)-2-[(2S)-2-Amino-2-(3-hydroxytricyclo[3.3.1.1* "Jdec-1-
yl)acetyl]-2-azabicyclo[3.1.0]hexane-3-carbonitrile, monohydrate X i3 (1S, 38, 55)-2-[(2S)-2-Amino-

2-(3-hydroxyadamantan-1-yl)acetyl]-2-azabicyclo[3.1.0]hexane-3-carbonitrile hydrate T& %, 471 ix
C18H25N302 * HzO Tg?) D s ﬁj\%%ﬂi 33343 T%%)o *%SHEZEUELU\T@ k ﬁ D T&)é .
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

{

e H,0

0 CN

Saxagliptin KA 13 A~ 35 (A T RAB (2, FEIRMEDFESMEM R Th 5, 24°C £ 3°C DIKIT
RLRWFITL <, FHREF/MTIEITICS LS, AZ =N, =8 )=, £V T AT La—L,
TER=FUL, TELY, RORVZF L7 U a—/1400 (PEG400) ([Z0REETRTUN,

RO 57925 ONGLYZA D% ~7 /b2 — MEIX 2.79 mg @ saxagliptin HEFgHE (fEk4)

(saxagliptin 2.5 mg [ZAHY) X% 5.58 mg O saxagliptin e (#EK¥))  (saxagliptin 5 mg (Z4H
Y) , ROLLFORMAIZEAH L TWS @ KMy, fidtre—X, Zaxhria—2F
MDA, RORTT Y VB~ 7 X T L, SbIT, 74/bha— MIUTORIAZEAH LT
W5 : RIE= LT va—)b, RIxFLo 7)) a—), bFZ, 2y, BLOER{bLEk

12 BREREE

121 1ER#FE

NI A UAERTF R UGLP-1) & 7L o — ZKAFMEA o A U VA WRIIEAR U <7 F R (GIP) 72
EDA LT VFUHRNVEVITRFICES U CTOWMNEIRS L, /ME D IEHICamS b, 2
NS DHRNVE ANTT V73— ZADREARAF L THERMIE N D DA AU o3l a 5| & 29703,
T LANIZ DPP4 R IZ L » TRIEMAL &5, GLP-1 1%, 72, Baflilans o s v 30 3ih%E
KTFEET, HiRCTOI NV a—REAZRD TS, 2 BB RFEERE TIE, GLP-1 ORI
LTW5725, GLP-1 IZxd 54 AU VnBIIRFF STV D, Saxagliptin I, 27 LF LR
NE L DREMALEZROED Z LKLY, A7 LF VAT OMPREZ NS S, 2 Rl
PRIF B DRI K OV 14 O A4 7L o1 — R EERAFRITAR T S ¥ 554 H) DPP4 [HEHIT
Hb,

122 EHZF

2 BUHEPR I EBFE TlX, ONGLYZA 13#:5-% 24 IKfft], DPP4 BEGIEMEATHE 5, RO PEARTE
XIFBHICBIT D, 20 DPP4 BHEL, EMER GLP-1 & O GIP OFfBR Mk R IE % 2~3 NS
o, A AR RTS8, BEBHIIAN D VL o — RPEFERIFRTA R Y W AR R S
oo TNAITLORHLEA LAY O EFT, EERIMEHEOEK T, KO OREARE T R%
O [ HEE - F- ol & BE L Tz,

DEEREESE
40 44 DFEFEWEERE 2 /50T, BAEX, " HEHEM, 77 BRI, 4 B2 0 A4 —/3— moxiflocacin
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

{

Z RIRXF L L7-RBRICH VT, ONGLYZA IE, 1 H#x@E 40 mg (MRHD O 8 %) F ToO#L &
T, HARANCEROH D QTe MMRER T BT 2 B A RS e o Tz,

12.3 EYEHHE

Saxagliptin 2 OV OIEMEARGH) 5-hydroxy saxagliptin O HEEHREI, R K OY 2 BUBE R 2
FCHELL L T e, Saxagliptin & OV OIEPEREHY D Cax & AUC 1 2.5 mg~400 mg D H &2
TEBIRZEIN L 72, FEFEARBRE 1T saxagliptin 5 mg Z % O CHAK 5%, saxagliptin & O DIF
MR O AT AUC OFEHEE, £ Ei, 78 ngh/mL & 214 ngh/mL TH - 7=, X7 5 il
HEP Coax 1%, £4LE I, 24 ng/mL & 47 ng/mL Td -7z, Saxagliptin & N OIEHARGH D AUC
& Comax PEB) (%CV) OSEIIEIE, 25% A T -7z,

Saxagliptin & O OIEHEARHIONTIh, EOHEICBWTY 1 B 1 BIKEREG THL
BRITL DR -T2, 2.5 mg~400 mg O HEHIPH T 14 HEICIHZ Y saxagliptin 2 1 H 1 [A$
H UTofE 5, saxagliptin X OV OIEMEG O 7 ) 7 Z o AT AR, KO A
oY QWA

DA

Saxagliptin 5 mg % 1 A 1 [E#5.1% O f i FEIZET 5 £ TORFH (Tmax) O H RAEIE, saxagliptin
TIE 2 R, Z ORI T 4 K CTh 7=, mlENIRE & blck 53 5 &, saxagliptin D
Tmax [ THEERE & T2 &80 20 0IER L7, @mEMIEE &I b59 5 &, saxaglipitn © AUC
[T R & HEBE L C 27%39 N L=, ONGLYZA IR % L BfRR < EE5 T2 08 TE 5,

oKl

Saxagliptin }x V2 DIEHRFW O © S MJEFIZIBT 5 invitro TOERBMEGITEHR T O2RED
HLEDOTH D,

L72hio T, #ha 7t (B 20X, BrkeerEE, THgElEE) I2B 0 2 T EAO&EDOENIT,
saxagliptin DANENELZ 2L ST D D L IFTEZ LR,

|

Saxagliptin (%, F=& LC, F b7 1m—L P450 3A4/5 (CYP3A4/5)% I LTI &5, Saxagliptin
DOEERHM S £7-, DPP4 BHEHITH Y, PHFEOMRIIT saxagliptin D53 Th b, L7e2i-> T,
581172 CYP3A4/S BLEHSI K U535 AL, saxagliptin & OV OIEHEEH O Ehe % 2L S5 T
bAH Y, [EYHEIEHT) SR,

Btk

Saxagliptin I3, B& OFFO MR L 0 Bl S5, *C-Saxagliptin 50 mg % HiEHE 5.4%, SR
\Z, saxagliptin & LC 24%, &MY & LT 36%, #AHRENEM: & LT 75% 038kt S 7=,
Saxagliptin O & O 7 U 7 F > A (=230 mL/min) (%, FHIHEE A ER A8 2R (~120 mL/min)
LV REL, BEEMNRBIRENH 2BESH D Z L 2RB L TWD, EEINTHSED S B, §f
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

22%7%, DB ENTZ, ZiuE, B5 STz saxagliptin @ 9 6, HAHICHES L2 D,
KOV UTEALE D BRI S V72> 72 b DI 95, ONGLYZA 5 mg % fdFER N I B RIRE 11 #%
1% O  EEE (1/2) 1, FH N, saxagliptin TIE 2.5 B, ORI TIE 3.1
Rl CThH -7z,

Le37 3 0l

EHpEE

B IR OB RRREIE E 2 AT A HRE (1 BE4720 8 B) L BHEEES B 2o kB & xt
G2, saxagliptin ($£5-8 10 mg) OFKWENREZ T 95 720, Hlal& 5352 5 CHEE L7,
KRB, 7VT7F=0 27 VT 7 AOMEIZHESNT, BE (550 225 <80 mL/min) , %%
FE (30 725 <50 mL/min), KO HEJF (<30 mL/min)72 BHEREFE EBE, K OSEHT T O R B B
BEE GO, 7 VT F=227 YT 72 A, Cockeroft-Gault 2SN, M7 L7 F=r
MHHEE LT,

CrCl = [140 —“FHn(%)] x S (kg) {x 0.85 MDA
[72 x iEZ L7 F =2 (mg/dL)]

B HEREE OFRE 1Y, saxagliptin XIXZ OIEMEREHYI D Chpax (B E RIE S o7z, BRED
RS RERE E & A T D RS Tl saxagliptin & OIEPEHE O AUC 1L, BREREAS IE T 72 9B &
D HENZEI, 20% LN T0%FE o7, ZOMEMORER, EKMNICEERRS S LI3E N2
WO, BEEEOBBERREE B TR 2 ER IR S, PR ST A B R
WA T D saxaglipin & T OIEMEAH D AUC 1%, BHEREMN IEF 729 E T AUC & gL,
FNENIRNRT 2.1 6%, MOVAS fE@EnoTz, B ZRBHERE 2 FF Wi & FEED saxagliptin & O°
Z OIEMARHY O MAEFIRE R L 572018, MBENT 2 BHE &4 5 KRR B EE L O R
R OVEHFE R BHREEE L AT 2 BF BT MM EIL, 25mg, 1| B 1ETH D, Saxagliptin IE
ENTCEREESND,

FF8eEESF

i S E T GEEREPRE & e U, IFEREIE S 4 A 3 2453 (Child-Pugh 73%H A, B, KUC)
|2, saxagliptin 10 mg % Hi[a|$E 5 L7z & X O saxagliptin ® Cpax 13, T K 8%, AUC I3 K 77% &
molo, EMHEAGEID Crax & AUC 1T, SHIG S BT EHHERE & kT2 &, ThZiuR K 59%
FOR33%IED o7, b DT, BRBIITERD DD LITEZ LN, FEREZ AT
% A TIIAEOMREIIHESE S,

HE#HEH (BMI)

RHEMNBEYEhREMEAT (PPK) OfER, BMI I saxagliptin X iXZ OIEMEACGEHM O Bt o s U7
T UAIKT AR BREEETII o772, KEHEE BMD 232 L2 HEMEITHEES
e,
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

i/

PRI X 2 I EFRENIHEDE X720, 55 22 [#] T saxagliptin O SPENREIZ Z21T78 0 HiL7e o T2,
TAETITIE R OB ED BEL Y H1) 25%% 0 > 7203, ZOEFHERICEE TRW\WES
Z bbb, RHEEHEDEEMAST (PPK) OF5FE, MBI saxagliptin 2 OV ORI O 7T
DI VT T AIKT HABRLEETIT o0,

EHE

DI K D5 RmOFRENITHELE S 72, SiltiBRE (65~80 %) TIE, saxagliptin @ Cpax
®%ﬁ¥ﬁﬁﬁﬁmm®%ﬁ$ﬁﬁﬁ FEWBRE (18~40 5%) LV LZNZEI 23%K T 59%
0o T IETEAEIY O ENREIC 31T 2 Sl iR & BB DZ21F, B4, saxagliptin O3
%%&“mb%mt%%ﬁ&bt%@f%otoEﬁ%%ﬁkmﬁﬁﬁﬁwﬁfmm@mnk%
DIEPERH Y OEWBENTEIC AN A DN DE, ISR 5 BHERECHHEDIK T 2 EEE O N 1
(Z R D ATREMEDS @, RESEFASEM B REAR AT OFE R, fF#nIL saxagliptin & OVEPERE D LN TF D
7 VT I AT DR ERIERETIIRNo T,

g
/N IEEE A RE BT saxagliptin D IEMBNAE A B & 2T 2 3 BRITFEHE S TWL7R0Y,

AEBRUERE

NFEIZ K 25| OREITHERE S v, RHMERISEM B BAIT C, B ABERE 309 44 L IEA A
BEERFE 105 44 (6 DD NFELE ] THERRL) 12331 % saxagliptin & ONE MY O S EhfE 2 Lhi L 7=,
ZID 2 DOEHI DT, saxagliptin & N OTEHEARGE O Y E B ICH B ZEITRD LR o7,

EUHEEER

in vitro (11 & EWHEE E/H

Saxagliptin |32 CYP3A4/5 #r L CRE & s,

in vitro FERIZIBVT, saxagliptin & N2 OTEMEEHMIT CYP1A2, 2A6, 2B6, 2C9, 2C19,
2D6, 2E1, 3A4 ZPREWT, F£7-, CYPIA2, 2B6, 2C9, 3A4 ##FHE Lighot-, LI=R-T,
saxagliptin 23 2O ORERIZ L VB SNDFHBEGEORM 7 VT 7o A2 B EE5H 2 &1
RNEFZ HID, Saxagliptin IE, PHEAEOEE TH L3, BHERL PHEAEOHERTHLH
BT H 720,
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KEFATSCERIR
ONGLYZA (Saxagliptin) tablets

in vivo (25171 8 ZYHEE fE/H
% 3 Saxagliptin & ZD;EHERBEY (5-hydroxy saxagliptin) D2 5R5=
E~NOHRAEOEE
iEES HHAEOHE* Saxagliptin @ | #AFEHEDL (AR / EGAR)
g HEERTL=1.00
[ AUCT | Cru
UTFISOWTIERAERENFE
A NFLI v 1000 mg 100 mg saxagliptin N 0.98 0.79
5-hydroxy saxagliptin 0.99 0.88
Y7 YR saxagliptin 0.98 1.08
5mg 10 mg o
5-hydroxy saxagliptin ND ND
EA 7Y H Yt | 45mg & 1 H 1Al | 10mg % 1 H 18] | saxagliptin 1.11 1.11
10 H[#] 5 H 5-hydroxy saxagliptin | ND ND
vax v 1HEIZ025mg%
6 WifilfE, Z4LL | 10mg % 1 B 1[A] | saxagliptin 1.05 0.99
BEIE 12 WA, S 7 Hf# 5-hydroxy saxagliptin 1.06 1.02
H [
VUNARTF 40mgZ 1 H 118, | 10mgZ 1 H 18] | saxagliptin 1.12 1.21
8 [ [H] 4 H[H 5-hydroxy saxagliptin | 1.02 1.08
CINVFTE L F IRy P R 5] -~
saxagliptin 2.09 1.63
360mg & 1 H 11[5], 10 mg -
5-hydroxy saxagliptin 0.66 0.57
9 HH
Vo7yress 600 mg & 1 H 1[H], saxagliptin 0.24 0.47
6 FIf 5 mg 5-hydroxy saxagliptin | 1.03 | 139
FAT T =) 40mg % 1 H 1[H], 10m saxagliptin 1.13 0.98
5 Hf#] £ 5-hydroxy saxagliptin | ND ND
KEEILT VI = KEET VI =T
I+ Kb~ 7 % 2\ 1 2400 mg
VU A+TVAFa | Kigfbw s xv U 10 mg saxagliptin 0.97 0.74
Ve A 12400 mg 5-hydroxy saxagliptin ND ND
UAF AL 240
mg
T7rETFVV saxagliptin 1.03 1.14
40 mg 10 mg o
5-hydroxy saxagliptin ND ND
58 A7%E CYP3A4/5 HEH| & DBHARFIZIEZ ONGLYZA 1 B 1 [@ 2.5mg [THET 5
7 hary—nu 200 mg & 1 H 2 [4] 100 mg saxagliptin 2.45 1.62
9 Hf#] 5-hydroxy saxagliptin | 0.12 0.05
7 hary—nu 200 mg & 1 H 2 [4] 20m saxagliptin 3.67 2.44
7 HIH £ 5-hydroxy saxagliptin | ND ND

*OEEEE SRR HER S

T AUC ([Z2W\W T, HEFSDOEAIT AUC (INF), KE#EEOEA T AUC (TAU)Z A=

I 1 4 OWERE 2RV AE R

§ 24 BEREIFIBRA G-I BT DI H DPPA TEMEDILEIXY 7 7 o B L » TREBEZ T o Tz,

ND=not determined
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

= 4 HAEDLBIEEE D saxagliptin DEE
iz E S HAFEORAE" saxagliptin ® F eI LI {ED L
= (saxagliptin ¥ 5B / saxagliptin 3E#%
58
HEERLL=1.00
| AUC' | Crnax
UTICDOWTIIRAEREATE
A RFILI 1000 mg 100 mg A RFRN I 1.20 1.09
7V 7Y R 5mg 10 mg 7V 7Y R 1.06 1.16
EAZIZY 0 s mg & 1A LAl | 10mg & 1A 16 ﬂ;;;;;u | s | e
10 A 5 HIH . ND ND
Vg
SEENY 1 A %025 mg %
6 Wi, 2 HH [ 10mgZ LH LR ., . .
Dk R | 7 R e oo 1
2, 5 HH
VUNRAHEF N | 40mgxE 1 H1E | 10mga 1 H1[E | R 2ETF 1.04 0.88
8 HIH 4 ATH VUNRAZTF TR 1.16 1.00
UNFTE L Fe Ry P R 5]
360mg 1 H 1[F] 10 mg UNTFTE A 1.10 1.16
9 HH
7hET e 200me £ 121 100 mg bk ady 087 | 0.4
9 HH
TF =N AT | ZF =L R T —F =X Kr7| 107 0.98
DA — RO DA —10.035mg | Smeg A 1B 1E | SF—n
Norgestimate J% O norgestimate 21 A norelgestromin 1.10 1.09
0.250 mg, 21 HH norgestrel 1.13 1.17
HEEFEENRVIRY HEEKE

T AUCIZoWTIE, HEEE DA T AUC (INF), KEEREGOHE1T AUC (TAU)Z V-
I 2REE S DR

ND=not determined

13 FERRRREEEAER
13.1 ERE, KRR, EEHERES

Saxagliptin I%, =7 & (50, 250, &T" 600 mg/kg) K ON7 ~ K (25, 75, 150, O 300 mg/kg)
DONFTHIZBNT S, i L7ek@mMEE THGLZFHER LRhoTe, vV ATOREMEIR, &
KSR A& (MRHD) 5mg/H#% G2 L Db F TOREREOR 870 15 (M) M U¥I 1165 f% ()
(S L, 7 v hToOREMET, #3556 (F) KRUO2217 5 (M) OBREREIIHY LT,

—EOEEEMARER E 2 AW = in vitro ® Ames 385%, #1{CEt bV L oRERE B2 in vitro
MfEE R, 7y PEHWEROBGIZ LD invive /MERER, T v FERAWEROKEEI
X % invivo DNAEIE#ER, 7 > FRIFM Y > "Bk A H\N 2 in vivolin vitro %Hﬂﬂffﬁiﬁ/ﬁfﬁﬁ)
U, saxagliptin (ZCHNE ML O A HEIZ L %fﬁﬁ)ﬁﬁ&@%@ﬁgﬁeﬁﬁﬁ EPEITRRO B o
720 ME Z Nz in vitro D Ames FRERIZEB W T, IHMHEREIICEBRFEMEITRRO bhnoTz,
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

{

T v NERWEZIRRERBRICBW T, ok LTk, AR 2 AT D ARBHI  2 R CTRTE
O T HET (AFHO4EM) , MR U CiEsRhl 2 MR SRR 7 B F CRisilien 5 2 5%
i L7z, MRHD (255175 & N COMRFEREORK 603 {5 () KO 776 5 (M) OBEFEEIZBWT
% ZIRREICH EREEBIIRO bR -o T, L0 @AEORAREERETIE, RIERIOBEM

P BTz (MRHD TR 2069 {55 UK 6138 {5 DIEEEIZAAY) . ZDIEDe, MMD@%MBS
%mé%ﬁif PEE, Zhaee, BEIR, ROVERICHENRD i,

13.2 EEEatiz

Saxagliptin (X7 =727 A WL ORI AERLEEN (B, 15, B2, KOVSUIROHE &
OYHEE) 25l Uiz, FERZIE, MRHD @ 20 (500 L TR Th o 7223, & Rk
BT, RAATHY, BEOBLH o7, AELEEAIT MRHD @ 5 mg (W EREEE (1
~3 %) TIERD LN oT, PV TR DI RZEHRA IR L7 iZ80E, saxagliptin O &
TORKRBROF TIXA LI TR,

14 BRREER

ONGLYZA 1%, HAWRE, F72, A FBALIy, ZJUTVER, FTUPUREAR (427
Z Rk Rav 7Y F ) EOGAEEORRMM TR T\ 5,

ONGLYZA Dz & MBI 64 20 R AT 572, 4148 Bilod 2 BUBEIREFE DS, —HE
B, kA B\ 72 5Bk 6 SRBRICIEIEAEI 0 (1T vz, ZOW, 3021 FlO-EE D ONGLYZA % #
HE&ENiz, ZnoORBRICEBT 5 EHERILS4mTH Y, BED T1%ITAN, 16%IET7 V7T A,
A%ITERN, %I NFESEM TH -72, ONGLYZA %5 & 7= 315 Bl & G EeiB o 423 o
BED 6~12 WE D77 A%, HEXREARICSMN LT,

B0 T EERE 6 iR TlZ, ONGLYZA #25mg, KXO5mg DH&ET B 1 E#ES L,
S L7z, 2 S ORBRON, 3BV T, saxagliptin @ 10mg @ 1 H 1 [0 5O 61T
- 72, Saxagliptin ® 10 mg 28 5 mg {ZANETHED Z Lid/ed -7z, ONGLYZA #5.1%, +XTD
METHKRMICERL D, FHREEE L CTRFFFIICAEER~NEZ R E Y Ale (AIC) |, ZE
NERFILEE (FPG) , MOMEMERURR O~ FosEAn iR (OGTT) %O /% 2 R ObE (PPG)
DWENRD BTz, AICIKFIE, MR, s, AfE, KON—2T A o BMI TR L7727
«T®%7&w%7fmﬁ6ﬂto

ONGLYZA |37 7 &R & ik LT, REXITZEERFEEE TR ERIME O OFE R E 5]
SRt

2 BRI ERE 2 kR & L7218 3 3BT ONGLYZA %3 L7z, A AR/ U HME ST
2y b — VA5 772 858 4 DIBE H AR E L2 ONGLYZA L 7'V B R & oS3 fR LBk
AVAY UHME G IA LAY o E A RFRAI U EOPFRBEETa Yy e — LRty 455 4
DEFEXHRE LTZ, ONGLYZA & 771 ARE DA, KO, FESEIEEDOBRE
IR RE (ESRD) 2 A7 2 2 BUBERFEE 170 xR & L7 7 e Rt ch 2,
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

141 BHIFE

BHENOEIRE T2 b —RE (AIC 25 %4 L 10%LL F)D 766 44 D 2 BB RIE BE DS,
ONGLYZA HAHEIED LR RN A NEOF I Z BRY & L7z 24 /M, —HEMR, 77 AR5 R
B2 RBRICEIN LT,

RPIORERCIL, BEMR T CRFHE, L, 77 R G217 5 2 B OB AR (Lead-in
period) (2, 401 BIOEFE M, ONGLYZA 2.5mg, Smg, # LT 10mg 58, I77k®
HECEEAEL ISR AT ST, RBRIEY, FrEo BARMIHEICE L 2o o B2, 75
AR XIL ONGLYZA 1T A F AV AN X DRGEFRIEZ BN LT, ARWEORHMEIE, Regwiik s »
HE U BE T, BOARIERIOREBIE TIT o 72, ARBRTIE, ONGLYZA O H &l 3R Ay
LT,

ONGLYZA 2.5 mg/H & 5 mg/H D& 51%, 7Z7ARE LT, AIC, FPG, M ('PPG IZAE
nEA L (RS . MbEO=a s br— L RROEOICHIE, XX, FRNSRE L 72 i
YEZ il 72372 OISR R 1 & 52 ) T2 FR3E O FIA 14 ONGLYZA 2.5 mg #% 58 Tl 16%, ONGLYZA
S5mg HHEETIE 20%, KO 7B REETIL260%TH - 72,

= 5 2 BIMERIREE E R E L1 ONGLYZA BEEIEED TS5 RE%
BELEHBRIZH T2 24 BEOMEE/ NS A —42*
AMENSA—4 ONGLYZA ONGLYZA T5tR
2.5mg 5mg N=95
N=102 N=106

AESOEYAIC (%) N=100 N=103 N=92
R—27 4 () 7.9 8.0 7.9
B HHI b 0% kR T 0.4 0.5 +0.2
TR EDE GHEETHD —0.6' ~0.6'

95% 15 FE X[ (-0.9, —0.3) (0.9, —0.4)
A1C<T% % Rk L7 BEH OFEIG 35% (35/100) 38%" (39/103) 24% (22/92)

TERERFIAEME (M%) (mg/dL) N=101 N=105 N=92
R—RF A (V) 178 171 172
BHHI D OZEL G T 15 —9 +6
TR EDE G 21 —15°

95915 HE X [H] (31, -10) (25, —4)

B 2 BfEMEE (mg/dL) N=78 N=84 N=71
R—RF A (V) 279 278 283
BHHI D OZL G T 45 —43 —6
TR EDE G —397 37

95% 15 #E X [H (—61, —16) (59, -15)

R C ORISR SUIRPFRIEZ L L LIZBE A PRI U RFRIENMOREBIEEL N L7

Intent-to-treat &[]
FR—RA T A AMETHEE LT i/ —FH

1777 B R EERE & O HBRIZ I T p fE<0.0001

§7° 7 B RBEHRE & O HERIZ IV T p fE<0.05

JONGLYZA @ 2.5 mg D HEIZDOWT, &% 2 RO MBEE (2-hour PPG) OFEMEIZ DWW TIIME e h -
77
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

2% B ORBR L LT 24 M AR LR 2 525 L, ONGLYZA Ok~ 7¢ ik &4 58l L7z,
ay bo—/LARE (AIC 28 7%LLE 10%LLT) 2> O RIGROBERIFEBEICKH LT, HERTFTA
HRk, EERE, TR AREREAEITO 2 AR OE AWK 0%, 365 4% ONGLYZA2.5 mg 55
P 5RE, 5 mg I GEE, 2.5mg (5 mg £ THIHIATRE) Ml 5RE, 5 mg MG, IS5
T ARG RITE 0 1 72,

ARERHAR Y, PTE O BAZ MBI IS L 72 h o 7B ITIE 7 7 2 AR X ONGLYZA (2 A RRL
N R DRFFELBIN LT, SEGRCEMEDICRI VST TZBERIL TI~T4 6 Th o7,

ONGLYZA % 5 mg f8l#% 5. 3 5 mg fEMR 58613, 7T LREGHE L il LT AIC OH
RUWENRD LN (Alc DR—=RAT A b DOELEDFEE AL EHDOT T vR EDZET, *
NZEN-04% & —0.3%) ., ONGLYZA % 2.5 mg el 5t b £7=, 77 v REGREL HHELL C,
AIC ODHEBEREENRD L (Alc DRN—RA T A LN OELEDOFREE L D7 T 1R &
DFEIT-0.4%)
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

14.2 GFRAEE

AR RILEOADLEREEE

f%ﬁw:y%ﬁ%&fimﬁnybn~wmafﬁok(mcﬁ7%uiumuT)$%%
KGrl LTz 24 HFEAEAL —HER Y 7 B R ERBRICBW T, 743 4 0 2 BUpEREEE
BV & ONGLYZA 0 #& 5 L= —@ﬁé@&@ﬁ%é%ﬂmbto—mg(wm~%w
mgZ 1 B 1[E) OX MRV % §HELL LG S 7o B3 2 AR BRI OBk LT,

WA IEER 7 LT BE A B T CRIERE, EERE, V7B AREEITO 2 BEEOEA
ISR L, AL, RBREiE R CHE (RE 2500 mg # 1 H 1[E) OX FARALI %
BEICRE Lz, A%, RBRSNCEKREBEE, =T FXLDA MRy (BT
O ) 12 ONGLYZA (2.5mg, 5mg, XiX10mg) ZBIEG T 28L7 7 R 2B 59
BRI IAEA 2B 1T 7o, BREBRIIE A, FrE O BAEMBEEIZE LR)- 7o B IIE, 77 'R +
A MRV T ONGLYZA + A R v ORGICEH T ) X s X o miEaBInL
7o ARRERTIX ONGLYZA K ONA RV v OMIEA T & Lz,

ONGLYZA 2.5mg K O*5mg + A MRAIVEEHTIE, 778K + A AL UG5 LE
iz LT AIC, FPG X UNPPG IZABERUENRDO LN (R 6) o AICDORXR—RATA LD
SN (ot £ 151 | %%ﬂﬁﬁﬁifl1:mﬁom%:me—wKE@kw&5$t
&g o T B SUTFERNTHUE U7 MBS E R E A 72 L 7o 72 O ROFFIRIE 21T - TD BE ORIGIE,
ONGLYZA 2.5mg+ A hAR/LI U ERE (15%) ONGLYZA S5mg+ A /L U FHRE (13%)
CHEL T I8R + A MR UESEE Q27%) TEdrol-,
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K ERAT SCEFIRR

ONGLYZA (Saxagliptin) tablets

= 6 ARRILISUADLETFEEEE LTO ONGLYZA O TS5 HR%IEE
RERICH T 24 EEDMPE/NT A —2*
BERSA—4 ONGLYZA ONGLYZA TS5tk
25mg+ 5mg+ +
A RERILTY ARERILEY A RARILEY
N=192 N=191 N=179

AESOEY AIC (%) N=186 N=186 N=175
R—RF A (FH) 8.1 8.1 8.1
N— Z V) DIR ?u%é: MZFA
s TA D OEAL (PR 1) 06 07 o1
TR EDHE G —0.7% 0.8

95%f5 #H X [H (0.9, —0.5) (1.0, —0.6)
A1C<T%% % L= BE OE S 37%° (69/186) 44%° (81/186) 17% (29/175)

TREFRMAEE (M%) (mg/dL) N=188 N=187 N=176
R—=RF A (FH) 174 179 175
N Z N NV ?u%é: MZFA
s FA b O GHEER 14 Y "
FIRRE D GEERTS) ~16° 23§

95%f5 #H X [H (23, -9) (30, —16)

B 2 FEMAEME (mg/dL) N=155 N=155 N=135
N—=2F A v (FH#) 294 296 295
R—2F A DO (TS T
s 7A B OEAL FHREG AT 0 sg 18
TR EDHE GHEFH TS 443 —40°
95%{& #H X [H (=60, —27) (=56, —24)

R C OB X IRBEFIEEZLE L LIZEBH I A7) 2 Y U REEFIERT OB B2 A LT

Intent-to-treat & [
FR—RA T A METHEE Ul de/ s 3Ty

177 'R+A PRIV EER L ORERIZIWT p fE<0.0001
§7 7R+ A PRIV LR L O-ERIZIWT p fE<0.05
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

ARERILISUOADLEFEREEERELTO ONGLYZA O TS5 ER%tHR
HEIZEITEAICHOR—XFTA4 UMb DFEHEIL*

0.4 7

0.2 7

—o—

A1C (%) Mean Change from Baseline

—en g0
] — e J_
A vk 4 )
-1.0
T T T T T T T T T
BL 4 & 8 12 16 20 24 24
LOCF
Weeks
—_— 8

A

OMGLYZA 2.5 mg + Metformin
OMNGLYZA 5 mg + Metformin
Placebo + Metformin

¥ R—=RT A L 24 BAICBIEEOH D BFEE T,

24 JH (LOCF) 1%, #BRCORMBISE S UIRFERIEEZ LEL LIZBETEEA T 2y
N K D R PR R O e BRI 2 L 7= Intent-to-treat SEH CTOT— X, RX—R T A L
D ONYHEIEL, N—RATA L OETHTHEL,

FT7IOoADLEFREEE

F7 VU Yy (TZD) ARG Clkmpia s he— A RETH -7 (AIC 2 7%LL L 10.5%LLF)
BE R E Uiz 24 ARIEAC —EER T 7 2R BRI T, 565 4 0 2 AU IR I A
\ZONGLYZA #F 7V ) v LG LT GG OFIMER O Z a2 i L, —E&0H
JUEY v 30~45mg & 1 H 1[E]) HHNNFEr 7 V&Y (dmga1HI1E, Smga1HI
MXiX4mgZ 1 H2ED) %2 12 8M LG LI BE 2 ARBRICSER LT,

R IEME RN 7 LT B A B T CRERE, EERE, KO 7 AREEEZ1TO 2 HE O
WO ER L, AR, RBRATE FAREOT T VU U ik 5 Uiz, AR,
S MOEKEF LT TV U (BATOHE) 2 ONGLYZA (2.5mg XL 5mg) ZiENEs
TORLT 7R BINER 5T DRI IEIEAICEID (072, SERWIRY, FTE o B AL
Lo mBEICE, BMEORBREICA ML VLD REREEZ BN L, RBRPIi
ONGLYZA K OF 7V U v OMiII Rl & Ui, {RBRE(LEMAEFIIZEY TH 5 Ll L
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K ERAT SCEFIRR

ONGLYZA (Saxagliptin) tablets

723856, SMOBERECTF TV ) O UREEZa Y T VA Unb e F T ) XS NCEFETSH D

cimre Lz,

ONGLYZA 2.5 mg x (¥ 5 mg ® TZD ~® EFWHH1X, 77RO TZD ~O LfFdfh Lt
L C AIC, FPG K O'PPG IZABERLENRDO LN (F7) . M= b — L REDZHE
Bk & 70 o 72 B AT FERNTHUE U7z MBI R YE AN 7o U 72 72 O RO IR 1L & 9k L 72 -8 o F|
#1%, ONGLYZA 2.5 mg @ TZD ~ W 58T 10%, ONGLYZA 5 mg @ TZD ~ F3H# 58

T 6%, FFFARDTZID ~D FFELHEGET 10%TH -7,

x7 FTINIOUoADLEFEEEEL LTD ONGLYZA O TSR3t
HERICHITH 24 BEDOMIE/NT A —5*

BT A—4

ONGLYZA

ONGLYZA

2.5mg 5mg 707:27"
+ +
TZD TZD hl§g4
N=195 N=186

AESOEY AIC (%) N=192 N=183 N=180
R—2F A (F) 8.3 8.4 8.2
;;T;X TA PO G 07 0.9 03
TR 0% GRS —0.4% 0.6}

95%(15 1 X [H (0.6, —0.2) (—0.8, —0.4)
AIC<T%% EERk L T2 s OFI & 42% (81/192) 42% (77/184) 26% (46/180)

ZiEEFMAEfE (M%) (mg/dL) N=193 N=185 N=181
R—=27 4 () 163 160 162
R—=2 T A ) bDOEA (FHEEHE T
%) -14 -17 -3
7IeRL 0% GHEkEHTH) —12 —15¢

95% 15 #E X [H] (—20, —3) (-23, —6)

B 2 BREIEE (mg/dl) N=156 N=134 N=127
N—2F7 A (FH) 296 303 291
::x?%yﬂ6®%m(%¥%$¥ ss 65 s
")

T REDE GHEETH) —40° 508
95%(5 X [H] (=56, —24) (—66, —34)

FERBR T DR BLEME ST RIFRIE LB L LIZBE I A PRI R RERT O B2 Lz

Intent-to-treat & [
TR—=R T A METIHHEE LT/ 3R

177 %R +TZD 58 & O HEIZIW T p fE<0.0001
§7°7 &R +TZD 58 & O HEIZIW T p fiE<0.05

23



K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

{

J1YTY FADLEEEE

GRS e R HELEF BRI 0 A LR =) LR #E (SU) SREAAKICI3umbE= > b B—/I/TE'(C%Ot

(AIC 28 7.5%LL E 10%LATF) BEZE xR E Lz 24 HRIEA(L —EER 7 7 & A5 abRIc
VT 768 44 0 2 AUBEIRIFIEEIZ, ONGLYZA % SU PR LIZ8BA0f %@&Uﬁé‘rﬁ%ﬂi
fliL7=, SU Z&HEHBERMOHET2 » AL E#L LB 2 ARRBRIOEE Lz, ARBRTIX
ONGLYZA & W% 8 o [ F & SU OPFARE &, 2o F & L0 i U7z SURE & & ki L7z,

R FEME AN 72 L7 R A BB MR T TR EIRE, EERE, KOV U7 U R75mgd 1 H 1 [E
#5247 5 4 WE OGNSR G Uiz, BABIE, ALC 28 7%LL L 10%LLF TH 2 :BRBn

Dk EE %, ONGLYZA (25mg XiE5mg) + 7 U7V K (7.5mg) HEREXTFTER + 7
U7 U R (1 HE10mg) BHHICEERICEIV T, 78R RGEFICHLTUL, 1 HEILS
mg £ETOZ YT Y REWHEER G352 LR TE72, ONGLYZA @ 2.5 mg #5-# XX 5 mg $£ 5.8
TIE, Z U 7Y ROBHEEIIRATE Lz, WTNORERICB W TS, (KILEED 7= 1R E (T ERh
VLB LA U725 A1E, 24 B ORBBIMTIZ 7 ) 70 FE& 1 ERET 52 2 LTz, AR
B OB O 4 HFT, 778K + 7V 7V REGHEOK 92%03 &Il 1 H &% 15 mg £ Tifli
B LU7-, ARG, FrEo BEMBHEIZE Lo 2B IZIE, ONGLYZA+ 7'V 7'V KX
TTRA + WET VT Y RIZA MRV I AL DR REE BN L7z, SRR ONGLYZA
DO EIT A E LT,

ONGLYZA 25mg+ 7' U7V REGREKRONONGLYZA 5mg+ 7 U7 U REERETIE, 7€
R+ VT RS GRE L i LT AIC, FPG, M UNPPG IZA BRI ENRD b (£ 8),
M=y ha— L RECTH ooz Gk & 72 o 7 A TS RNIBLUE U 72 o e 2 4 23 72
L= Rk 21T o - BE OEIS1E, ONGLYZA 25 mg + 77U 7V F&58 (18%) ,
ONGLYZA Smg+ 7 U 7V FEHEE (17%) LR LT8R + 7V 7V Nl 58 (30%)
7727,
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K ERAT SCEFIRR

ONGLYZA (Saxagliptin) tablets

% 8 1) T FADLEFEEEEZE LTD ONGLYZA O TS5 RREE
BRICBI1TD 24 BEOMBE/ NS A—2*
BT A—4 ONGLYZA ONGLYZA TSR
2.5mg 5 mg +
+ + Up-Titrated
RN 1)y K 51) 7 Kih

7.5 mg 7.5 mg BrE
N=248 N=253 N=267

AESOEY AIC (%) N=246 N=250 N=264
RX—2F A (FH) 8.4 8.5 8.4
%;x74/ﬂ%®EM(ﬁ¥%$¥ 05 06 o1
TIvREDE GEEHTE) 0.6 ~0.7%

95% {5 #E X [ (—0.8, —0.5) (—0.9, —0.6)
A1C<7%7% Rk LT- BE OEI L 22%" (55/246) 23%" (57/250) 9% (24/264)

THEMBMAEE (M3F) (mg/dL) N=247 N=252 N=265
N—2F A (FH)) 170 175 174
R=A T AU EDOEAL (FHHEHE 2T
i’";jT) -7 -10 +1
T REDE GREETH) g 10"

95%/3 X [H (—14, 1) (17, —4)

B 2 BFHEMHEE (mg/dL) N=195 N=202 N=206
N—2F A (FH) 309 315 323
;g%74/%%@£%(ﬁ%%&¥ 3 Y i
T REDE GRS -38° —42°

95% {5 #E X [ (=50, —27) (-53, -31)

B CORAMBIERIEM UK F ZLE L LT BE T A ML 3 R FRIE R O i B BT O ) 7E i

Z i L 7~ Intent-to-treat £& [
FR— R T A MECHHEE Lo/ 3R

778K +27 V7Y NG 5H & k23T p fE<0.0001
§7 7R+ VT Y REEE R O IRIZ BT p fE<0.05

RABBETOA PRIV VD EOBAKE

BERE R OEREEOL TR Fr— A KRB ThH-7- (AIC 23 8%LL [ 12%LLF) H
FHaxtg b Uiz 24 WREESL " EEMRT T & R RRBRICI WO TRIBED 1306 4 D 2 FUpER
JREEIT, MIENEEE LT ONGLYZA & A hRL S U2 0E# G LI=Ba OF MR O a4
Al L7z, ARBRICHAAN DN D BEIEX, RETHLZ L L LT,

R IEE RN 7. LB 2 HEMR T C 1M, BdRE, EiRE, K077 R EEE1T 9
HAHINCBGR L=, BEE 4 DOBERE (ONGLYZA 5 mg + A /L2 2 500 mg #5-8F,
saxagliptin 10 mg + A h7A5/L X 2 500 mg #% 5-8#, saxagliptin 10 mg+ 77 AR GHE, XIXA FA&R
NI 500mg+ ST EREER) OO 1 DICEMERIZEIY 1772, ONGLYZA IX 1 H 1 [EI#E
L7z ARMBRNAIZHRGLEIBFHIBWNT, A MFALI V%A, THEMIC1E], 1 H 500 mg, &
BMEDTRD B 5 FiPH Thg e & 2000 mg/ H £ T, FPG % ZRICHiHE L 7=,
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

MBEE B AE 2 7= K72 o o B ICIE, B4 7 U & A LA RERIE BN LT,
ONGLYZA 5mg+ A FAHR/A UFEGRETIE, 77 8RR+ A FAR/LI VRS BB LT ALC, FPG,
K ONPPG DA ERBEEDNEO b (R9) .

% 9 BEBEICETDA RKRILI VL ONGLYZA OHBEEREND TS
T ARIEBHAERICH TS 24 BEDMEE/ RS A—5*
Placebo
M5 A — 5 ONGLY2A 5 mg IS5tk
- +
A I;\Z\s{[z/o:/ A RIS Y
N=328

AESOEY AIC (%) N=306 N=313
R—RF A (V) 9.4 9.4
R T A B DI G T 25 2.0
T REDE R —0.5%

95%f5 #H X [H (0.7, —0.4)
AIC<7%% Bk LT B OEI L 60%3 (185/307) 41% (129/314)

EEEBMPEE (M) (mg/dL) N=315 N=320
R—=27 A (FH) 199 199
R—2 T4 OB GEERED T —60 —47
FIvREDE GEED TR 13

95%f5 #H X fH (—19, —6)

B 2 B MIHEE (mg/dL) N=146 N=141
R—27 4 () 340 355
R—2 T4 OB GEERED T 138 —97
F5RE D% GRELTHD —41°

95% 15 FE X fH] (=57, —25)

* R CORMBBIESEMEUIRFRIELZVE L LEBFIIEA 7Y ¥ U RIERT O RS BlaE A2 L

Intent-to-treat £E [
TR—=R T A MECTIHHEE LT i/ 3R

177 R+ A MR UEEREE OHERITIWT p fE<0.0001
§7 7R+ A MBI UEEREE DOEIZIBUVT p fE<0.05

JUESEDA FRILEUADLETFEHEEE ONGLYZA DA FRILE UADLEFEEEED
i3

Z 0 52 EMOFEHGS IR T, A FARL I VEMBE ST e — A3 R 457 (Ale
236.5 XV REL, 7o Ale 23 10%LAT) 2 RUFEIR P 858 #1728, ONGLYZA 72137 U vy
RO EREFEIC, “EHER T TEELICH M ohie, BEITMEANANICD 2L &b 8 JHH
—EBOA MR (Dt 1 H1500mg) ORE5EZITTWDH I ERRDLNT,

RS FEME R 72 U7 BT E R T CRERE, EERE, KO T ARAEEEZITO 2 HE O
EAMIMICHA AN S, EARIR L GRUBRAT E [F A& D 1500~3000 mg D) A bRV 2 ik
fetx G- S e, AWM, EEEEZIFERIREBO A MRV I U HEEZLEE T2 ONGLYZA S
mg ZIBIEEG- T 5L ) BV R 5 mg BN G- DR IEESICE 0 17, SRBREIE O
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

RAO IBEM T, 7V EY R+ A MARAI UEGHOBFEITIL, EMTFTZYEY FaE 1 HiRKR
B ThD 20mg £ CTHHE L7, ZOWEE, BEZERMLEE (110 mg/dl LAF) 37V EY R
DIEKMARICESWTERM Lz, 7V EY REGEED 50%I28 0T 1 HE20 mg £ THEL
Too 7 VEY FEEBED 21%DPEKCT HES mg, HDWVIFZNUTOREZARA LT,
ZUEY R ARGEOREFAMEIT 15mg Th o7z,

52 WO H%, A FARL I D EREFHEICE T D AIC DX—R T A Vb OFEED &
X ONGLYZA & GH/EL 7 ) B Y FEREHETRRTH -7 (£ 10) . ZORGmIE, ARBRIZEK T2
A (EED %D N—AT A AIC DS 9%AH) ERROX—2F A AIC ZH T HEHE DI
ZBRE SN D ATREMEDS & 5,

R—=A T AV OVYRE 89 kg HOE L E LT, 77U EY REGRETOYY 1.1 kg OIKEE
ANZx LT, ONGLYZA #5-HTIE, 1.1 kg OBABRBDO O, 7V Y REGHEE g LTt
FHORAEZENED b (P<0.0001) |

% 10 A ML VEEARE®O ONGLYZA £ 45 EY FE AWV E-EEXR
HERICH T3 52 BABDMIE/NS A —4F*
ONGLYZA 5 mg J1)ED Rihgis
AEMENSTA—4 + +
A RRILEY A RERILETY
N=428 N=430
AESOEY AIC (%) N=423 N=423
N—2F A (FH)) 7.7 7.6
R=A T4 b O (G T 0.6 0.7
TV R+ X MRV b GHER
2ot 01
95%( X [ (-0.02, 0.2)*
ZeRERFMAEME (M%) (mg/dL) N=420 N=420
R—2F A (F¥)) 162 161
R 25 A LB DI G T8 -9 16
TUEY R+ A MR e D7 G
7ors") 6
95%( & #H X fH] 2, 11§

* i I BB i L 7= Intent-to-treat &[]
FR— R T A MECTHHEE Ui/ 3R

HMEEXE O ERESFEANIHRE LI2FELE~—T 0D 035%E 0 /S ho Tz,

ANITZVED R+ A RRAIAKH L THLETH D EEZ BN,

§AEZEMTITFEN L TUeuy,

saxagliptin+ A kAL 3

AR UADLFEEEE (A bRV UBAXIEIESHA)

A VA CHEAPRECIEa Y br— L ARRTHo7 (AIC 23 7.5%LL E 1%L TF) 141 4 KO
ARBRNVI L DO—EREA LAY EDOFRFEIETHRI L = he— L RRTHo7- 314 4,
Bt 4554 0 2 BUBERBRE 2R E L- 24 8O BIEAL —EEMR Y 7 B RxEEBRICB VT,
ONGLYZA & A v AU Vv EPEFREG LIS OREER G IMEZTHMI L, BEEFA7 ) —=
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

{

VRN S ML E—EEDA AU > (1 H 30 BAZLLE 150 BEAZLLTR) T 20%LLPN 0 BasiE o
BeHEZITTND I ERRD BNz, BEICTHRER, Rl LR , SUKIREHA 2D v
BEG Ui, #AA LAY O EZITIZEBEIZONTL, ERANRAO—HE LTRE
SNTZGE TRWIR D BHERD SRS LT,

RS FEME RN 7 L7 BT E R T C 4 @M, SR, EiRE, KO TR REE1T O
EAMMICHAAN SN, EAMMF A 2) » (ROPEFHL T DHAIEA FFRALIY) ©
ARERAT & [FA R RS Le, BAMIR%, WEE %2 ONGLYZA 5 mg #5837 7 v R &Gt
O FRAFHERED &6 DN EAELITHN D (T 7, SRERIR I3 RO &Ix—E & Lz,
FITRE O MLFEIE B AR 2 i 72 S 72 o T BE SUTIRBRIERNIC LV BE B DA AU VHED 20%%
B DY EE LT 2 & DR SV BT, BOERIEZITOA VR Y VHEORE 2R 7,
RF L H 2 T2 B OF — XX EEAHERNT ) BRI LT,

ONGLYZA 5mg ® _FFIERETIXT 7 AR BRSPS L i L TS 24 B O AIC KO
PPG IZRN—RA T A U INLOFEREENRD LN (1) . TTEREGH L LT, R
D AIC DL T ENDA > A U L HARE~D ONGLYZA 5 mg O _ERHPREREL A A Y >
A MR DOPH~D ONGLYZA 5 mg @ EIEEFREREO® IR bz (312 0.4%D
KT, Mz ha— A REThoTolzb Ik L 7e - 7= BE T RGFEIE AT - T BE OE|

A%, ONGLYZA FEREN 23%, 77 B RGN 32% Th - 72,

R=Z2 T A VDA LAY > O— BB BT ONGLYZA #5-8EC 53 HfL, V7R HEE
BET 55 L CTholz, A1 VAV UDR—RAT A VB L O— BB G- EO 21X ONGLYZA
BEREC2HNL, 77 RKERHETS B TH-T,

= 11 A4 VAR UEiEAN ONGLYZA # LET;BEE L =75 AR EHER
I2H T3 24 BEREDQMEE/NT A —F*
ONGLYZA 5 mg T51R
BEMtENSA—4 + +
AR Y AR ) Y
(A RRILE D6 (A RRILE VHEA
F/I3EGHA) JEGFR)
N=304 N=151
AESOEY AIC (%) N=300 N=149
_X—2F A4 () 8.7 8.6
R—=2F4 b0 GREED T —0.7 0.3
TR E D R EE 0.4"
95%f5 #H X [H (-0.6, —0.2)
ALC <7%7% Rl LI BF DOEIG 17% (52/300) 7% (10/149)
TRERFMAEME (M%) (mg/dL) N=300 N=149
R—RF A (V) 173 173
R T A U h SO GEREFER ) 10 6
TR EDE G —4
95% 15 1 X fH] (-13, 5)
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K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets

= 11 A4 VR UEEAN ONGLYZA # LT/ EEE L= 75 Rt BKER
28115 24 BREOMBE/ T A—2*  (FE)
ONGLYZA 5 mg T5tR
AT A —4 + +
AR AR
(A FARILE 6 (A RRILE VHEA
FA/FEBER) JEGER)
N=304 N=151
B 2BEMEEE (m%) (mg/dl) N=262 N=129
R—27 4 () 251 255
R—2 T4 U h OB GRS T 27 —4
7R EDE GRS T 23§
95% 15 fiH Xt (=37, 9

KR C O B AR I ST e B b U= BT I o R U o ROV T O B S L B2 8 30T 0 W i
i L 7= Intent-to-treat £ [

PR R T AERONR— R T A VD A R AL AR OA TR L7 e e

177 8RR+ A A UIEREE OHEIZIS W T p fE<0.0001

§7 TR+ A A FGEE L DB T p f<0.05

14.3 BfE

i)

HEEE (n=90) MIZEEOEEEERH (n=41) , IRHEHEE (ESRD) (0=39) #H7T 5
2 HBEIRIS S IZ ONGLYZA 2.5mg % 1 H 1 [E§E L7z & 2 OFIER DL eME 7 7 'R Lt
i U CRHlid 572012, ARF 170 BlA& 402 12 B0 EEAL, —EER, 77 2R RAkE
Fehi Lz, ABBRIZIBNT, 98%D EFE DNEERAT L 0 BERFFEAEH L Tz (12 fEH
FIX 75%, ROMBERE T (1T A L2 SU ) HHHFIX31%) .

12 W D5, ONGLYZA 2.5 mg 137 7R E L TAIC ZAEICHELE (F12) .
ESRD 2 HTHHREDOY 7T 7N —T BT 12 BEEOR—2F 4 5D AIC OELEIT
ONGLYZA L 7T BRTHRBE ThH o7, AL, HLIFEDBREEDT 7 7V —7I12B1T5
B2 AT D72 D5 /128 LTV RN, 2 ORI RITREI ek L1372 57
U,

12 B OB 5%, 28R O 280 I ONGLYZA 2.5 mg T-12 mg/dL, 77 &R T-13
mg/dL Tho7, TR L L, ONGLYZA 5 %5 1) 7= B T OZERERE MbE O -5 28 b &
X, PEEOBEERE TIE-12 mg/dL, EEOBRERSE Tld-4 mg/dL, ESRD #H 7 5HEE T
I3+44 mg/dL Tho7o, KRBRIL, HIREOBFEEOY 7 7 V—7108B 1 56953 %
T2 OO+ 7t 124 L TR, 2 O RITRKI SR & 1372 570,
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KEFATSCERIR
ONGLYZA (Saxagliptin) tablets

*x 12 BREERELRNRE LT ONGLYZA O TS5 RHABRERIZHITS
5 12 88D A1C
BT A—4 ONGLYZA 2.5 mg TS5tk
N=85 N=85
AESOEYAIC (%) N=81 N=83

R—2F A v (V1) 8.4 8.1
R 25 A LB DI G T8 0.9 0.4
T REDE GHERER TS —0.4°

95%/= X [H] (-0.7, -0.1)

* i I BB i L 7= Intent-to-treat &[]
FR—RA T A AMETIHEE LT i/ N Y
177 B ARG L O RIFO p EH<0.01

16 BE/RERVERYHK

(2R3

ONGLYZA" (saxagliptin) $E1%, WifiCEIFAH 0, FIBICHM LG BR OVEE TRt S 1 5,

x 13 ONGLYZA
2FE T4 )L La— ME EN=F AERE NDC O— K
BR UK
5mg Yok, T, F | T TS, WA | 30 SEA DR 0003-4215-11
0003-4215-21
Gl o i ZINUY
(2 4215) &7 | 90 SEA Y IR 0003-4215-31
A > 7 THIF 500 £EA D R 0003-4215-41
100520 =7 U &
H— i
2.5mg MR E~EE, | pmic 125y, w0 | 30 5EA VIR 0003-4214-11
, P X -4214-21
e, C [4214) % | 90BEA Y R 0003
A > CTHIF
FRE R OELY

20~25°C (68 ~ 77°F) TIRE T2, 72771 15~30°C (59~86°F) D& TD—Mi7 i I X2
N5 [USP HiLEHAEZSMK] |

30

S




K ERAT SCEFIRR
ONGLYZA (Saxagliptin) tablets
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Onglyza 2.5 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 2.5 mg saxagliptin (as hydrochloride).
Excipients

Each tablet contains 99 mg lactose monohydrate.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet).

Onglyza 2.5 mg tablets are pale yellow to light yellow, biconvex, round, film-coated tablets, with
“2.5” printed on one side and “4214” printed on the other side, in blue ink.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Add-on combination therapy

Onglyza is indicated in adult patients aged 18 years and older with type 2 diabetes mellitus to improve
glycaemic control:

° in combination with metformin, when metformin alone, with diet and exercise, does not provide
adequate glycaemic control.

o in combination with a sulphonylurea, when the sulphonylurea alone, with diet and exercise,
does not provide adequate glycaemic control in patients for whom use of metformin is
considered inappropriate.

. in combination with a thiazolidinedione, when the thiazolidinedione alone with diet and
exercise, does not provide adequate glycaemic control in patients for whom use of a
thiazolidinedione is considered appropriate.

. in combination with insulin (with or without metformin), when this regimen alone, with diet and
exercise, does not provide adequate glycaemic control.

4.2 Posology and method of administration

Posology
Add-on combination therapy

The recommended dose of Onglyza is 5 mg once daily as add-on combination therapy with metformin,
insulin, a thiazolidinedione or a sulphonylurea.

The safety and efficacy of saxagliptin as triple oral therapy in combination with metformin and a
thiazolidinedione, or with metformin and a sulphonylurea, has not been established.



Special populations

Elderly (= 65 years)

No dose adjustment is recommended based solely on age. Experience in patients aged 75 years and
older is very limited and caution should be exercised when treating this population (see also
sections 4.4, 5.1 and 5.2).

Renal impairment
No dose adjustment is recommended for patients with mild renal impairment.

The dose of Onglyza should be reduced to 2.5 mg once daily in patients with moderate or severe renal
impairment.

The experience in patients with severe renal impairment is very limited. Therefore, saxagliptin should
be used with caution in this population. Onglyza is not recommended for patients with end-stage renal
disease (ESRD) requiring haemodialysis (see section 4.4).

Because the dose of Onglyza should be limited to 2.5 mg based upon renal function, assessment of
renal function is recommended prior to initiation of Onglyza, and, in keeping with routine care, renal
assessment should be done periodically thereafter (see sections 4.4 and 5.2).

Hepatic impairment

No dose adjustment is necessary for patients with mild or moderate hepatic impairment (see
section 5.2). Saxagliptin should be used with caution in patients with moderate hepatic impairment,
and is not recommended for use in patients with severe hepatic impairment (see section 4.4).

Paediatric population
The safety and efficacy of Onglyza in children aged birth to < 18 years have not yet been established.
No data are available.

Method of administration
Onglyza can be taken with or without a meal at any time of the day. If a dose is missed, it should be
taken as soon as the patient remembers. A double dose should not be taken on the same day.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients, or history of a serious
hypersensitivity reaction, including anaphylactic reaction, anaphylactic shock, and angioedema, to any
dipeptidyl peptidase 4 (DPP4) inhibitor (see sections 4.4 and 4.8).

4.4 Special warnings and precautions for use

General
Onglyza should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis.

Onglyza is not a substitute for insulin in insulin-requiring patients.

Pancreatitis

In post-marketing experience there have been spontaneously reported adverse reactions of acute
pancreatitis. Patients should be informed of the characteristic symptom of acute pancreatitis:
persistent, severe abdominal pain. Resolution of pancreatitis has been observed after discontinuation
of saxagliptin. If pancreatitis is suspected, Onglyza and other potentially suspect medicinal products
should be discontinued.

Renal impairment
A single dosage adjustment is recommended in patients with moderate or severe renal impairment.
Saxagliptin should be used with caution in patients with severe renal impairment, and is not
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recommended for use in patients with end-stage renal disease (ESRD) requiring haemodialysis.
Assessment of renal function is recommended prior to initiation of Onglyza, and in keeping with
routine care, renal assessment should be done periodically thereafter (see sections 4.2 and 5.2).

Hepatic impairment
Saxagliptin should be used with caution in patients with moderate hepatic impairment, and is not
recommended for use in patients with severe hepatic impairment (see section 4.2).

Use with medicinal products known to cause hypoglycaemia

Sulphonylureas and insulin are known to cause hypoglycaemia. Therefore, a lower dose of
sulphonylurea or insulin may be required to reduce the risk of hypoglycaemia when used in
combination with Onglyza.

Hypersensitivity reactions
Onglyza should not be used in patients who have had any serious hypersensitivity reaction to a
dipeptidyl peptidase 4 (DPP4) inhibitor.

During postmarketing experience, including spontaneous reports and clinical trials, the following
adverse reactions have been reported with the use of saxagliptin: serious hypersensitivity reactions,
including anaphylactic reaction, anaphylactic shock, and angioedema. If a serious hypersensitivity
reaction to saxagliptin is suspected, discontinue Onglyza, assess for other potential causes for the
event, and institute alternative treatment for diabetes (see sections 4.3 and 4.8).

Elderly patients
Experience in patients aged 75 years and older is very limited and caution should be exercised when

treating this population (see sections 5.1 and 5.2).

Skin disorders

Ulcerative and necrotic skin lesions have been reported in extremities of monkeys in non-clinical
toxicology studies (see section 5.3). Although skin lesions were not observed at an increased incidence
in clinical trials, there is limited experience in patients with diabetic skin complications. Postmarketing
reports of rash have been described in the DPP4 inhibitor class. Rash is also noted as an adverse event
(AE) for Onglyza (see section 4.8). Therefore, in keeping with routine care of the diabetic patient,
monitoring for skin disorders, such as blistering, ulceration or rash, is recommended.

Cardiac failure
Experience in NYHA class I-1I is limited, and there is no experience in clinical studies with
saxagliptin in NYHA class III-1V.

Immunocompromised patients

Immunocompromised patients, such as patients who have undergone organ transplantation or patients
diagnosed with human immunodeficiency syndrome, have not been studied in the Onglyza clinical
program. Therefore, the efficacy and safety profile of saxagliptin in these patients has not been
established.

Use with potent CYP 3A4 inducers
Using CYP3A4 inducers like carbamazepine, dexamethasone, phenobarbital, phenytoin, and
rifampicin may reduce the glycaemic lowering effect of Onglyza (see section 4.5).

Lactose

The tablets contain lactose monohydrate. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction



Clinical data described below suggest that the risk for clinically meaningful interactions with
co-administered medicinal products is low.

The metabolism of saxagliptin is primarily mediated by cytochrome P450 3A4/5 (CYP3A4/5). In in
vitro studies, saxagliptin and its major metabolite neither inhibited CYP1A2, 2A6, 2B6, 2C9, 2C19,
2D6, 2E1, or 3A4, nor induced CYP1A2, 2B6, 2C9, or 3A4. In studies conducted in healthy subjects,
neither the pharmacokinetics of saxagliptin and its major metabolite, were meaningfully altered by
metformin, glibenclamide, pioglitazone, digoxin, simvastatin, omeprazole, antacids or famotidine. In
addition, saxagliptin did not meaningfully alter the pharmacokinetics of metformin, glibenclamide,
pioglitazone, digoxin, simvastatin, diltiazem or ketoconazole.

Concomitant administration of saxagliptin with the moderate inhibitor of CYP3A4/5 diltiazem,
increased the C,,,, and AUC of saxagliptin by 63% and 2.1-fold, respectively, and the corresponding
values for the active metabolite were decreased by 44% and 34%, respectively.

Concomitant administration of saxagliptin with the potent inhibitor of CYP3A4/5 ketoconazole,
increased the C,,,x and AUC of saxagliptin by 62% and 2.5-fold, respectively, and the corresponding
values for the active metabolite were decreased by 95% and 88%, respectively.

Concomitant administration of saxagliptin with the potent CYP3A4/5 inducer rifampicin, reduced C,x
and AUC of saxagliptin by 53% and 76%, respectively. The exposure of the active metabolite and the
plasma DPP4 activity inhibition over a dose interval were not influenced by rifampicin (see

section 4.4).

The co-administration of saxagliptin and CYP3A4/5 inducers, other than rifampicin (such as
carbamazepine, dexamethasone, phenobarbital and phenytoin) have not been studied and may result in
decreased plasma concentration of saxagliptin and increased concentration of its major metabolite.
Glycaemic control should be carefully assessed when saxagliptin is used concomitantly with a potent
CYP3A4 inducer.

The effects of smoking, diet, herbal products, and alcohol use on the pharmacokinetics of saxagliptin
have not been specifically studied.

4.6 Fertility, pregnancy and lactation

Pregnancy
The use of saxagliptin has not been studied in pregnant women. Studies in animals have shown

reproductive toxicity at high doses (see section 5.3). The potential risk for humans is unknown.
Onglyza should not be used during pregnancy unless clearly necessary.

Breastfeeding
It is unknown whether saxagliptin is excreted in human breast milk. Animal studies have shown

excretion of saxagliptin and/or metabolite in milk. A risk to the suckling child cannot be excluded. A
decision must be made whether to discontinue breast-feeding or to discontinue therapy taking into
account the benefit of breast-feeding for the child and the benefit of therapy to the woman.

Fertility
The effect of saxagliptin on fertility in humans has not been studied. Effects on fertility were observed
in male and female rats at high doses producing overt signs of toxicity (see section 5.3).

4.7 Effects on ability to drive and use machines
Onglyza may have a negligible influence on the ability to drive and use machines.
No studies on the effects on the ability to drive and use machines have been performed. However,

when driving or using machines, it should be taken into account that dizziness has been reported in
studies with saxagliptin.



4.8 Undesirable effects
Summary of the safety profile

There were 4,148 patients with type 2 diabetes, including 3,021 patients treated with Onglyza,
randomised in six double-blind, controlled clinical safety and efficacy studies conducted to evaluate
the effects of saxagliptin on glycaemic control.

In a pooled analysis, the overall incidence of adverse events in patients treated with saxagliptin 5 mg
was similar to placebo. Discontinuation of therapy due to adverse events was higher in patients who
received saxagliptin 5 mg as compared to placebo (3.3% as compared to 1.8%).

Tabulated list of adverse reactions

Adverse reactions reported in > 5% of patients treated with saxagliptin 5 mg and more commonly than
in patients treated with placebo or that were reported in > 2% of patients treated with saxagliptin 5 mg
and > 1% more frequently compared to placebo are shown in Table 1.

The adverse reactions are listed by system organ class and absolute frequency. Frequencies are defined
as Very common (> 1/10), Common (> 1/100 to < 1/10), Uncommon (> 1/1,000 to 1/100), Rare

(= 1/10,000 to 1/1,000), or Very rare (< 1/10,000), not known (cannot be estimated from the available
data).

Table 1 Frequency of adverse reactions by system organ class

System organ class Frequency of adverse reactions by treatment regimen
Adverse Reaction

Saxagliptin Saxagliptin  Saxagliptin Saxagliptin with a
monotherapy with with a thiazolidinedione
metformin'  sulphonylurea
(glibenclamide)
Infections and
infestations
Upper respiratory Common Common Common Common
infection
Urinary tract Common Common Common Common
infection
Gastroenteritis Common Common Common Common
Sinusitis Common Common Common Common
Nasopharyngitis Common’
Metabolism and
nutrition disorders
Hypoglycaemia Very common’
Nervous system
disorders
Headache Common Common Common Common
Gastrointestinal
disorders
Vomiting Common Common Common Common
General disorders
and
administration site
conditions
Oedema peripheral Common’




'Includes saxagliptin in add-on to metformin and initial combination with metformin.

2Only in the initial combination therapy.

3There was no statistically significant difference compared to placebo. The incidence of confirmed hypoglycaemia was
uncommon for Onglyza 5 mg (0.8%) and placebo (0.7%).

*All of the reported adverse drug reactions of peripheral oedema were of mild to moderate intensity and none resulted in
study drug discontinuation.

Postmarketing experience from clinical trials and spontaneous reports

Table 2 shows additional adverse reactions which have been reported in postmarketing experience.
The frequencies are based on the experience from clinical trials.

Table 2 Frequency of additional adverse reactions by system organ class

System organ class Frequency of adverse reactions’
Adverse Reaction

Gastrointestinal disorders

Nausea Common
Pancreatitis Uncommon
Immune system disorders

Hypersensitivity reactions’ (see Uncommon
sections 4.3 and 4.4)

Anaphylactic reactions including Rare

anaphylactic shock (see
sections 4.3 and 4.4)

Skin and subcutaneous tissue disorders

Angioedema (see sections 4.3 and 4.4) Rare
Dermatitis Uncommon
Pruritus Uncommon
Rash’ Common
Urticaria Uncommon

! Frequency estimates are based on the pooled analysis of the saxagliptin monotherapy, add-on to metformin and initial
combination with metformin, add-on to sulphonylurea and add-on to thiazolidinedione clinical trials.

? These reactions were also identified in the pre-approval clinical trials, but do not meet the criteria for Table 1.
Description of selected adverse reactions

Adverse events, considered by the investigator to be at least possibly drug-related and reported in at
least two more patients treated with saxagliptin 5 mg compared to control, are described below by
treatment regimen.

As monotherapy: dizziness (common) and fatigue (common).

As add-on to metformin: dyspepsia (common) and myalgia (common).

As add-on to sulphonylurea (glibenclamide): fatigue (uncommon), dyslipidemia (uncommon) and
hypertriglyceridemia (uncommon).

As initial combination with metformin: gastritis (common), arthralgia (uncommon), myalgia
(uncommon), and erectile dysfunction (uncommon).

When used as add-on to insulin (with or without metformin), the overall incidence of reported
hypoglycaemia was 18.4% for Onglyza 5 mg and 19.9% for placebo.



Investigations
Across clinical studies, the incidence of laboratory adverse events was similar in patients treated with

saxagliptin 5 mg compared to patients treated with placebo. A small decrease in absolute lymphocyte
count was observed. From a baseline mean absolute lymphocyte count of approximately

2,200 cells/pl, a mean decrease of approximately 100 cells/ul relative to placebo was observed in the
placebo-controlled-pooled analysis. Mean absolute lymphocyte counts remained stable with daily
dosing up to 102 weeks in duration. The decreases in lymphocyte count were not associated with
clinically relevant adverse reactions. The clinical significance of this decrease in lymphocyte count
relative to placebo is not known.

4.9 Overdose

Onglyza has been shown to be safe and well-tolerated with no clinically meaningful effect on QTc
interval or heart rate at oral doses up to 400 mg daily for 2 weeks (80 times the recommended dose).
In the event of an overdose, appropriate supportive treatment should be initiated as dictated by the
patient’s clinical status. Saxagliptin and its major metabolite can be removed by haemodialysis (23%
of dose over 4 hours).

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs used in diabetes. Dipeptidyl peptidase 4 (DPP-4) inhibitors, ATC
code: A10BHO3

Mechanism of action and pharmacodynamic effects

Saxagliptin is a highly potent (Ki: 1.3 nM), selective, reversible, competitive, DPP-4 inhibitor. In
patients with type 2 diabetes, administration of saxagliptin led to inhibition of DPP-4 enzyme activity
for a 24-hour period. After an oral glucose load, this DPP-4 inhibition resulted in a 2- to 3-fold
increase in circulating levels of active incretin hormones, including glucagon-like peptide-1 (GLP-1)
and glucose-dependent insulinotropic polypeptide (GIP), decreased glucagon concentrations and
increased glucose-dependent beta-cell responsiveness, which resulted in higher insulin and C-peptide
concentrations. The rise in insulin from pancreatic beta-cells and the decrease in glucagon from
pancreatic alpha-cells were associated with lower fasting glucose concentrations and reduced glucose
excursion following an oral glucose load or a meal. Saxagliptin improves glycaemic control by
reducing fasting and postprandial glucose concentrations in patients with type 2 diabetes.

Clinical safety and efficacy

A total of 4,148 patients with type 2 diabetes, including 3,021 patients treated with, saxagliptin were
randomised in 6 double-blind, controlled clinical safety and efficacy studies conducted to evaluate the
effects of saxagliptin on glycaemic control. In these studies 634 patients were 65 years and older,
while 59 patients were 75 years and older. Treatment with saxagliptin 5 mg once daily produced
clinically relevant and statistically significant improvements in haemoglobin Alc (HbAlc), fasting
plasma glucose (FPG) and postprandial glucose (PPG) compared to placebo in monotherapy, in
combination with metformin (initial or add-on therapy), in combination with a sulphonylurea, and in
combination with a thiazolidinedione (see Table 3). There was also no apparent change in body weight
associated with saxagliptin. Reductions in HbA 1¢ were seen across subgroups including gender, age,
race, and baseline body mass index (BMI) and higher baseline HbA1lc was associated with a greater
adjusted mean change from baseline with saxagliptin.

Saxagliptin as monotherapy

Two double-blind, placebo-controlled studies of 24-week duration were conducted to evaluate the
efficacy and safety of saxagliptin monotherapy in patients with type 2 diabetes. In both studies,
once-daily treatment with saxagliptin provided significant improvements in HbAlc.



Saxagliptin add-on to metformin therapy

An add-on to metformin placebo-controlled study of 24-week duration was conducted to evaluate the
efficacy and safety of saxagliptin in combination with metformin in patients with inadequate
glycaemic control (HbA1lc 7-10%) on metformin alone. Saxagliptin (n=186) provided significant
improvements in HbAlc, FPG and PPG compared to placebo (n=175). Improvements in HbAlc, PPG,
and FPG following treatment with saxagliptin 5 mg plus metformin were sustained up to Week 102.
The HbA1c change for saxagliptin 5 mg plus metformin (n=31) compared to placebo plus metformin
(n=15) was -0.8% at Week 102.

Saxagliptin add-on to metformin compared with SU add-on to metformin

A 52-week study was conducted to evaluate the efficacy and safety of saxagliptin 5 mg in combination
with metformin (428 patients) compared with a sulphonylurea (glipizide, 5 mg titrated as needed to

20 mg, mean dose of 15 mg) in combination with metformin (430 patients) in 858 patients with
inadequate glycaemic control (HbAlc 6.5%-10%) on metformin alone. The mean metformin dose was
approximately 1900 mg in each treatment group. After 52 weeks, the saxagliptin and glipizide groups
had similar mean reductions from baseline in HbAlc in the per-protocol analysis (-0.7% vs. —0.8%,
respectively, mean baseline HbA lc of 7.5% for both groups). The intent-to-treat analysis showed
consistent results. The reduction in FPG was slightly less in the saxagliptin-group and there were more
discontinuations (3.5% vs. 1.2%) due to lack of efficacy based on FPG criteria during the first

24 weeks of the study. Saxagliptin also resulted in a significantly lower proportion of patients with
hypoglycaemia, 3% (19 events in 13 subjects) vs. 36.3% (750 events in 156 patients) for glipizide.
Patients treated with saxagliptin exhibited a significant decrease from baseline in body weight
compared to a weight gain in patients administered glipizide (-1.1 vs. +1.1 kg).

Saxagliptin add-on to metformin compared with sitagliptin add-on to metformin

An 18-week study was conducted to evaluate the efficacy and safety of saxagliptin 5 mg in
combination with metformin (403 patients), compared with sitagliptin 100 mg in combination with
metformin (398 patients) in 801 patients with inadequate glycaemic control on metformin alone. After
18 weeks, saxagliptin was non-inferior to sitagliptin in mean reduction from baseline in HbAlc in both
the per-protocol and the full analysis sets . The reductions from baseline in HbA 1c¢ respectively for
saxagliptin and sitagliptin in the primary per-protocol analysis were -0.5% (mean and median) and
-0.6% (mean and median). In the confirmatory full analysis set, mean reductions were -0.4% and
-0.6% respectively for saxagliptin and sitagliptin, with median reductions of -0.5% for both groups.

Saxagliptin in combination with metformin as initial therapy

A 24-week study was conducted to evaluate the efficacy and safety of saxagliptin 5 mg in combination
with metformin as initial combination therapy in treatment-naive patients with inadequate glycaemic
control (HbAlc 8-12%). Initial therapy with the combination of saxagliptin 5 mg plus metformin
(n=306) provided significant improvements in HbAlc, FPG and PPG compared to with either
saxagliptin (n=317) or metformin alone (n=313) as initial therapy. Reductions in HbAlc from baseline
to Week 24 were observed in all evaluated subgroups defined by baseline HbA 1¢, with greater
reductions observed in patients with a baseline HbAlc > 10% (see Table 3). Improvements in HbAlc,
PPG and FPG following initial therapy with saxagliptin 5 mg plus metformin were sustained up to
Week 76. The HbAlc change for saxagliptin 5 mg plus metformin (n=177) compared to metformin
plus placebo (n=147) was -0.5% at Week 76.

Saxagliptin add-on to glibenclamide therapy

An add-on placebo-controlled study of 24-week duration was conducted to evaluate the efficacy and
safety of saxagliptin in combination with glibenclamide in patients with inadequate glycaemic control
at enrollment (HbAlc 7.5-10%) on a sub-maximal dose of glibenclamide alone. Saxagliptin in
combination with a fixed, intermediate dose of a sulphonylurea (glibenclamide 7.5 mg) was compared
to titration to a higher dose of glibenclamide (approximately 92% of patients in the placebo plus
glibenclamide group were up-titrated to a final total daily dose of 15 mg). Saxagliptin (n=250)
provided significant improvements in HbAlc, FPG and PPG compared to titration to a higher dose of
glibenclamide (n=264). Improvements in HbAlc and PPG following treatment with saxagliptin 5 mg
were sustained up to Week 76. The HbA1c change for saxagliptin 5 mg (n=56) compared to uptitrated
glibenclamide plus placebo (n=27) was -0.7% at Week 76.
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Saxagliptin add-on combination therapy with insulin (with or without metformin)

A total of 455 patients with type 2 diabetes participated in a 24-week randomised, double-blind,
placebo-controlled study to evaluate the efficacy and safety of saxagliptin in combination with a stable
dose of insulin (baseline mean: 54.2 Units) in patients with inadequate glycaemic control (HbAlc

> 7.5% and < 11%) on insulin alone (n=141) or on insulin in combination with a stable dose of
metformin (n=314). Saxagliptin 5 mg add-on to insulin with or without metformin provided significant
improvements after 24 weeks in HbA1c and PPG compared with placebo add-on to insulin with or
without metformin. Similar HbA 1¢ reductions versus placebo were achieved for patients receiving
saxagliptin 5 mg add-on to insulin regardless of metformin use (—0.4% for both subgroups).
Improvements from baseline HbA1c were sustained in the saxagliptin add-on to insulin group
compared to the placebo add-on to insulin group with or without metformin at Week 52. The HbAlc
change for the saxagliptin group (n=244) compared to placebo (n=124) was -0.4% at Week 52.

Saxagliptin add-on to thiazolidinedione therapy

A placebo-controlled study of 24-week duration was conducted to evaluate the efficacy and safety of
saxagliptin in combination with a thiazolidinedione (TZD) in patients with inadequate glycaemic
control (HbAlc 7-10.5%) on TZD alone. Saxagliptin (n=183) provided significant improvements in
HbAlc, FPG and PPG compared to placebo (n=180). Improvements in HbA1lc, PPG and FPG
following treatment with saxagliptin 5 mg were sustained up to Week 76. The HbA 1c change for
saxagliptin 5 mg (n=82) compared to TZD plus placebo (n=53) was -0.9% at Week 76.

Patients with renal impairment

A 12-week, multi-centre, randomised, double-blind, placebo-controlled study was conducted to
evaluate the treatment effect of saxagliptin 2.5 mg once daily compared with placebo in 170 patients
(85 patients on saxagliptin and 85 on placebo) with type 2 diabetes (HbAlc 7.0-11%) and renal
impairment (moderate [n=90]; severe [n=41]; or ESRD [n=39]). In this study, 98.2% of the patients
received other antihyperglycaemic treatments (75.3% on insulin and 31.2% on oral
antihyperglycaemics; some received both). Saxagliptin significantly decreased HbA1lc compared with
placebo; the HbA1c change for saxagliptin was -0.9% at Week 12 (HbAlc change of -0.4% for
placebo). Improvements in HbAlc following treatment with saxagliptin 2.5 mg were sustained up to
Week 52, however the number of patients who completed 52 weeks without modification of other
antihyperglycaemic treatment was low (26 subjects in the saxagliptin group versus 34 subjects in the
placebo group). The incidence of confirmed hypoglycaemic events was somewhat higher in the
saxagliptin group (9.4%) versus placebo group (4.7%) although the number of subjects with any
hypoglycaemic event did not differ between the treatment groups. There was no adverse effect on
renal function as determined by estimated glomerular filtration rate or CrCL at Week 12 and Week 52.

Table 3 Key efficacy results of Onglyza 5 mg per day in placebo-controlled monotherapy
trials and in add-on combination therapy trials

Mean Mean change’ from Placebo-corrected
baseline  baseline HbAlc (%)  mean change in HbAlc
HbAlc at Week 24 (%) at Week 24 (95%
(%) o))
MONOTHERAPY STUDIES
o Study CV181011 (n=103) 8.0 0.5 20,6 (-0.9, -0.4)
e Study CV181038 (n=69) 7.9 -0.7 (morning) 0.4 (-0.7,-0.1)"
(n=70) 7.9 -0.6 (evening) -0.4 (0.6, -0.1)*
ADD-ON/COMBINATION STUDIES
e Study CV181014: add-on to metformin 8.1 -0.7 -0.8 (-1.0, -0.6)3
(n=186)
e Study CV181040: add-on to SU' (n=250) 8.5 -0.6 -0.7 (-0.9, -0.6)3
e Study CV181013: add-on to TZD (n=183) 8.4 -0.9 -0.6 (-0.8, -0.4)3
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o Study CV181039: initial combination with

metformin®
Overall population (n=306) 9.4 2.5 -0.5(-0.7,-0.4)7
Baseline HbAlc > 10% stratum (n=107) 10.8 3.3 -0.6 (-0.9, -0.3)®

e Study CV181057: add-on to insulin
(+/-metformin)
Overall population (n=300) 8.7 -0.7 -0.4 (0.6, -0.2)°

n= =Randomized patients (primary efficacy-intention-to-treat analysis) with data available.

Placebo group had uptitration of glibenclamide from 7.5 to 15 mg total daily dose.

Ad]usted mean change from baseline adjusted for baseline value (ANCOVA).

p<0 0001 compared to placebo.

p =0.0059 compared to placebo.

p =0.0157 compared to placebo.

Metformm was uptitrated from 500 to 2000 mg per day as tolerated.

7 Mean HbA ¢ change is the difference between the saxagliptin-+metformin and metformin alone groups (p<0.0001).
8 Mean HbA ¢ change is the difference between the saxagliptin+metformin and metformin alone groups.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Onglyza in one or more subsets of the paediatric population in the treatment of type 2 diabetes
mellitus (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics of saxagliptin and its major metabolite were similar in healthy subjects and in
patients with type 2 diabetes.

Absorption
Saxagliptin was rapidly absorbed after oral administration in the fasted state, with maximum plasma

concentrations (C,,,x) of saxagliptin and its major metabolite attained within 2 and 4 hours (T ),
respectively. The C.x and AUC values of saxagliptin and its major metabolite increased
proportionally with the increment in the saxagliptin dose, and this dose-proportionality was observed
in doses up to 400 mg. Following a 5 mg single oral dose of saxagliptin to healthy subjects, the mean
plasma AUC values for saxagliptin and its major metabolite were 78 ng-h/ml and 214 ng-h/ml,
respectively. The corresponding plasma C,,,x values were 24 ng/ml and 47 ng/ml, respectively. The
intra-subject coefficients of variation for saxagliptin C,,,x and AUC were less than 12%.

The inhibition of plasma DPP-4 activity by saxagliptin for at least 24 hours after oral administration of
saxagliptin is due to high potency, high affinity, and extended binding to the active site.

Interaction with food

Food had relatively modest effects on the pharmacokinetics of saxagliptin in healthy subjects.
Administration with food (a high-fat meal) resulted in no change in saxagliptin C,,.x and a 27%
increase in AUC compared with the fasted state. The time for saxagliptin to reach Cix (Tiax) Was
increased by approximately 0.5 hours with food compared with the fasted state. These changes were
not considered to be clinically meaningful.

Distribution

The in vitro protein binding of saxagliptin and its major metabolite in human serum is negligible.
Thus, changes in blood protein levels in various disease states (e.g., renal or hepatic impairment) are
not expected to alter the disposition of saxagliptin.

Biotransformation

The biotransformation of saxagliptin is primarily mediated by cytochrome P450 3A4/5 (CYP3A4/5).
The major metabolite of saxagliptin is also a selective, reversible, competitive DPP-4 inhibitor, half as
potent as saxagliptin.
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Elimination

The mean plasma terminal half-life (t,,) values for saxagliptin and its major metabolite are 2.5 hours
and 3.1 hours respectively, and the mean t,, value for plasma DPP-4 inhibition was 26.9 hours.
Saxagliptin is eliminated by both renal and hepatic pathways. Following a single 50 mg dose of
"C-saxagliptin, 24%, 36%, and 75% of the dose was excreted in the urine as saxagliptin, its major
metabolite, and total radioactivity respectively. The average renal clearance of saxagliptin

(~230 ml/min) was greater than the average estimated glomerular filtration rate (~120 ml/min),
suggesting some active renal excretion. For the major metabolite, renal clearance values were
comparable to estimated glomerular filtration rate. A total of 22% of the administered radioactivity
was recovered in faeces representing the fraction of the saxagliptin dose excreted in bile and/or
unabsorbed medicinal product from the gastrointestinal tract.

Linearity

The C,,..x and AUC of saxagliptin and its major metabolite increased proportionally to the saxagliptin
dose. No appreciable accumulation of either saxagliptin or its major metabolite was observed with
repeated once-daily dosing at any dose level. No dose- and time-dependence was observed in the
clearance of saxagliptin and its major metabolite over 14 days of once-daily dosing with saxagliptin at
doses ranging from 2.5 mg to 400 mg.

Special populations

Renal impairment

A single-dose, open-label study was conducted to evaluate the pharmacokinetics of a 10 mg oral dose
of saxagliptin in subjects with varying degrees of chronic renal impairment compared to subjects with
normal renal function. The study included patients with renal impairment classified on the basis of
creatinine clearance (based on the Cockcroft-Gault formula) as mild (> 50 to < 80 ml/min), moderate
(> 30 to < 50 ml/min), or severe (<30 ml/min), as well as patients with ESRD on haemodialysis.

The degree of renal impairment did not affect the C,,,x of saxagliptin or its major metabolite. In
subjects with mild renal impairment, the mean AUC values of saxagliptin and its major metabolite
were 1.2- and 1.7- fold higher, respectively, than mean AUC values in subjects with normal renal
function. Because increases of this magnitude are not clinically relevant, dose adjustment in patients
with mild renal impairment is not recommended. In subjects with moderate or severe renal impairment
or in subjects with ESRD on haemodialysis, the AUC values of saxagliptin and its major metabolite
were up to 2.1- and 4.5-fold higher, respectively, than AUC values in subjects with normal renal
function. The dose of Onglyza should be reduced to 2.5 mg once daily in patients with moderate or
severe renal impairment (see sections 4.2 and 4.4).

Hepatic impairment

In subjects with mild (Child-Pugh Class A), moderate (Child-Pugh Class B), or severe (Child-Pugh
Class C) hepatic impairment the exposures to saxagliptin were 1.1-, 1.4- and 1.8-fold higher,
respectively, and the exposures to BMS-510849 were 22%, 7%, and 33% lower, respectively, than
those observed in healthy subjects.

Elderly patients (= 65 years)

Elderly patients (65-80 years) had about 60% higher saxagliptin AUC than young patients

(18-40 years). This is not considered clinically meaningful, therefore, no dose adjustment for Onglyza
is recommended on the basis of age alone.

5.3  Preclinical safety data

In cynomolgus monkeys saxagliptin produced reversible skin lesions (scabs, ulcerations and necrosis)
in extremities (tail, digits, scrotum and/or nose) at doses > 3 mg/kg/day. The no effect level (NOEL)
for the lesions is 1 and 2 times the human exposure of saxagliptin and the major metabolite
respectively, at the recommended human dose of 5 mg/day (RHD).

The clinical relevance of the skin lesions is not known, however clinical correlates to skin lesions in
monkeys have not been observed in human clinical trials of saxagliptin.
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Immune related findings of minimal, nonprogressive, lymphoid hyperplasia in spleen, lymph nodes
and bone marrow with no adverse sequelae have been reported in all species tested at exposures
starting from 7 times the RHD.

Saxagliptin produced gastrointestinal toxicity in dogs, including bloody/mucoid faeces and
enteropathy at higher doses with a NOEL 4 and 2 times the human exposure for saxagliptin and the
major metabolite, respectively, at RHD.

Saxagliptin was not genotoxic in a conventional battery of genotoxicity studies in vitro and in vivo. No
carcinogenic potential was observed in two-year carcinogenicity assays with mice and rats.

Effects on fertility were observed in male and female rats at high doses producing overt signs of
toxicity. Saxagliptin was not teratogenic at any doses evaluated in rats or rabbits. At high doses in rats,
saxagliptin caused reduced ossification (a developmental delay) of the foetal pelvis and decreased
foetal body weight (in the presence of maternal toxicity), with a NOEL 303 and 30 times the human
exposure for saxagliptin and the major metabolite, respectively, at RHD. In rabbits, the effects of
saxagliptin were limited to minor skeletal variations observed only at maternally toxic doses (NOEL
158 and 224 times the human exposure for saxagliptin and the major metabolite, respectively at RHD).
In a pre- and postnatal developmental study in rats, saxagliptin caused decreased pup weight at
maternally toxic doses, with NOEL 488 and 45 times the human exposure for saxagliptin and the
major metabolite, respectively at RHD. The effect on offspring body weights were noted until
postnatal day 92 and 120 in females and males, respectively.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Lactose monohydrate

Cellulose microcrystalline (E460i)
Croscarmellose sodium (E468)
Magnesium stearate

Film coating
Polyvinyl alcohol

Macrogol/3350

Titanium dioxide (E171)
Talc (E553b)

Iron oxide yellow (E172)

Printing ink

Shellac

Indigo carmine aluminium lake (E132)
6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage
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This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Alu/Alu blister.

Pack sizes of 14, 28, and 98 film-coated tablets in non-perforated calendar blisters.
Pack sizes of 30x1 and 90x1 film-coated tablets in perforated unit dose blisters.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

No special requirements.

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UBS 1DH

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/09/545/011-015

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 01 October 2009

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

Onglyza 5 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 5 mg saxagliptin (as hydrochloride).

Excipients

Each tablet contains 99 mg lactose monohydrate.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet).

Onglyza 5 mg tablets are pink, biconvex, round, film-coated tablets, with “5” printed on one side and
“4215” printed on the other side, in blue ink.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Add-on combination therapy

Onglyza is indicated in adult patients aged 18 years and older with type 2 diabetes mellitus to improve
glycaemic control:

° in combination with metformin, when metformin alone, with diet and exercise, does not provide
adequate glycaemic control.

o in combination with a sulphonylurea, when the sulphonylurea alone, with diet and exercise,
does not provide adequate glycaemic control in patients for whom use of metformin is
considered inappropriate.

. in combination with a thiazolidinedione, when the thiazolidinedione alone with diet and
exercise, does not provide adequate glycaemic control in patients for whom use of a
thiazolidinedione is considered appropriate.

o in combination with insulin (with or without metformin), when this regimen alone, with diet and
exercise, does not provide adequate glycaemic control.

4.2 Posology and method of administration

Posology
Add-on combination therapy

The recommended dose of Onglyza is 5 mg once daily as add-on combination therapy with metformin,
insulin, a thiazolidinedione or a sulphonylurea.

The safety and efficacy of saxagliptin as triple oral therapy in combination with metformin and a
thiazolidinedione, or with metformin and a sulphonylurea, has not been established.
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Special populations

Elderly (= 65 years)

No dose adjustment is recommended based solely on age. Experience in patients aged 75 years and
older is very limited and caution should be exercised when treating this population (see also
sections 4.4, 5.1 and 5.2).

Renal impairment
No dose adjustment is recommended for patients with mild renal impairment.

The dose of Onglyza should be reduced to 2.5 mg once daily in patients with moderate or severe renal
impairment.

The experience in patients with severe renal impairment is very limited. Therefore, saxagliptin should
be used with caution in this population. Onglyza is not recommended for patients with end-stage renal
disease (ESRD) requiring haemodialysis (see section 4.4).

Because the dose of Onglyza should be limited to 2.5 mg based upon renal function, assessment of
renal function is recommended prior to initiation of Onglyza, and, in keeping with routine care, renal
assessment should be done periodically thereafter (see sections 4.4 and 5.2).

Hepatic impairment

No dose adjustment is necessary for patients with mild or moderate hepatic impairment (see
section 5.2). Saxagliptin should be used with caution in patients with moderate hepatic impairment,
and is not recommended for use in patients with severe hepatic impairment (see section 4.4).

Paediatric population
The safety and efficacy of Onglyza in children aged birth to < 18 years have not yet been established.
No data are available.

Method of administration
Onglyza can be taken with or without a meal at any time of the day. If a dose is missed, it should be
taken as soon as the patient remembers. A double dose should not be taken on the same day.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients, or history of a serious
hypersensitivity reaction, including anaphylactic reaction, anaphylactic shock, and angioedema, to any
dipeptidyl peptidase 4 (DPP4) inhibitor (see sections 4.4 and 4.8).

4.4 Special warnings and precautions for use

General
Onglyza should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis.

Onglyza is not a substitute for insulin in insulin-requiring patients.

Pancreatitis

In post-marketing experience there have been spontaneously reported adverse reactions of acute
pancreatitis. Patients should be informed of the characteristic symptom of acute pancreatitis:
persistent, severe abdominal pain. Resolution of pancreatitis has been observed after discontinuation
of saxagliptin. If pancreatitis is suspected, Onglyza and other potentially suspect medicinal products
should be discontinued.

Renal impairment
A single dosage adjustment is recommended in patients with moderate or severe renal impairment.
Saxagliptin should be used with caution in patients with severe renal impairment, and is not
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recommended for use in patients with end-stage renal disease (ESRD) requiring haemodialysis.
Assessment of renal function is recommended prior to initiation of Onglyza, and, in keeping with
routine care, renal assessment should be done periodically thereafter (see sections 4.2 and 5.2).

Hepatic impairment
Saxagliptin should be used with caution in patients with moderate hepatic impairment, and is not
recommended for use in patients with severe hepatic impairment (see section 4.2).

Use with medicinal products known to cause hypoglycaemia

Sulphonylureas and insulin are known to cause hypoglycaemia. Therefore, a lower dose of
sulphonylurea or insulin may be required to reduce the risk of hypoglycaemia when used in
combination with Onglyza.

Hypersensitivity reactions
Onglyza should not be used in patients who have had any serious hypersensitivity reaction to a
dipeptidyl peptidase 4 (DPP4) inhibitor.

During postmarketing experience, including spontaneous reports and clinical trials, the following
adverse reactions have been reported with the use of saxagliptin: serious hypersensitivity reactions,
including anaphylactic reaction, anaphylactic shock, and angioedema. If a serious hypersensitivity
reaction to saxagliptin is suspected, discontinue Onglyza, assess for other potential causes for the
event, and institute alternative treatment for diabetes (see sections 4.3 and 4.8).

Elderly patients
Experience in patients aged 75 years and older is very limited and caution should be exercised when

treating this population (see sections 5.1 and 5.2).

Skin disorders

Ulcerative and necrotic skin lesions have been reported in extremities of monkeys in non-clinical
toxicology studies (see section 5.3). Although skin lesions were not observed at an increased incidence
in clinical trials, there is limited experience in patients with diabetic skin complications. Postmarketing
reports of rash have been described in the DPP4 inhibitor class. Rash is also noted as an adverse event
(AE) for Onglyza (see section 4.8). Therefore, in keeping with routine care of the diabetic patient,
monitoring for skin disorders, such as blistering, ulceration or rash, is recommended.

Cardiac failure
Experience in NYHA class I-1I is limited, and there is no experience in clinical studies with
saxagliptin in NYHA class III-1V.

Immunocompromised patients

Immunocompromised patients, such as patients who have undergone organ transplantation or patients
diagnosed with human immunodeficiency syndrome, have not been studied in the Onglyza clinical
program. Therefore, the efficacy and safety profile of saxagliptin in these patients has not been
established.

Use with potent CYP 3A4 inducers
Using CYP3A4 inducers like carbamazepine, dexamethasone, phenobarbital, phenytoin, and
rifampicin may reduce the glycaemic lowering effect of Onglyza (see section 4.5).

Lactose

The tablets contain lactose monohydrate. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction
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Clinical data described below suggest that the risk for clinically meaningful interactions with
co-administered medicinal products is low.

The metabolism of saxagliptin is primarily mediated by cytochrome P450 3A4/5 (CYP3A4/5). In in
vitro studies, saxagliptin and its major metabolite neither inhibited CYP1A2, 2A6, 2B6, 2C9, 2C19,
2D6, 2E1, or 3A4, nor induced CYP1A2, 2B6, 2C9, or 3A4. In studies conducted in healthy subjects,
neither the pharmacokinetics of saxagliptin and its major metabolite, were meaningfully altered by
metformin, glibenclamide, pioglitazone, digoxin, simvastatin, omeprazole, antacids or famotidine. In
addition, saxagliptin did not meaningfully alter the pharmacokinetics of metformin, glibenclamide,
pioglitazone, digoxin, simvastatin, diltiazem or ketoconazole.

Concomitant administration of saxagliptin with the moderate inhibitor of CYP3A4/5 diltiazem,
increased the C,,,, and AUC of saxagliptin by 63% and 2.1-fold, respectively, and the corresponding
values for the active metabolite were decreased by 44% and 34%, respectively.

Concomitant administration of saxagliptin with the potent inhibitor of CYP3A4/5 ketoconazole,
increased the C,,,x and AUC of saxagliptin by 62% and 2.5-fold, respectively, and the corresponding
values for the active metabolite were decreased by 95% and 88%, respectively.

Concomitant administration of saxagliptin with the potent CYP3A4/5 inducer rifampicin, reduced C,x
and AUC of saxagliptin by 53% and 76%, respectively. The exposure of the active metabolite and the
plasma DPP4 activity inhibition over a dose interval were not influenced by rifampicin (see

section 4.4).

The co-administration of saxagliptin and CYP3A4/5 inducers, other than rifampicin (such as
carbamazepine, dexamethasone, phenobarbital and phenytoin) have not been studied and may result in
decreased plasma concentration of saxagliptin and increased concentration of its major metabolite.
Glycaemic control should be carefully assessed when saxagliptin is used concomitantly with a potent
CYP3A4 inducer.

The effects of smoking, diet, herbal products, and alcohol use on the pharmacokinetics of saxagliptin
have not been specifically studied.

4.6 Fertility, pregnancy and lactation

Pregnancy
The use of saxagliptin has not been studied in pregnant women. Studies in animals have shown

reproductive toxicity at high doses (see section 5.3). The potential risk for humans is unknown.
Onglyza should not be used during pregnancy unless clearly necessary.

Breastfeeding
It is unknown whether saxagliptin is excreted in human breast milk. Animal studies have shown

excretion of saxagliptin and/or metabolite in milk. A risk to the suckling child cannot be excluded. A
decision must be made whether to discontinue breast-feeding or to discontinue therapy taking into
account the benefit of breast-feeding for the child and the benefit of therapy to the woman.

Fertility

The effect of saxagliptin on fertility in humans has not been studied. Effects on fertility were observed
in male and female rats at high doses producing overt signs of toxicity (see section 5.3).

4.7 Effects on ability to drive and use machines

Onglyza may have a negligible influence on the ability to drive and use machines.

No studies on the effects on the ability to drive and use machines have been performed. However,

when driving or using machines, it should be taken into account that dizziness has been reported in
studies with saxagliptin.
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4.8 Undesirable effects
Summary of the safety profile

There were 4,148 patients with type 2 diabetes, including 3,021 patients treated with Onglyza,
randomised in six double-blind, controlled clinical safety and efficacy studies conducted to evaluate
the effects of saxagliptin on glycaemic control.

In a pooled analysis, the overall incidence of adverse events in patients treated with saxagliptin 5 mg
was similar to placebo. Discontinuation of therapy due to adverse events was higher in patients who
received saxagliptin 5 mg as compared to placebo (3.3% as compared to 1.8%).

Tabulated list of adverse reactions

Adverse reactions reported in > 5% of patients treated with saxagliptin 5 mg and more commonly than
in patients treated with placebo or that were reported in > 2% of patients treated with saxagliptin 5 mg
and > 1% more frequently compared to placebo are shown in Table 1.

The adverse reactions are listed by system organ class and absolute frequency. Frequencies are defined
as Very common (> 1/10), Common (> 1/100 to < 1/10), Uncommon (> 1/1,000 to 1/100), Rare

(= 1/10,000 to 1/1,000), or Very rare (< 1/10,000), not known (cannot be estimated from the available
data).

Table 1 Frequency of adverse reactions by system organ class

System organ class Frequency of adverse reactions by treatment regimen
Adverse Reaction

Saxagliptin Saxagliptin  Saxagliptin Saxagliptin with a
monotherapy with with a thiazolidinedione
metformin'  sulphonylurea
(glibenclamide)
Infections and
infestations
Upper respiratory Common Common Common Common
infection
Urinary tract Common Common Common Common
infection
Gastroenteritis Common Common Common Common
Sinusitis Common Common Common Common
Nasopharyngitis Common’
Metabolism and
nutrition disorders
Hypoglycaemia Very common’
Nervous system
disorders
Headache Common Common Common Common
Gastrointestinal
disorders
Vomiting Common Common Common Common
General disorders
and
administration site
conditions
Oedema peripheral Common’
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'Includes saxagliptin in add-on to metformin and initial combination with metformin.

2Only in the initial combination therapy.

3There was no statistically significant difference compared to placebo. The incidence of confirmed hypoglycaemia was
uncommon for Onglyza 5 mg (0.8%) and placebo (0.7%).

*All of the reported adverse drug reactions of peripheral oedema were of mild to moderate intensity and none resulted in
study drug discontinuation.

Postmarketing experience from clinical trials and spontaneous reports

Table 2 shows additional adverse reactions which have been reported in postmarketing experience.
The frequencies are based on the experience from clinical trials.

Table 2 Frequency of additional adverse reactions by system organ class

System organ class Frequency of adverse reactions’
Adverse Reaction

Gastrointestinal disorders

Nausea Common
Pancreatitis Uncommon
Immune system disorders

Hypersensitivity reactions’ (see Uncommon
sections 4.3 and 4.4)

Anaphylactic reactions including Rare

anaphylactic shock (see
sections 4.3 and 4.4)

Skin and subcutaneous tissue disorders

Angioedema (see sections 4.3 and 4.4) Rare
Dermatitis Uncommon
Pruritus Uncommon
Rash’ Common
Urticaria Uncommon

! Frequency estimates are based on the pooled analysis of the saxagliptin monotherapy, add-on to metformin and initial
combination with metformin, add-on to sulphonylurea and add-on to thiazolidinedione clinical trials.

% These reactions were also identified in the pre-approval clinical trials, but do not meet the criteria for Table 1.
Description of selected adverse reactions

Adverse events, considered by the investigator to be at least possibly drug-related and reported in at
least two more patients treated with saxagliptin 5 mg compared to control, are described below by
treatment regimen.

As monotherapy: dizziness (common) and fatigue (common).

As add-on to metformin: dyspepsia (common) and myalgia (common).

As add-on to sulphonylurea (glibenclamide): fatigue (uncommon), dyslipidemia (uncommon) and
hypertriglyceridemia (uncommon).

As initial combination with metformin: gastritis (common), arthralgia (uncommon), myalgia
(uncommon), and erectile dysfunction (uncommon).

When used as add-on to insulin (with or without metformin), the overall incidence of reported
hypoglycaemia was 18.4% for Onglyza 5 mg and 19.9% for placebo.
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Investigations
Across clinical studies, the incidence of laboratory adverse events was similar in patients treated with

saxagliptin 5 mg compared to patients treated with placebo. A small decrease in absolute lymphocyte
count was observed. From a baseline mean absolute lymphocyte count of approximately

2,200 cells/pl, a mean decrease of approximately 100 cells/ul relative to placebo was observed in the
placebo-controlled-pooled analysis. Mean absolute lymphocyte counts remained stable with daily
dosing up to 102 weeks in duration. The decreases in lymphocyte count were not associated with
clinically relevant adverse reactions. The clinical significance of this decrease in lymphocyte count
relative to placebo is not known.

4.9 Overdose

Onglyza has been shown to be safe and well-tolerated with no clinically meaningful effect on QTc
interval or heart rate at oral doses up to 400 mg daily for 2 weeks (80 times the recommended dose).
In the event of an overdose, appropriate supportive treatment should be initiated as dictated by the
patient’s clinical status. Saxagliptin and its major metabolite can be removed by haemodialysis (23%
of dose over 4 hours).

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs used in diabetes. Dipeptidyl peptidase 4 (DPP-4) inhibitors, ATC
code: A10BHO3

Mechanism of action and pharmacodynamic effects

Saxagliptin is a highly potent (Ki: 1.3 nM), selective, reversible, competitive, DPP-4 inhibitor. In
patients with type 2 diabetes, administration of saxagliptin led to inhibition of DPP-4 enzyme activity
for a 24-hour period. After an oral glucose load, this DPP-4 inhibition resulted in a 2- to 3-fold
increase in circulating levels of active incretin hormones, including glucagon-like peptide-1 (GLP-1)
and glucose-dependent insulinotropic polypeptide (GIP), decreased glucagon concentrations and
increased glucose-dependent beta-cell responsiveness, which resulted in higher insulin and C-peptide
concentrations. The rise in insulin from pancreatic beta-cells and the decrease in glucagon from
pancreatic alpha-cells were associated with lower fasting glucose concentrations and reduced glucose
excursion following an oral glucose load or a meal. Saxagliptin improves glycaemic control by
reducing fasting and postprandial glucose concentrations in patients with type 2 diabetes.

Clinical safety and efficacy

A total of 4,148 patients with type 2 diabetes, including 3,021 patients treated with, saxagliptin were
randomised in 6 double-blind, controlled clinical safety and efficacy studies conducted to evaluate the
effects of saxagliptin on glycaemic control. In these studies 634 patients were 65 years and older,
while 59 patients were 75 years and older. Treatment with saxagliptin 5 mg once daily produced
clinically relevant and statistically significant improvements in haemoglobin Alc (HbAlc), fasting
plasma glucose (FPG) and postprandial glucose (PPG) compared to placebo in monotherapy, in
combination with metformin (initial or add-on therapy), in combination with a sulphonylurea, and in
combination with a thiazolidinedione (see Table 3). There was also no apparent change in body weight
associated with saxagliptin. Reductions in HbA 1¢ were seen across subgroups including gender, age,
race, and baseline body mass index (BMI) and higher baseline HbA1lc was associated with a greater
adjusted mean change from baseline with saxagliptin.

Saxagliptin as monotherapy

Two double-blind, placebo-controlled studies of 24-week duration were conducted to evaluate the
efficacy and safety of saxagliptin monotherapy in patients with type 2 diabetes. In both studies,
once-daily treatment with saxagliptin provided significant improvements in HbAlc.
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Saxagliptin add-on to metformin therapy

An add-on to metformin placebo-controlled study of 24-week duration was conducted to evaluate the
efficacy and safety of saxagliptin in combination with metformin in patients with inadequate
glycaemic control (HbA1lc 7-10%) on metformin alone. Saxagliptin (n=186) provided significant
improvements in HbAlc, FPG and PPG compared to placebo (n=175). Improvements in HbAlc, PPG,
and FPG following treatment with saxagliptin 5 mg plus metformin were sustained up to Week 102.
The HbA1c change for saxagliptin 5 mg plus metformin (n=31) compared to placebo plus metformin
(n=15) was -0.8% at Week 102.

Saxagliptin add-on to metformin compared with SU add-on to metformin

A 52-week study was conducted to evaluate the efficacy and safety of saxagliptin 5 mg in combination
with metformin (428 patients) compared with a sulphonylurea (glipizide, 5 mg titrated as needed to

20 mg, mean dose of 15 mg) in combination with metformin (430 patients) in 858 patients with
inadequate glycaemic control (HbAlc 6.5%-10%) on metformin alone. The mean metformin dose was
approximately 1900 mg in each treatment group. After 52 weeks, the saxagliptin and glipizide groups
had similar mean reductions from baseline in HbAlc in the per-protocol analysis (-0.7% vs. —0.8%,
respectively, mean baseline HbA lc of 7.5% for both groups). The intent-to-treat analysis showed
consistent results. The reduction in FPG was slightly less in the saxagliptin-group and there were more
discontinuations (3.5% vs. 1.2%) due to lack of efficacy based on FPG criteria during the first

24 weeks of the study. Saxagliptin also resulted in a significantly lower proportion of patients with
hypoglycaemia, 3% (19 events in 13 subjects) vs. 36.3% (750 events in 156 patients) for glipizide.
Patients treated with saxagliptin exhibited a significant decrease from baseline in body weight
compared to a weight gain in patients administered glipizide (-1.1 vs. +1.1 kg).

Saxagliptin add-on to metformin compared with sitagliptin add-on to metformin

An 18-week study was conducted to evaluate the efficacy and safety of saxagliptin 5 mg in
combination with metformin (403 patients), compared with sitagliptin 100 mg in combination with
metformin (398 patients) in 801 patients with inadequate glycaemic control on metformin alone. After
18 weeks, saxagliptin was non-inferior to sitagliptin in mean reduction from baseline in HbAlc in both
the per-protocol and the full analysis sets . The reductions from baseline in HbA 1c¢ respectively for
saxagliptin and sitagliptin in the primary per-protocol analysis were -0.5% (mean and median) and
-0.6% (mean and median). In the confirmatory full analysis set, mean reductions were -0.4% and
-0.6% respectively for saxagliptin and sitagliptin, with median reductions of -0.5% for both groups.

Saxagliptin in combination with metformin as initial therapy

A 24-week study was conducted to evaluate the efficacy and safety of saxagliptin 5 mg in combination
with metformin as initial combination therapy in treatment-naive patients with inadequate glycaemic
control (HbAlc 8-12%). Initial therapy with the combination of saxagliptin 5 mg plus metformin
(n=306) provided significant improvements in HbAlc, FPG and PPG compared to with either
saxagliptin (n=317) or metformin alone (n=313) as initial therapy. Reductions in HbAlc from baseline
to Week 24 were observed in all evaluated subgroups defined by baseline HbA 1¢, with greater
reductions observed in patients with a baseline HbAlc > 10% (see Table 3). Improvements in HbAlc,
PPG and FPG following initial therapy with saxagliptin 5 mg plus metformin were sustained up to
Week 76. The HbAlc change for saxagliptin 5 mg plus metformin (n=177) compared to metformin
plus placebo (n=147) was -0.5% at Week 76.

Saxagliptin add-on to glibenclamide therapy

An add-on placebo-controlled study of 24-week duration was conducted to evaluate the efficacy and
safety of saxagliptin in combination with glibenclamide in patients with inadequate glycaemic control
at enrollment (HbAlc 7.5-10%) on a sub-maximal dose of glibenclamide alone. Saxagliptin in
combination with a fixed, intermediate dose of a sulphonylurea (glibenclamide 7.5 mg) was compared
to titration to a higher dose of glibenclamide (approximately 92% of patients in the placebo plus
glibenclamide group were up-titrated to a final total daily dose of 15 mg). Saxagliptin (n=250)
provided significant improvements in HbAlc, FPG and PPG compared to titration to a higher dose of
glibenclamide (n=264). Improvements in HbAlc and PPG following treatment with saxagliptin 5 mg
were sustained up to Week 76. The HbA1c change for saxagliptin 5 mg (n=56) compared to uptitrated
glibenclamide plus placebo (n=27) was -0.7% at Week 76.
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Saxagliptin add-on combination therapy with insulin (with or without metformin)

A total of 455 patients with type 2 diabetes participated in a 24-week randomised, double-blind,
placebo-controlled study to evaluate the efficacy and safety of saxagliptin in combination with a stable
dose of insulin (baseline mean: 54.2 Units) in patients with inadequate glycaemic control (HbAlc

> 7.5% and < 11%) on insulin alone (n=141) or on insulin in combination with a stable dose of
metformin (n=314). Saxagliptin 5 mg add-on to insulin with or without metformin provided significant
improvements after 24 weeks in HbA1c and PPG compared with placebo add-on to insulin with or
without metformin. Similar HbA 1¢ reductions versus placebo were achieved for patients receiving
saxagliptin 5 mg add-on to insulin regardless of metformin use (—0.4% for both subgroups).
Improvements from baseline HbA1c were sustained in the saxagliptin add-on to insulin group
compared to the placebo add-on to insulin group with or without metformin at Week 52. The HbAlc
change for the saxagliptin group (n=244) compared to placebo (n=124) was -0.4% at Week 52.

Saxagliptin add-on to thiazolidinedione therapy

A placebo-controlled study of 24-week duration was conducted to evaluate the efficacy and safety of
saxagliptin in combination with a thiazolidinedione (TZD) in patients with inadequate glycaemic
control (HbAlc 7-10.5%) on TZD alone. Saxagliptin (n=183) provided significant improvements in
HbAlc, FPG and PPG compared to placebo (n=180). Improvements in HbA1lc, PPG and FPG
following treatment with saxagliptin 5 mg were sustained up to Week 76. The HbA 1c change for
saxagliptin 5 mg (n=82) compared to TZD plus placebo (n=53) was -0.9% at Week 76.

Patients with renal impairment

A 12-week, multi-centre, randomised, double-blind, placebo-controlled study was conducted to
evaluate the treatment effect of saxagliptin 2.5 mg once daily compared with placebo in 170 patients
(85 patients on saxagliptin and 85 on placebo) with type 2 diabetes (HbAlc 7.0-11%) and renal
impairment (moderate [n=90]; severe [n=41]; or ESRD [n=39]). In this study, 98.2% of the patients
received other antihyperglycaemic treatments (75.3% on insulin and 31.2% on oral
antihyperglycaemics; some received both). Saxagliptin significantly decreased HbA1c compared with
placebo; the HbA1c change for saxagliptin was -0.9% at Week 12 (HbAlc change of -0.4% for
placebo). Improvements in HbAlc following treatment with saxagliptin 2.5 mg were sustained up to
Week 52, however the number of patients who completed 52 weeks without modification of other
antihyperglycaemic treatment was low (26 subjects in the saxagliptin group versus 34 subjects in the
placebo group). The incidence of confirmed hypoglycaemic events was somewhat higher in the
saxagliptin group (9.4%) versus placebo group (4.7%) although the number of subjects with any
hypoglycaemic event did not differ between the treatment groups. There was no adverse effect on
renal function as determined by estimated glomerular filtration rate or CrCL at Week 12 and Week 52.

Table 3 Key efficacy results of Onglyza 5 mg per day in placebo-controlled monotherapy
trials and in add-on combination therapy trials

Mean Mean change’ from Placebo-corrected
baseline  baseline HbAlc (%)  mean change in HbAlc
HbAlc at Week 24 (%) at Week 24 (95%
(%) o))
MONOTHERAPY STUDIES
e Study CV181011 (n=103) 8.0 0.5 20,6 (-0.9, -0.4)
e Study CV181038 (n=69) 7.9 -0.7 (morning) 0.4 (-0.7,-0.1)"
(n=70) 7.9 -0.6 (evening) -0.4 (0.6, -0.1)*
ADD-ON/COMBINATION STUDIES
e Study CV181014: add-on to metformin 8.1 -0.7 -0.8 (-1.0, -0.6)3
(n=186)
e Study CV181040: add-on to SU' (n=250) 8.5 -0.6 -0.7 (-0.9, -0.6)3
e Study CV181013: add-on to TZD (n=183) 8.4 -0.9 -0.6 (-0.8, -0.4)3
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o Study CV181039: initial combination with

metformin®
Overall population (n=306) 9.4 2.5 -0.5(-0.7,-0.4)7
Baseline HbAlc > 10% stratum (n=107) 10.8 3.3 -0.6 (-0.9, -0.3)®

e Study CV181057: add-on to insulin
(+/-metformin)
Overall population (n=300) 8.7 -0.7 -0.4 (-0.6,-0.2)°

n= =Randomized patients (primary efficacy-intention-to-treat analysis) with data available.

Placebo group had uptitration of glibenclamide from 7.5 to 15 mg total daily dose.

Ad]usted mean change from baseline adjusted for baseline value (ANCOVA).

p<0 0001 compared to placebo.

p =0.0059 compared to placebo.

p =0.0157 compared to placebo.

Metformm was uptitrated from 500 to 2000 mg per day as tolerated.

7 Mean HbA ¢ change is the difference between the saxagliptin-+metformin and metformin alone groups (p<0.0001).
8 Mean HbA ¢ change is the difference between the saxagliptin+metformin and metformin alone groups.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Onglyza in one or more subsets of the paediatric population in the treatment of type 2 diabetes
mellitus (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics of saxagliptin and its major metabolite were similar in healthy subjects and in
patients with type 2 diabetes.

Absorption
Saxagliptin was rapidly absorbed after oral administration in the fasted state, with maximum plasma

concentrations (C,,x) of saxagliptin and its major metabolite attained within 2 and 4 hours (T .x),
respectively. The C.x and AUC values of saxagliptin and its major metabolite increased
proportionally with the increment in the saxagliptin dose, and this dose-proportionality was observed
in doses up to 400 mg. Following a 5 mg single oral dose of saxagliptin to healthy subjects, the mean
plasma AUC values for saxagliptin and its major metabolite were 78 ng-h/ml and 214 ng-h/ml,
respectively. The corresponding plasma C,,,, values were 24 ng/ml and 47 ng/ml, respectively. The
intra-subject coefficients of variation for saxagliptin C,,,x and AUC were less than 12%.

The inhibition of plasma DPP-4 activity by saxagliptin for at least 24 hours after oral administration of
saxagliptin is due to high potency, high affinity, and extended binding to the active site.

Interaction with food

Food had relatively modest effects on the pharmacokinetics of saxagliptin in healthy subjects.
Administration with food (a high-fat meal) resulted in no change in saxagliptin C,,.x and a 27%
increase in AUC compared with the fasted state. The time for saxagliptin to reach Ciax (Tiax) Was
increased by approximately 0.5 hours with food compared with the fasted state. These changes were
not considered to be clinically meaningful.

Distribution

The in vitro protein binding of saxagliptin and its major metabolite in human serum is negligible.
Thus, changes in blood protein levels in various disease states (e.g., renal or hepatic impairment) are
not expected to alter the disposition of saxagliptin.

Biotransformation

The biotransformation of saxagliptin is primarily mediated by cytochrome P450 3A4/5 (CYP3A4/5).
The major metabolite of saxagliptin is also a selective, reversible, competitive DPP-4 inhibitor, half as
potent as saxagliptin.

Elimination
The mean plasma terminal half-life (t,,) values for saxagliptin and its major metabolite are 2.5 hours
and 3.1 hours respectively, and the mean t,, value for plasma DPP-4 inhibition was 26.9 hours.

24



Saxagliptin is eliminated by both renal and hepatic pathways. Following a single 50 mg dose of
"C-saxagliptin, 24%, 36%, and 75% of the dose was excreted in the urine as saxagliptin, its major
metabolite, and total radioactivity respectively. The average renal clearance of saxagliptin

(~230 ml/min) was greater than the average estimated glomerular filtration rate (~120 ml/min),
suggesting some active renal excretion. For the major metabolite, renal clearance values were
comparable to estimated glomerular filtration rate. A total of 22% of the administered radioactivity
was recovered in faeces representing the fraction of the saxagliptin dose excreted in bile and/or
unabsorbed medicinal product from the gastrointestinal tract.

Linearity

The C,..x and AUC of saxagliptin and its major metabolite increased proportionally to the saxagliptin
dose. No appreciable accumulation of either saxagliptin or its major metabolite was observed with
repeated once-daily dosing at any dose level. No dose- and time-dependence was observed in the
clearance of saxagliptin and its major metabolite over 14 days of once-daily dosing with saxagliptin at
doses ranging from 2.5 mg to 400 mg.

Special populations

Renal impairment

A single-dose, open-label study was conducted to evaluate the pharmacokinetics of a 10 mg oral dose
of saxagliptin in subjects with varying degrees of chronic renal impairment compared to subjects with
normal renal function. The study included patients with renal impairment classified on the basis of
creatinine clearance (based on the Cockcroft-Gault formula) as mild (> 50 to < 80 ml/min), moderate
(=30 to < 50 ml/min), or severe (< 30 ml/min), as well as patients with ESRD on haemodialysis.

The degree of renal impairment did not affect the C,,,x of saxagliptin or its major metabolite. In
subjects with mild renal impairment, the mean AUC values of saxagliptin and its major metabolite
were 1.2- and 1.7- fold higher, respectively, than mean AUC values in subjects with normal renal
function. Because increases of this magnitude are not clinically relevant, dose adjustment in patients
with mild renal impairment is not recommended. In subjects with moderate or severe renal impairment
or in subjects with ESRD on haemodialysis, the AUC values of saxagliptin and its major metabolite
were up to 2.1- and 4.5-fold higher, respectively, than AUC values in subjects with normal renal
function. The dose of Onglyza should be reduced to 2.5 mg once daily in patients with moderate or
severe renal impairment (see sections 4.2 and 4.4).

Hepatic impairment

In subjects with mild (Child-Pugh Class A), moderate (Child-Pugh Class B), or severe (Child-Pugh
Class C) hepatic impairment the exposures to saxagliptin were 1.1-, 1.4- and 1.8-fold higher,
respectively, and the exposures to BMS-510849 were 22%, 7%, and 33% lower, respectively, than
those observed in healthy subjects.

Elderly patients (= 65 years)

Elderly patients (65-80 years) had about 60% higher saxagliptin AUC than young patients

(18-40 years). This is not considered clinically meaningful, therefore, no dose adjustment for Onglyza
is recommended on the basis of age alone.

5.3  Preclinical safety data

In cynomolgus monkeys saxagliptin produced reversible skin lesions (scabs, ulcerations and necrosis)
in extremities (tail, digits, scrotum and/or nose) at doses > 3 mg/kg/day. The no effect level (NOEL)
for the lesions is 1 and 2 times the human exposure of saxagliptin and the major metabolite

respectively, at the recommended human dose of 5 mg/day (RHD).

The clinical relevance of the skin lesions is not known, however clinical correlates to skin lesions in
monkeys have not been observed in human clinical trials of saxagliptin.
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Immune related findings of minimal, nonprogressive, lymphoid hyperplasia in spleen, lymph nodes
and bone marrow with no adverse sequelae have been reported in all species tested at exposures
starting from 7 times the RHD.

Saxagliptin produced gastrointestinal toxicity in dogs, including bloody/mucoid faeces and
enteropathy at higher doses with a NOEL 4 and 2 times the human exposure for saxagliptin and the
major metabolite, respectively, at RHD.

Saxagliptin was not genotoxic in a conventional battery of genotoxicity studies in vitro and in vivo. No
carcinogenic potential was observed in two-year carcinogenicity assays with mice and rats.

Effects on fertility were observed in male and female rats at high doses producing overt signs of
toxicity. Saxagliptin was not teratogenic at any doses evaluated in rats or rabbits. At high doses in rats,
saxagliptin caused reduced ossification (a developmental delay) of the foetal pelvis and decreased
foetal body weight (in the presence of maternal toxicity), with a NOEL 303 and 30 times the human
exposure for saxagliptin and the major metabolite, respectively, at RHD. In rabbits, the effects of
saxagliptin were limited to minor skeletal variations observed only at maternally toxic doses (NOEL
158 and 224 times the human exposure for saxagliptin and the major metabolite, respectively at RHD).
In a pre- and postnatal developmental study in rats, saxagliptin caused decreased pup weight at
maternally toxic doses, with NOEL 488 and 45 times the human exposure for saxagliptin and the
major metabolite, respectively at RHD. The effect on offspring body weights were noted until
postnatal day 92 and 120 in females and males, respectively.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Lactose monohydrate

Cellulose microcrystalline (E460i)
Croscarmellose sodium (E468)
Magnesium stearate

Film coating
Polyvinyl alcohol

Macrogol/3350
Titanium dioxide (E171)
Talc (E553b)

Iron oxide red (E172)

Printing ink

Shellac

Indigo carmine aluminium lake (E132)
6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
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6.5 Nature and contents of container

Alu/Alu blister.

Pack sizes of 14, 28, 56 and 98 film-coated tablets in non-perforated blisters.

Pack sizes of 14, 28, 56 and 98 film-coated tablets in non-perforated calendar blisters.

Pack sizes of 30x1 and 90x1 film-coated tablets in perforated unit dose blisters.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling
No special requirements.

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UB8 1DH

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/09/545/001-010

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 01 October 2009

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency www.ema.europa.eu
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MANUFACTURING AUTHORISATION HOLDER(S)
RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OF THE MARKETING AUTHORISATION
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A. MANUFACTURING AUTHORISATION HOLDER(S) RESPONSIBLE FOR BATCH
RELEASE

Name and address of the manufacturer(s) responsible for batch release

Bristol-Myers Squibb Company
Contrada Fontana del Ceraso
IT-03012 Anagni (FR)

Italy

B. CONDITIONS OF THE MARKETING AUTHORISATION

. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLDER

Medicinal product subject to medical prescription.

. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

Not applicable.
o OTHER CONDITIONS

Pharmacovigilance system
The MAH must ensure that the system of pharmacovigilance, presented in Module 1.8.1. of the
Marketing Authorisation, is in place and functioning before and whilst the product is on the market.

Risk Management Plan

The MAH commits to performing the studies and additional pharmacovigilance activities detailed in
the Pharmacovigilance Plan, as agreed in the Risk Management Plan (RMP) presented in Module
1.8.2. of the Marketing Authorisation Application and any subsequent updates of the RMP agreed by
the CHMP.

As per the CHMP Guideline on Risk Management Systems for medicinal products for human use, the
updated RMP should be submitted at the same time as the next Periodic Safety Update Report
(PSUR).

In addition, an updated RMP should be submitted

. When new information is received that may impact on the current Safety Specification,
Pharmacovigilance Plan or risk minimisation activities

. Within 60 days of an important (pharmacovigilance or risk minimisation) milestone being
reached

o At the request of the European Medicines Agency
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LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON Onglyza 2.5 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

Onglyza 2.5 mg film-coated tablets
saxagliptin

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 2.5 mg saxagliptin (as hydrochloride)

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets
28 film-coated tablets
30x1 film-coated tablets
90x1 film-coated tablets
98 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UBS 1DH

United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/09/545/011

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

onglyza 2.5 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON Onglyza 5 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

Onglyza 5 mg film-coated tablets
saxagliptin

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 5 mg saxagliptin (as hydrochloride).

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets
28 film-coated tablets
30x1 film-coated tablets
56 film-coated tablets
90x1 film-coated tablets
98 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UBS 1DH

United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/09/545/001
EU/1/09/545/002
EU/1/09/545/003
EU/1/09/545/004
EU/1/09/545/005
EU/1/09/545/006
EU/1/09/545/007
EU/1/09/545/008
EU/1/09/545/009
EU/1/09/545/010

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

onglyza 5 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS (PERFORATED) for Onglyza 2.5 mg tablets

1. NAME OF THE MEDICINAL PRODUCT

Onglyza 2.5 mg tablets
saxagliptin

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS (PERFORATED/NON-PERFORATED) for Onglyza 5 mg tablets

1. NAME OF THE MEDICINAL PRODUCT

Onglyza 5 mg tablets
saxagliptin

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

CALENDAR BLISTERS (NON-PERFORATED) for Onglyza 2.5 mg tablets

1. NAME OF THE MEDICINAL PRODUCT

Onglyza 2.5 mg tablets
saxagliptin

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Monday Tuesday Wednesday Thursday Friday Saturday Sunday
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

CALENDAR BLISTERS (NON-PERFORATED) for Onglyza S mg tablets

1. NAME OF THE MEDICINAL PRODUCT

Onglyza 5 mg tablets
saxagliptin

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Monday Tuesday Wednesday Thursday Friday Saturday Sunday
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B. PACKAGE LEAFLET
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PACKAGE LEAFLET: INFORMATION FOR THE USER

Onglyza 2.5 mg film-coated tablets
Saxagliptin

Read all of this leaflet carefully before you start taking this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, nurse, or pharmacist.

- This medicine has been prescribed for you. Do not pass it on to others. It may harm them, even
if their symptoms are the same as yours.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor or pharmacist.

In this leaflet:

1. What Onglyza is and what it is used for
2. Before you take Onglyza

3. How to take Onglyza

4. Possible side effects

5. How to store Onglyza

6. Further information

1. WHAT ONGLYZA IS AND WHAT IT IS USED FOR

Onglyza contains the active substance saxagliptin, which belongs to a group of medicines called ‘oral
anti-diabetics’. They work by helping to control the level of sugar in your blood.

Onglyza is used for adult patients aged 18 years and older with ‘type 2 diabetes’, if the disease cannot
be adequately controlled with one oral anti-diabetic medicine, diet and exercise. Onglyza is used

together with insulin or another oral anti-diabetic medicine.

It is important to keep following the advice about diet and exercise that you have been given by your
doctor or nurse.

2. BEFORE YOU TAKE ONGLYZA

Do not take Onglyza

J if you are allergic (hypersensitive) to saxagliptin or any of the other ingredients of Onglyza
(listed in section 6, “What Onglyza contains”).

J if you have had a serious allergic (hypersensitive) reaction to any other similar medications that

you take to control your blood sugar.

Symptoms of a serious allergic reaction may include:
o Rash
o Raised red patches on your skin (hives)
o Swelling of the face, lips, tongue, and throat that may cause difficulty in breathing or
swallowing.

If you have these symptoms, stop taking Onglyza and call your doctor or nurse right away.
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Take special care with Onglyza

Check with your doctor or pharmacist before taking Onglyza if you:

o have type 1 diabetes (your body does not produce any insulin) or diabetic ketoacidosis (a
complication of diabetes with high blood sugar, rapid weight loss, nausea or vomiting). Onglyza
should not be used to treat these conditions;

o are taking insulin or an anti-diabetic medicine known as ‘sulphonylurea’, your doctor may want
to reduce your dose of insulin or the sulphonylurea when you take either of them together with
Onglyza in order to avoid low blood sugar;

o have had allergic reactions to any other medicines that you take to control the amount of sugar
in your blood;

o have a condition that reduces your defense against infections, such as a disease like AIDS or
from medicines that you might take after an organ transplant;

. suffer from heart failure;

o have moderate to severe kidney problems, you will need to take a lower dose of Onglyza;

o have moderate or severe liver problems. If you have severe liver problems, then Onglyza is not

recommended for you.

If you have symptoms of acute pancreatitis, like persistent, severe abdominal pain, you should consult
your doctor.

Diabetic skin lesions are a common complication of diabetes. Rash has been seen with Onglyza and
with certain anti-diabetic medicines in the same class as Onglyza. You are advised to follow the
recommendations for skin and foot care that you are given by your doctor or nurse.

Onglyza is not recommended for children and adolescents under 18 years.
Using other medicines
Please tell your doctor or pharmacist if you are taking or have recently taken any other medicines. This

includes medicines that you buy without a prescription.

In particular, you should tell your doctor if you are using medicines containing any of the following
active substances:

o Carbamazepine, phenobarbital or phenytoin. These may be used to control fits (seizures) or
chronic pain.
o Dexamethasone — a steroid medicine. This may be used to treat inflammation in different body

parts and organs.
Rifampicin. This is an antibiotic used to treat infections such as tuberculosis.
Ketoconazole. This may be used to treat fungal infections.

o Diltiazem. This is a medicine used to lower blood pressure.

Taking Onglyza with food and drink
You can take Onglyza with or without food.

Pregnancy and breast-feeding
Talk to your doctor before you take Onglyza if you are pregnant or plan to become pregnant. You

should not use Onglyza if you are pregnant.

Talk to your doctor if you want to breast-feed while taking this medicine. It is not known if Onglyza
passes into human breast milk.

Driving and using machines
If you feel dizzy while taking Onglyza, do not drive or use any tools or machines.
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Important information about some of the ingredients of Onglyza
Onglyza contains lactose (milk sugar). If you have been told by your doctor that you have an
intolerance to some sugars, contact your doctor before taking this medicine.

3. HOW TO TAKE ONGLYZA

Always take Onglyza exactly as your doctor has told you. Check with your doctor or pharmacist if you
are not sure.

The usual dose of Onglyza is one 5 mg tablet once a day.

If you have kidney problems, your doctor may prescribe a lower dose. This is one 2.5 mg tablet once a
day.

Your doctor will prescribe Onglyza together with insulin or another oral anti-diabetic medicine.
Remember to take this other medicine as directed by your doctor to achieve the best results for your
health.

How to take Onglyza

Swallow the tablet whole with some water. You can take the tablet with or without food. The tablet
can be taken at any time of the day, however try to take your tablet at the same time each day. This
will help you to remember to take it.

If you take more Onglyza than you should
If you take more Onglyza tablets than you should, talk to a doctor straight away.

If you forget to take Onglyza

o If you forget to take a dose of Onglyza, take it as soon as you remember it. However, if it is
nearly time for the next dose, skip the missed dose.

o Do not take a double dose to make up for a forgotten dose. Never take two doses on the same
day.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4.  POSSIBLE SIDE EFFECTS
Like all medicines, Onglyza can cause side effects, although not everybody gets them.

Some symptoms need immediate medical attention:

You should stop taking Onglyza and see your doctor immediately if you experience the following
symptoms of low blood sugar: trembling, sweating, anxiety, blurred vision, tingling lips, paleness,
mood change, vagueness or confusion (hypoglycaemia).

Side effects below may occur with certain frequencies, which are defined as follows:
Very common: affects more than 1 user in 10

Common: affects 1 to 10 users in 100

Uncommon: affects 1 to 10 users in 1,000

Rare: affects 1 to 10 users in 10,000

Very rare: affects less than 1 user in 10,000

Not known: frequency cannot be estimated from the available data

Some patients have had the following side effects while taking Onglyza and metformin:
o Common: infection of the upper airways, infection of the urinary tract, inflamed stomach or gut
usually caused by an infection (gastroenteritis), infection of the upper airways with a feeling of
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pain and fullness behind your cheeks and eyes (sinusitis), inflamed nose or throat
(nasopharyngitis) (signs of this may include a cold or a sore throat), headache, muscle pain
(myalgia), vomiting, inflammation of the stomach (gastritis) and indigestion (dyspepsia).

o Uncommon: joint pain (arthralgia) and difficulties in getting or maintaining an erection (erectile
dysfunction).

Some patients have had the following side effects while taking Onglyza and a sulphonylurea:

o Very common: low blood sugar (hypoglycaemia)

o Common: infection of the upper airways, infection of the urinary tract, inflamed stomach or gut

usually caused by an infection (gastroenteritis), infection of the upper airways with a feeling of
pain and fullness behind your cheeks and eyes (sinusitis), headache and vomiting.
o Uncommon: fatigue, abnormal lipid (fatty acids) levels (dyslipidemia, hypertriglyceridemia).

Some patients have had the following side effects while taking Onglyza and a thiazolidinedione:

o Common: infection of the upper airways, infection of the urinary tract, inflamed stomach or gut
usually caused by an infection (gastroenteritis), infection of the upper airways with a feeling of
pain and fullness behind your cheeks and eyes (sinusitis), headache, vomiting, swelling of the
hands, ankles or feet (peripheral oedema).

Some patients have had the following additional side effects while taking Onglyza alone: Common:
dizziness.

Some patients have had a small reduction in the number of one type of white blood cells (lymphocytes)
shown in a blood test. In addition, some patients have reported rash and skin reactions
(hypersensitivity) while taking Onglyza.

During post-approval use of Onglyza, additional side effects have been reported that include serious
allergic reactions (anaphylaxis), and swelling of the face, lips, tongue, and throat that may cause
difficulty in breathing or swallowing. If you have an allergic reaction, stop taking Onglyza and call
your doctor right away. Your doctor may prescribe a medicine to treat your allergic reaction and a
different medicine for your diabetes.

Cases of inflammation of the pancreas (pancreatitis) have been reported (frequency uncommon).
Pancreatitis can be a serious, potentially life-threatening medical condition. Call your doctor if you
experience severe and persistent stomach pain, with or without vomiting, because you could have
pancreatitis.

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor or pharmacist.

5. HOW TO STORE ONGLYZA

Keep out of the reach and sight of children.

Do not use Onglyza after the expiry date which is stated on the blister and the carton after EXP. The
expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.
Do not use Onglyza if the package is damaged or shows signs of tampering.

Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how to
dispose of medicines no longer required. These measures will help to protect the environment.
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6. FURTHER INFORMATION

What Onglyza contains
o The active substance is saxagliptin.
Each Onglyza 2.5 mg film-coated tablet contains 2.5 mg saxagliptin (as hydrochloride).

o The other ingredients are

Tablet core: lactose monohydrate, cellulose microcrystalline (E460i), croscarmellose sodium (E468),
magnesium stearate.

Film-coating: polyvinyl alcohol, macrogol/3350, titanium dioxide (E171) and talc (E553Db).

Onglyza 2.5 mg tablets also contain iron oxide yellow (E172).

Printing ink: shellac, indigo carmine aluminium lake (E132).

What Onglyza looks like and contents of the pack

o Onglyza 2.5 mg film-coated tablets are pale yellow to light yellow, biconvex, round. They have
“2.5” printed on one side and “4214” printed on the other side, in blue ink.

o Onglyza is available in aluminum foil blisters.

o Onglyza 2.5 mg tablets are available in pack sizes of 14, 28, or 98 film-coated tablets in
non-perforated calendar blisters and 30x1 or 90x1 film-coated tablets in perforated unit dose
blisters.

Not all pack sizes may be marketed in your country.
Marketing Authorisation Holder and Manufacturer

Marketing authorisation holder
Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UBS8 1DH

United Kingdom

Manufacturer

Bristol-Myers Squibb Company
Contrada Fontana del Ceraso
IT-03012 Anagni (FR)

Italy

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Luxembourg/Luxemburg
BRISTOL-MYERS SQUIBB BELGIUM BRISTOL-MYERS SQUIBB BELGIUM
S.A/N.V. S.A/N.V.

Tél/Tel: +32 235276 11 Tél/Tel: +32235276 11

Bbarapus Magyarorszag

BRISTOL-MYERS SQUIBB BRISTOL-MYERS SQUIBB
GYOGYSZERKERESKEDELMI KFT. GYOGYSZERKERESKEDELMI KFT.
Temn.: +359 800 12 400 Tel.: +36 1301 9700
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Ceska republika
BRISTOL-MYERS SQUIBB SPOL. S R.O.
Tel: +420221 016 111

Danmark
BRISTOL-MYERS SQUIBB
TIf: +45 4593 05 06

Deutschland

BRISTOL-MYERS SQUIBB GMBH & CO.

KGAA
Tel: +49 89121420

Eesti

BRISTOL-MYERS SQUIBB
GYOGYSZERKERESKEDELMI KFT.
Tel: + 372 6827 400

EArada
BRISTOL-MYERS SQUIBB A.E.
TnA: + 30210 6074300

Espaiia
BRISTOL-MYERS SQUIBB, S.A.
Tel: +34 91 456 53 00

France
BRISTOL-MYERS SQUIBB SARL
Tél: + 33 (0)810 410 500

Ireland

BRISTOL-MYERS SQUIBB
PHARMACEUTICALS LTD
Tel: + 353 (1 800) 749 749

Island
VISTOR HF
Simi:

+ 354 535 7000

Italia
BRISTOL-MYERS SQUIBB S.R.L.
Tel: +39 06 50 39 61

Kvzpog
BRISTOL-MYERS SQUIBB A.E.
Tnh: + 357 800 92666

Latvija

BRISTOL-MYERS SQUIBB
GYOGYSZERKERESKEDELMI KFT.
Tel: +371 6750 21 85

Malta
BRISTOL-MYERS SQUIBB S.R.L.
Tel: +39 06 50 39 61

Nederland
BRISTOL-MYERS SQUIBB BV
Tel: +31 34 857 42 22

Norge
BRISTOL-MYERS SQUIBB NORWAY LTD
TIf: + 47 67 55 53 50

Osterreich
BRISTOL-MYERS SQUIBB GESMBH
Tel: +43 160 14 30

Polska

BRISTOL-MYERS SQUIBB POLSKA SP. Z
0.0.

Tel.: + 48 22 5796666

Portugal

BRISTOL-MYERS SQUIBB FARMACEUTICA

PORTUGUESA, S.A.
Tel: + 351 21 440 70 00

Romania

BRISTOL-MYERS SQUIBB
GYOGYSZERKERESKEDELMI KFT.
Tel: +40 (0)21 272 16 00

Slovenija
BRISTOL-MYERS SQUIBB SPOL. S R.O.
Tel: + 386 1 236 47 00

Slovenska republika
BRISTOL-MYERS SQUIBB SPOL. S R.O.
Tel: +421 2 59298411

Suomi/Finland

OY BRISTOL-MYERS SQUIBB (FINLAND)
ABPuh/

Tel: + 358 9 251 21 230

Sverige
BRISTOL-MYERS SQUIBB AB
Tel: +46 8 704 71 00

United Kingdom
BRISTOL-MYERS SQUIBB
PHARMACEUTICALS LTD
Tel: + 44 (0800) 731 1736



Lietuva

BRISTOL-MYERS SQUIBB
GYOGYSZERKERESKEDELMI KFT.
Tel: +370 52790 762

This leaflet was last approved in

Detailed information on this medicine is available on the European Medicines Agency web site:
WWW.ema.europa.cu.
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PACKAGE LEAFLET: INFORMATION FOR THE USER

Onglyza 5 mg film-coated tablets
Saxagliptin

Read all of this leaflet carefully before you start taking this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, nurse, or pharmacist.

- This medicine has been prescribed for you. Do not pass it on to others. It may harm them, even
if their symptoms are the same as yours.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor or pharmacist.

In this leaflet:

What Onglyza is and what it is used for
Before you take Onglyza

How to take Onglyza

Possible side effects

How to store Onglyza

Further information

MR e

1. WHAT ONGLYZA IS AND WHAT IT IS USED FOR

Onglyza contains the active substance saxagliptin, which belongs to a group of medicines called ‘oral
anti-diabetics’. They work by helping to control the level of sugar in your blood.

Onglyza is used for adult patients aged 18 years and older with ‘type 2 diabetes’, if the disease cannot
be adequately controlled with one oral anti-diabetic medicine, diet and exercise. Onglyza is used

together with insulin or another oral anti-diabetic medicine.

It is important to keep following the advice about diet and exercise that you have been given by your
doctor or nurse.

2. BEFORE YOU TAKE ONGLYZA

Do not take Onglyza

o if you are allergic (hypersensitive) to saxagliptin or any of the other ingredients of Onglyza
(listed in section 6, “What Onglyza contains’).

o if you have had a serious allergic (hypersensitive) reaction to any other similar medications that

you take to control your blood sugar.

Symptoms of a serious allergic reaction may include:
o Rash
o Raised red patches on your skin (hives)
o Swelling of the face, lips, tongue, and throat that may cause difficulty in breathing or
swallowing.

If you have these symptoms, stop taking Onglyza and call your doctor or nurse right away.
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Take special care with Onglyza

Check with your doctor or pharmacist before taking Onglyza if you:

o have type 1 diabetes (your body does not produce any insulin) or diabetic ketoacidosis (a
complication of diabetes with high blood sugar, rapid weight loss, nausea or vomiting). Onglyza
should not be used to treat these conditions;

o are taking insulin or an anti-diabetic medicine known as ‘sulphonylurea’, your doctor may want
to reduce your dose of insulin or the sulphonylurea when you take either of them together with
Onglyza in order to avoid low blood sugar;

o have had allergic reactions to any other medicines that you take to control the amount of sugar
in your blood;

o have a condition that reduces your defense against infections, such as a disease like AIDS or
from medicines that you might take after an organ transplant;

. suffer from heart failure;

o have moderate to severe kidney problems, you will need to take a lower dose of Onglyza;

o have moderate or severe liver problems. If you have severe liver problems, then Onglyza is not

recommended for you.

If you have symptoms of acute pancreatitis, like persistent, severe abdominal pain, you should consult
your doctor.

Diabetic skin lesions are a common complication of diabetes. Rash has been seen with Onglyza and
with certain anti-diabetic medicines in the same class as Onglyza. You are advised to follow the
recommendations for skin and foot care that you are given by your doctor or nurse.

Onglyza is not recommended for children and adolescents under 18 years.
Using other medicines
Please tell your doctor or pharmacist if you are taking or have recently taken any other medicines. This

includes medicines that you buy without a prescription.

In particular, you should tell your doctor if you are using medicines containing any of the following
active substances:

o Carbamazepine, phenobarbital or phenytoin. These may be used to control fits (seizures) or
chronic pain.
o Dexamethasone — a steroid medicine. This may be used to treat inflammation in different body

parts and organs.
Rifampicin. This is an antibiotic used to treat infections such as tuberculosis.
Ketoconazole. This may be used to treat fungal infections.

o Diltiazem. This is a medicine used to lower blood pressure.

Taking Onglyza with food and drink
You can take Onglyza with or without food.

Pregnancy and breast-feeding
Talk to your doctor before you take Onglyza if you are pregnant or plan to become pregnant. You

should not use Onglyza if you are pregnant.

Talk to your doctor if you want to breast-feed while taking this medicine. It is not known if Onglyza
passes into human breast milk.

Driving and using machines
If you feel dizzy while taking Onglyza, do not drive or use any tools or machines.
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Important information about some of the ingredients of Onglyza
Onglyza contains lactose (milk sugar). If you have been told by your doctor that you have an
intolerance to some sugars, contact your doctor before taking this medicine.

3. HOW TO TAKE ONGLYZA

Always take Onglyza exactly as your doctor has told you. Check with your doctor or pharmacist if you
are not sure.

The usual dose of Onglyza is one 5 mg tablet once a day.

If you have kidney problems, your doctor may prescribe a lower dose. This is one 2.5 mg tablet once a
day.

Your doctor will prescribe Onglyza together with insulin or another oral anti-diabetic medicine.
Remember to take this other medicine as directed by your doctor to achieve the best results for your
health.

How to take Onglyza

Swallow the tablet whole with some water. You can take the tablet with or without food. The tablet
can be taken at any time of the day, however try to take your tablet at the same time each day. This
will help you to remember to take it.

If you take more Onglyza than you should
If you take more Onglyza tablets than you should, talk to a doctor straight away.

If you forget to take Onglyza

o If you forget to take a dose of Onglyza, take it as soon as you remember it. However, if it is
nearly time for the next dose, skip the missed dose.

o Do not take a double dose to make up for a forgotten dose. Never take two doses on the same
day.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4.  POSSIBLE SIDE EFFECTS
Like all medicines, Onglyza can cause side effects, although not everybody gets them.

Some symptoms need immediate medical attention:

You should stop taking Onglyza and see your doctor immediately if you experience the following
symptoms of low blood sugar: trembling, sweating, anxiety, blurred vision, tingling lips, paleness,
mood change, vagueness or confusion (hypoglycaemia).

Side effects below may occur with certain frequencies, which are defined as follows:
Very common: affects more than 1 user in 10

Common: affects 1 to 10 users in 100

Uncommon: affects 1 to 10 users in 1,000

Rare: affects 1 to 10 users in 10,000

Very rare: affects less than 1 user in 10,000

Not known: frequency cannot be estimated from the available data

Some patients have had the following side effects while taking Onglyza and metformin:
o Common: infection of the upper airways, infection of the urinary tract, inflamed stomach or gut
usually caused by an infection (gastroenteritis), infection of the upper airways with a feeling of

50



pain and fullness behind your cheeks and eyes (sinusitis), inflamed nose or throat
(nasopharyngitis) (signs of this may include a cold or a sore throat), headache, muscle pain
(myalgia), vomiting, inflammation of the stomach (gastritis) and indigestion (dyspepsia).

o Uncommon: joint pain (arthralgia) and difficulties in getting or maintaining an erection (erectile
dysfunction).

Some patients have had the following side effects while taking Onglyza and a sulphonylurea:

o Very common: low blood sugar (hypoglycaemia)

o Common: infection of the upper airways, infection of the urinary tract, inflamed stomach or gut

usually caused by an infection (gastroenteritis), infection of the upper airways with a feeling of
pain and fullness behind your cheeks and eyes (sinusitis), headache and vomiting.
o Uncommon: fatigue, abnormal lipid (fatty acids) levels (dyslipidemia, hypertriglyceridemia).

Some patients have had the following side effects while taking Onglyza and a thiazolidinedione:

o Common: infection of the upper airways, infection of the urinary tract, inflamed stomach or gut
usually caused by an infection (gastroenteritis), infection of the upper airways with a feeling of
pain and fullness behind your cheeks and eyes (sinusitis), headache, vomiting, swelling of the
hands, ankles or feet (peripheral oedema).

Some patients have had the following additional side effect while taking Onglyza alone: Common:
dizziness.

Some patients have had a small reduction in the number of one type of white blood cells (lymphocytes)
shown in a blood test. In addition, some patients have reported rash and skin reactions
(hypersensitivity) while taking Onglyza.

During post-approval use of Onglyza, additional side effects have been reported that include serious
allergic reactions (anaphylaxis), and swelling of the face, lips, tongue, and throat that may cause
difficulty in breathing or swallowing. If you have an allergic reaction, stop taking Onglyza and call
your doctor right away. Your doctor may prescribe a medicine to treat your allergic reaction and a
different medicine for your diabetes.

Cases of inflammation of the pancreas (pancreatitis) have been reported (frequency uncommon).
Pancreatitis can be a serious, potentially life-threatening medical condition. Call your doctor if you
experience severe and persistent stomach pain, with or without vomiting, because you could have
pancreatitis.

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor or pharmacist.

5. HOW TO STORE ONGLYZA

Keep out of the reach and sight of children.

Do not use Onglyza after the expiry date which is stated on the blister and the carton after EXP. The
expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.
Do not use Onglyza if the package is damaged or shows signs of tampering.

Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how to
dispose of medicines no longer required. These measures will help to protect the environment.
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6. FURTHER INFORMATION

What Onglyza contains
o The active substance is saxagliptin.
Each Onglyza 5 mg film-coated tablet contains 5 mg saxagliptin (as hydrochloride).

o The other ingredients are

Tablet core: lactose monohydrate, cellulose microcrystalline (E460i), croscarmellose sodium (E468),
magnesium stearate.

Film-coating: polyvinyl alcohol, macrogol/3350, titanium dioxide (E171) and talc (E553Db).

Onglyza 5 mg tablets also contain iron oxide red (E172).

Printing ink: shellac, indigo carmine aluminium lake (E132).

What Onglyza looks like and contents of the pack

o Onglyza 5 mg film-coated tablets are pink, biconvex, round. They have “5” printed on one side
and “4215” printed on the other side, in blue ink.
o Onglyza is available in aluminum foil blisters.

o Onglyza 5 mg tablets are available in pack sizes of 14, 28, 56, or 98 film-coated tablets in
non-perforated blisters, 14, 28, 56, or 98 film-coated tablets in non-perforated calendar blisters
and 30x1 or 90x1 film-coated tablets in perforated unit dose blisters.

Not all pack sizes may be marketed in your country.
Marketing Authorisation Holder and Manufacturer

Marketing authorisation holder
Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UBS8 1DH

United Kingdom

Manufacturer

Bristol-Myers Squibb Company
Contrada Fontana del Ceraso
IT-03012 Anagni (FR)

Italy

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Luxembourg/Luxemburg
BRISTOL-MYERS SQUIBB BELGIUM BRISTOL-MYERS SQUIBB BELGIUM
S.A/N.V. S.A/N.V.

Tel/Tel: + 32235276 11 Tél/Tel: +32235276 11

Bbarapus Magyarorszag

BRISTOL-MYERS SQUIBB BRISTOL-MYERS SQUIBB
GYOGYSZERKERESKEDELMI KFT. GYOGYSZERKERESKEDELMI KFT.
Temn.: +359 800 12 400 Tel.: +36 1301 9700
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Ceska republika
BRISTOL-MYERS SQUIBB SPOL. S R.O.
Tel: +420221 016 111

Danmark
BRISTOL-MYERS SQUIBB
TIf: +45 4593 05 06

Deutschland

BRISTOL-MYERS SQUIBB GMBH & CO.
KGAA

Tel: +4989 121420

Eesti

BRISTOL-MYERS SQUIBB
GYOGYSZERKERESKEDELMI KFT.
Tel: + 372 6827 400

EArada
BRISTOL-MYERS SQUIBB A.E.
TnA: + 30210 6074300

Espaiia
BRISTOL-MYERS SQUIBB, S.A.
Tel: +34 91 456 53 00

France
BRISTOL-MYERS SQUIBB SARL
Tél: + 33 (0)810 410 500

Ireland

BRISTOL-MYERS SQUIBB
PHARMACEUTICALS LTD
Tel: + 353 (1 800) 749 749

Island
VISTOR HF
Simi:+ 354 535 7000

Italia
BRISTOL-MYERS SQUIBB S.R.L.
Tel: +39 06 50 39 61

Kvzpog
BRISTOL-MYERS SQUIBB A.E.
Tn: + 357 800 92666

Latvija

BRISTOL-MYERS SQUIBB
GYOGYSZERKERESKEDELMI KFT.
Tel: +371 6750 21 85

Malta
BRISTOL-MYERS SQUIBB S.R.L.
Tel: +39 06 50 39 61

Nederland
BRISTOL-MYERS SQUIBB BV
Tel: +31 34 857 42 22

Norge
BRISTOL-MYERS SQUIBB NORWAY LTD
TIf: + 47 67 55 53 50

Osterreich
BRISTOL-MYERS SQUIBB GESMBH
Tel: +43 160 14 30

Polska

BRISTOL-MYERS SQUIBB POLSKA SP. Z
0.0.

Tel.: + 48 22 5796666

Portugal

BRISTOL-MYERS SQUIBB FARMACEUTICA

PORTUGUESA, S.A.
Tel: + 351 21 440 70 00

Romania

BRISTOL-MYERS SQUIBB
GYOGYSZERKERESKEDELMI KFT.
Tel: +40 (0)21 272 16 00

Slovenija
BRISTOL-MYERS SQUIBB SPOL. S R.O.
Tel: + 386 1 236 47 00

Slovenska republika
BRISTOL-MYERS SQUIBB SPOL. S R.O.
Tel: +421 2 59298411

Suomi/Finland

OY BRISTOL-MYERS SQUIBB (FINLAND)
ABPuh/

Tel: + 358 9 251 21 230

Sverige
BRISTOL-MYERS SQUIBB AB
Tel: +46 8 704 71 00

United Kingdom
BRISTOL-MYERS SQUIBB
PHARMACEUTICALS LTD
Tel: + 44 (0800) 731 1736



Lietuva

BRISTOL-MYERS SQUIBB
GYOGYSZERKERESKEDELMI KFT.
Tel: +370 52790 762

This leaflet was last approved in

Detailed information on this medicine is available on the European Medicines Agency web site:
WWW.ema.europa.cu.
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1 912 Saxagliptin 5 mg (Saxagliptin T & L C) 2 &HT 5,
BN - 1 BEPICHR T &2 99 mg EH T D,
IR OFERTRY A MIHOWTIE 61 2O L,

S 27N

[2.5 mg #E]

T4V ha—T 4 T8 (BEF)

2.5 mg BB, MEEE~KEA, mth, HEOT v ha—T 0 78T, R 125, WEmic
[4214) LHE@A 7 THIFTFERTWD,

[5 mg §E]

T 4N a—TF ¢ ke (BEA)

Smg BElE, WELA, Wi, MEO T LT —T 0 0 28T, FmC (51, Wi [4215) &
A 7 THIFEL TV D,

4 B R 14
4.1 =hee - HE
RO RIS
Onglyza I%, 18 LA LA 2 BBERIFEFIZH T HMbE =2 b e — L OWEL#EIL E T 5,
o AHPEELOEIRIEOE T T, A ML OBFRETIEmEE 2 > b — L AR5 e
WA, A RFBAI L EHERT S,
e ANKLIVOMHANRARBEYITH S LB 2 DI, BERIELNENFRILEOER FT, ALK=
JVIRFEIED AL TIXMAE 2 > S e — AR+ 725510, AVA=VRFEE T 5,
s FTVITUVEOMHEMANEYITHD EEZ LN, BREEIEK ESFREOER T T, F7 U
VUEOBFPRETIIME 2 b r— AR RS RIGEIL, FTY UV UEEGIHT S,




BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

o EEWEIELOSEBIRIEDOEM T T, 4R Y OBMEETITmME=D > o — L3R5 78
BIZA FFLI ORI T TA v R Y v T 5,

42 Ri%-BERVURERE
Ak - &

RO RS

ARRNVIL, ARV, FTVY U KT AVIER =)V R E O LR OFHRIER O
Onglyza OHELEH BT 1 H 1[0 5mg TH D,

ARKRVILEFTV YUV FA PRV & AR =VRFI E OO 3 AIGFRBEICE

\7 % Saxagliptin D7 K OV I IHESE L TUauy,

ek

minE (65 Ll L)

RO % FEME L U2 RN HESE S22y, 75 skl E COMRARBBIER IR SN TERY, Z
DEMIZEGETL25GITEET L2 L 44, 51, 522H) |

=

iy
o

i =
o e &
4

b

S
< E

*
RERE S R IO kF L EFFETI TR S e,
FE T O RS RERE E A ISk L CIE, Onglyza D584 1 H 25 mg [ZHET 52 &,
OB ERE COEMARBIIEF RO TWD, Dz, ZoERFEMICK LT,

Saxagliptin Z{HEIZHEET 5 2 &, MIKEHT 223 2 KB HEEBFE (ESRD)IZXx LT Onglyza O
RITHESE S G4 TEBIR) |

EEREEIC)S U C Onglyza @ 1 H &2 2.5 mg IZHIR SN D MBS B 5728, Onglyza D 5-% Bilha+
HANZBHERER T 295 2 &, RO GBAELIRE T B W2 RIC BV CEMBICBWRERIE 2 95 2 &
(4.4 LOYV52 )

oOE el

[in
H

%

%

sy

JH R RE MR R

B R O EE O REEE 26T 5 BE COHERSHIIAETH S (5.2 ) , FTEHEEONHK
REFEE B 126 5 Saxagliptin OEHIZITIERE T A LENH 0, HEONFHEREREE B T 568
AR 2y (44 2 H)

N

HIZEDN D 18 3T £ TO/NRIZI 1T 5 Onglyza OZ2 M L OEZIMEITAESL L TR, 7 — XX
O,



BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

B5 51k

Onglyza IZEFHEOFEIEDL ST 1 HO I HBWOTHRATE 5, MAEZENZEAIE, BENK
SERFETRATSZ &, 1 H2ERAL TR LA,

43 EZ

IS I

RAEN SNIAFN O EIIZ % UIBBUE D & 5 BE TP _XTF IO NRTF X —Y 4 (DPP4) FHEEK|C
LT FT74T7F%v—, TFH74T7F%—va vy KOMEFER L OEEZMBEUEOBEEREO H
HEE (44 VA8 BM) |

44 ZERUVERALOEE

2
1 BUBE R 93 B SUTHEIRIFTE S R 7 3 R— 3 A DIEHIZ Onglyza Z# I L7202 &
Onglyza |1 AU REEZMLEL L TWHEETIIA VA OREBIE TR,

BER

Onglyza OTHRZICAMFER DB MENH 5, FReead72EE O & W 5 AVEPER ORI 7E
WEBEFICHOETELLZ L, X297 FF o REORILBICHERDOERNBD LN T WD, K
RPEEONT- AT, Onglyza X OB#E O A MO OFERHZHIETHZ &,

ek A=
A S SOV ER E O R RE R S R Ok Ll 1 B o I ESREI M ISR X D, EIE OB RE

FTKT % Saxagliptin OFEHIZITEERLETH Y, [ﬁlﬂﬁz@*ﬁ’i’gﬁ‘éxﬂ;ﬁmr% B (ESRD)

K L COMRITHELE S 41720, Onglyza O 5-BAGARATIZEHERE 251N L, #5-BRLELIE S B #2281

BOTEMRICEREEE 2 £ 5 2 & 42 kD 522M1)

ik

EPk FE DT ReEE BF 6 5 Saxagliptin OENITIEET 2 LENH Y, HEONTHERER S
BFH T 2T S Ty 2 HBH)

I fBEE 2 51 & 2 9~ 2 & AV 5 T B 385 & o OF
ANVKREZNVIRFBIEEOA VA Y NIRMBEEZ S E T2 EnMonTnD, LEER-T,
Onglyza & AT 25E121E, IKMAEED UV A7 ZMMZ 5700, ANVHR=VIRBIRXIA VA D

2 LB LT D AREMERH D,

T ORE SO
DPP-4 BHEIRIZ %7~ 2 S 72 i HUE SOS DBEEIED & 2 BF I, Onglyza ZfEH L7222 &



BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

BAME LK KRR EOY X370 FF o OfilREERICE L CUL TOREROWMERNH 5 -
7%74?%vw,7%74?%vﬂvay&&wm%ﬁ@&E@E%QL@éﬁm U
TF KT D EERIBBUE S DI e 5A1TIE, Onglyza OG- 2H 1k L, MUIZHEEHEO H D
JRINZ MG L, oOBERFIRREZRET 52 & M3&U48ﬁ%)

g

i<
75 LA B D BE TOMRBRAIEFICRONTEBY, ZOEMIHEHAT2HAICITEENLET
H5 (5.1 K52 5H)

P gk E
FEBRRFMRABRIZ I T, TV O MBI ZIRIENE K OMEZEME D BRI D s S Tnd, (53 &

FR) o ERARERERIC B W TR A ORBUR OB S e o 703, BERFEE A OHE &2 FF o8
FCOMAHRBRITD 20, TIRZICHE ST 521X, DPP4 PAFEK Y 7 A THLHRRo T D
%%MO@ma®ﬁ%$2&LT%ﬁ%hxvﬁ>wsaﬁ%)o%@kw,%ﬁﬁ%%@aﬁéﬁ
IZBWOKE, 8, BEREODKFREBEE=2) 73252 ERHEREND,

DARA
NYHA 7 7 A 1 KO Off #EER 1T 72 <, Saxagliptin DFEERERIZE TS5 NYHA 7 7 A KN
IV O HIRRBRIZ 72 0N,

A EEE

IRt 252 7o BB b MR RN RERRE & 2 S T BB F O E AR 1T Onglyza DGR
7077 MITHRFA I TR, 207w, ZibDEFITHIT 5 Saxagliptin DA ZhHE K VL4
PEITHESL S TR0,

§8 7172 CYP3A4 58K L i fi]
NN, FTXYRAEZS Y, T2 )X —)L, Jx=rAY, TRV 777 E
® CYP3A4 FHEIEOME T Onglyza O MAERE TEH 2S5 S5 A REMER H D 4.5 /) |

L

i)

il

BRI FIM 263 D, HT 7 b—ARME, Lapp 77 X —BRZHIE, JNVaA—RA-H7
7 b= AR B O ENRBAMIRE 2 AT 2 BB IIAER 2 IR LanZ &,



BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

45 MMOEEREOHEERARVZDOMDEEER

PUFICARTERIRT —21%, PG SN EES & OFIKRICEERMAEHO Y 27 MRV Z
ExRTRELTND,

Saxagliptin 1%, FIZF k7 7 A P450 3A4/5 (CYP3A4/5) IC X W RE@T S D, invitro RERIZEBWNT,
Saxagliptin 2 O O EEAHW L CYP1A2, 2A6, 2B6, 2C9, 2C19, 2D6, 2El1, KU\ 3A4 % [HEH
7, CYPIA2, 2B6, 2C9, 3A4 ZiFE Liehrolc, EFHERE 25 & LIERBRIZHB W T, A bF
NIy, TIRVTIINR, AT VES, D%y, SUNRAREFL, FATTS =,
el e N7 7 & F ¥ 13 Saxagliptin & Z O FEEREH OEYERRICERO H L E b2 b S 7270
STz, BT, Saxagliptin (XA hFNLI Y, IRV IIR, 47 VE, UIaxyy, v
INABTF 2 DNVFTEBLARENr haty — )V ORYEREICERDOH L2 LA 16 o iz,

Saxagliptin & D CYP3A4/5 [LEHK TH D UNF T ¥ A & OFFHAFKG1E Saxagliptin D Cpayx &
AUC & ZIEI 63%, 2.1 fFHEIN S, IEEREH D Crax & AUC & ZIEH 44%, 34%H00 S E 7z,
Saxagliptin & 587172 CYP3A4/SBLEIRTH 57 b 2 —/L & OFER 513 Saxagliptin @ C oy & AUC
E2 ZEI 62%, 2.5 NS, EHERBHMO Cux & AUC ZZNZEI 95%, 88%IH S 7z,
Saxagliptin & 587172 CYP3A4/SFHEEIETH D U 7 7 > B v & OPFH 51T Saxagliptin D Cpay & AUC
B % EAEH 53%, T6%HD SH 7=, &5 MRS 7D OTEMEEH O & & N 4EH DPP4 {54 FH.

EFIV 77 BV ORBEZ T ol 44

Saxagliptin & U 7 7 U B LIS D CYP3A4/S 5583 (WA~ BE Y, TX VA&V, Tx )
NLEH—)v, Txz= b U%F) LEOHEGIZOWTIIMREF STV RS, Saxagliptin O i =
FERWD U, FEREOREN EHT 2R B 5,

Saxagliptin & 587)72 CYP3A4/5 83 L 20k 53258121%, b=y be— 2 EEE 8l
BIH L,

WA, e, ~N— TG, ROMKIE O Saxagliptin OFEPENREIC KT T EREITFFICHE STV
v,



BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

46 ZRREE, HERKRUIRILE

3R/

IFAHI231F 5 Saxagliptin O FHICOWTIIMFT STV ARV, BWRER T, &R A
WREINTND (5.3 ) . B MIHTHEERY A7 1T L0 > Ty, IS NICEE T
72V R D IESRHIZ Onglyza ZfEFH L7222 &,

i

Saxagliptin 28 & FFLHHICHEH S 5008 9 IR Th 5, Bt Tl Saxagliptin & OV X 134X
DI P A~OPE TR BT, FIRITS T D aBRIEIIBRI TE 2V, K2 T IS 2 065
ZHIET 2000, FESORILOFE & EOLME~DIRFROFIEEZZE LI ETHBT 52 &,

o, il

t N OZIRHEICIS 1T D Saxagliptin DRI S LTV e, #ERED T » b T, BB e i ETE
EELSELEMAET, ZTHRE~OEENRRD LN (35MH) |

47 BERUEBIRFERNICSEZALIEE

Onglyza % B B B OEHR N OB O BERE N ICx LT, T< T 7B % KT T RetEn & 5,
B 8 B E# R ORI ERE ) O BTk 2 RIT £ 7252 S v Ty, Lo L BB OISR
ST DOERVERFIX, Saxagliptin OFRERIZE N TREMED EVORERNSH D L E2BETHZ &,

48 EIER
LMD B

M= > b v —/LZB$ % Onglyza DR AFTM T 2720, Lotk GOMEORFEZHEME L2 6
A " HEMREGERER 2 i L, 2 BRI BRE 4148 4 2 HEEA{L L T 3021 41 Onglyza ##5- L
77

AT I T, Saxagliptin 5 mg I EHEOAFFRORRIRIL, IR &G ERBRET
Hol, AEFRICLDEGHIEZRIE, Onglyza 5 mg HEN T T BREEE Ll L CE -T2 (3.3%%)
1.8%) .



BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

BITER O —#

Saxagliptin 5 mg #5#T 5% EE SN, 77 BRI RBBEEN®2 o ZRIER, X%
Saxagliptin 5 mg #5-HET 2% UL by S, 77 AR & iR U T 1%20 EIBUHEE DS 70> > T2 RIFE
Ha#1ITRT,

RIE RIS B B M K O B BN~ d, BT, FEFICZ W (1710 BAE) , 2w (1/100 B
B 1/10 K , 2 < 22wy (171000 BAE, 1/100 K, FA4u (1/10000 LA E 1/1000 AGd) , FEERICE
AU (1710000 A4i) , SHEARH (FIHATREZR T —Z M OIIHEE TERVY) L ER LT,

= 1 BENXKDEZLORERORIREE
BEMNKAER BE XA ORERDRREE
(SOC)
Bl1EM Saxagliptin ~ Saxagliptin & * kb  Saxagliptin & X)L Saxagliptin & F 7 J
HHR®E THILIDEDH RIIRFE (U DVIOUELOHRAE
mEs RUHSER) £D &
GidacEsa
FHERE
R RGE G %2\ £4% %\ %\
PR B G %2\ %2\ e E42
ELZES %2\ E4% E4% e
] gk 2 g% 2\ ZAN EAN EAN
B AN
KBRUXERES
ALK i E A
I RES
GIEbL %\ E2D EAR EAR
BIRfEE
AR ZAn ZAn Zan EAN
£H5EERY
5 RFkRE
AR PV NE Lt

' Saxagliptin ® % R 743 LD EREREERUA F 743 v E OB G %G,

2 BRI B FIRE T D AT,

3 7T R LR L THREFEMIICH B EITRO bR o Tz, HEEZH S - ARMIEHE O F B 1X Onglyza 5 mg B
(0.8%) KOTTEAREE (0.7%) &BHIT"EL R “Tholz,

4 W SN2 TORMEREORERL, BENDPEE CIRBRERGTIEICE ST Doz,

i % D ERIRERER } OB FE R 15 20> © O EIE
TR S SAVICBT T2 2R BIE &2 38 2 10 UTe, 8B ITERIREBRIC S W BB Th 2,




BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

%2 BEAKNES L OF-HEVERAOREEE
LT K E BlE AR |
RIVER
El e
L EAn
S %< 7
GEREE
WEER 2 (43 R 4.4 BH) % < a0

TFT749%—vav Il RhEDTTT7 4 7% —NG Fh
(43 k44 W)

EERUE FTHEES

MEHE (43 KN 44 2H) Eh

B %% %< 72
TR E2Q/N
s 2 %\
AR %< e

TR 7Y TFUHABRE, A BV I AaO EREFHER DA MRV L OFIEIPGEAREE, A VR =V RFER
~O EREFIEROT T ) Do~ EREFIEREN DG LN T — & O AN RICE SO I HEE R B
Thd,

IS DORIGIIEKRATOBEERBR THLRO SN TWER, R 1ICEHTIZ00ELEICAEL TWiholz,

FEEDRWERIZ O\ T OFLH

HFHNE ORFHMEICONT, HEHD LW XIFNLLE EIEBRELEMICER S, 2> ha—
JURE & b LT Saxagliptin 5 mg $GHE T 70 < &6 2 HILL EZ B L TV AHEEFREHGIER]
WA FIZR LT,

HAWRE - #EtED E v (W), 1S (B0

A RFNL I A0 EREOFHELE  HEAR (V) , FAE (Z0)

AR ZVIRFBIAO ERWOEAIRIE (VR0 7 FIR) Y (L), IBEREE (%<
2, ROE Y 7YY RIE (%< 720

AR LOPIEGEIRE - BBR (W), BER (<20, fRE (<20, KO
PEAE (L)

A AV O EFEEE UCTER LESE (X MRV O SUIIEDER) |, #E0H - 72K
m%ﬁ@i%ﬁﬁiﬁgﬂﬁmgﬂiMMW%W77t$TﬁHM%T%OKQ

%%@E

IReAlR 208 U C, BRIRIRAMEICBIT 5 A FHFRDOIEBLIEIL Saxagliptin 5 mg Ff & 77 & ARHE Tl
ﬁﬁf%oko)/A%@ﬁﬁ®b¢ﬂ&ﬁ9ﬂm®EMto77tfﬁ%ﬁ%@ﬁ FRMTIZ B0
T, "= T4 VEFTEIZ 2200/l Th > 12 FH) Y o ERfEHIE, 777 B AR & ik U TR



BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

100/uL 26 < Wb Uiz, U »RBRffa e 40%, 1B 1 R 102 BREo&RGHET2E LTz, Y
VRERE DAL D BRI EE R BIERIX A o7z, 7T B ARBES il LT U v SERE D R
L7=2Z L ORERERIIAATH S,

49 BEERE

Onglyza IXZ R OARMENRBIFTHDH Z EDPRINTEY, Hm 400 mg/ H O 2 @5 (BRKRHE
B 80 fi5) T QTe IR & ONOFBUC FIRAVIC B R B TGR D DR o 7o, mEHR G OFRIE
BE OERRIREEIZIS U Cliy) 7 S FpEIE 2 Bidh 35 2 &, Saxagliptin & OV O &= B I il B AT
WCEVRETHZ LN TE D @ IFHTREGED 23%)

5  EEZHHEHE
51 ZEHFHFHE

IEWREIER) 0 FE - BEIRIRICAE - 5 3854, DPP-4 BHEHI, ATC =— K : A10BHO03

VE IR R B OV 221 38

Saxagliptin %, & THE (Ki: 1.3nM) , BIRAY, wWiH, $iA5H72 DPP4 [HEKRCTH D, 2 Ml
PEPRIF B TlE, Saxagliptin O 512 5 Y DPP-4 {EMEN 24 FERAE Sz, &0 7 R UFEARTE,
Z O DPP-4HEIZL D I H AUEERTF R 1 (GLP-1) 07 /v a— ZRIFHEA RV 53 Wil R
URTF R (GIP) ZEGTIEMEMA 7 LF U ARE L DMHHEER 2~3 I LR L, Zah a0
EBMET L, 7L a—2RIFR7R BRI OISEMENEINT 5 Z 212XV, A VAU U RONCATF R
TREEDS B U7z, BN B IR & DA A Y D53 WAHEIN & RENR o MAR D> & D 77V 95 T G5 ibid
RV, ZEIERFIBEHEME T U, #0 7 F O ART %0/ % o MU EZSE) 230 S 4172, Saxagliptin 13
2 BUBE PRSP B E DO ZE NG K OV MBS 2K T S8, b= he— L adET 5,

AR 22 M O 3

Saxagliptin D IHE = > b v — /KT D8R AT 572D, 6 KOLEME FHOMEE BT 2
SRR A SN L, 2 BUBEIR I BT 4148 4 & IE{E % b L T Saxagliptin & 3021 A4 12#5- L7z,
INHORERTIE, 634473 65m%LL L, 59470375 ETH 72, Saxagliptin Smg @ 1 H 1 [AlfE 5
IR DHARE, A MR L OFIRRE (FIEFREX T BREOFRE) | A VR=VRFEE L
DO EFREUFHBEROTF TV U O3 e O EREHFHIRIEIZBNT, ~EZrE Y Ale (HbAlC) |,
ZEHERFIAEE (FPG) , KOBZIMFEE (PPG) IZHIKRMICEROH S, Fiomitica BEReEn
LN (F 3 M) , F£72, Saxagliptin %512 K5, HLNREEOEITZA LN ST,
HbAlc DIXTIX, MR, Fhn, AFE, KRON—R T A CREOEEERFS BMD TRk L7 7
N—TFTXRTCTHRDBHI, N—RATA FFD HbAlc MEWIEER—RAT A )b OFHEEEE 221 &
IRE o7z,
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Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

Saxaglitptin O HiFIH#E
Saxagliptin HLAIMEE DA NE KR O BMEZ T 5 72012, 2 BBERBBEHE L x5 L L T2 ZIK@ 24
HE —EERT 7 EAEERBREZFZmE L7, WTHoRBRTYH, Saxagliptin @ 1 H 1 [AIHEEIC
HbAlc DA RELLFEDFRD b,

Saxagliptin D A F 7R/ I o~ LB E
AR AL X HEAITEMEE = > b e — L3R5y (HbAle 23 7%-10%) 7REE 2R & LT,
Saxagliptin & A FA/L I OUFHBIEDOA I & ZAVEEZFHIT 2 24 B 77 &A% a2 320
L7, Saxagliptin B (186 i) %, 77 &ARHEE (175 ) &Lb#EkL T, HbAle, FPG, &X' PPG TH
B tEmNR D b7, Saxagliptin 5 mg+ A hA/L I UEEIZEIT D HbAle, FPG, PPG DX 102
B E CHE L7o, 102 HFFOD Saxagliptin Smg+ A AR/ I U8 (31 6) @ HbAlc OE{L&EIEL, 77
TR+ A MBI R (5B OB LR L LT 0.8%EA o7,

Saxagliptind® A b 7R/L I L~ D_ERAGF R & AV =V REID A R AL I D EREERED
b

ANF=VIRFI (ZFVEY R, Smg Z24F205 U T 20 mg (2, F¥) 1 HE 15mg) O A ik
VI ~D BTG (430 ) & Saxagliptin 5 mg O A AL D EREFG (428 1) LK
Bk & 2V A LSS B 72012, A RAA S VEIL IR o e —ARER 44y (HbAle 28
6.5%-10%) 72 858 44 & X BRI 52 WM O A FEhi L7z, TNENOFEEGHETIHBNTRA RFRALI D
W1 HEIX 1900 mg Th o 72, 5218H%%, Saxagliptin it & 27U B2 R Tl per-protocol set (PPS)fEAT
IZBUWT, HbAlc DX—RA T A b O EILFFRE CTh o 7= (Saxagliptin #f & 7'V 2 Nt
TENZN-0.7, -0.8%, HbAlc DX—RAT A LV OEHIHREE b 7.5%), ITT @A C¢H —F L7z R
GBIz, FPG AKX FiX Saxagliptin #£ ThH 3272 <, PO 24 M T, FPGETHET S
BEAMER AN Tk FEHEC K0 Bk 5 ]S Saxagliptin BE T o712 (3.5% %t 1.2%) . F7=, (KifkE
EETHEEOEGN 7Y EY REET 363% (156 412 750 ) THo7=dIZxf L, Saxagliptin #£T
3% (13412191F) &, ARICE -7, 7V BT REELG SN IRERMN (+1.1 k)
DR HNT=DIZ% LT, Saxagliptin BERETIIRN—R T A4 V0B OFEREEED (1.1 kg) MR
b,

Saxagliptin® A h ARV D EREHFHFEIEE X 7Y TF U DA MBI D EREREIEOL
i
A MRV CEMTIINR A OEE 801 LA RIZ, »H 7Y TF L 100mg DA BRI
~0 (398 i) > EFHHG & Saxagliptin 5 mg (403 §)) DA RV ~D EREHRG L OGME
&AM A I 2 72912 18 M OFER % FEh L 72, 18 EDX— R A )5 D HbAle DF-H
XTI, PPS U full analysis set (FAS)AEMTIZ 35U T Saxagliptin (%% 7Y 7'F UREICxT L CHE
HEa R UTe, TE7 PPS fEHTICISIT D Saxagliptin #E & X 7V FFURHOR—ZAT 4 b D
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Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

HbAlc OB EIZZENZEIN—0.5% CEHEROHFIAE) , -0.6% CEHEROHFEAE) Th-o7-, FAS
Z TR DT b Okt TlX, Saxagliptin #E L % 77U 7F U RED HbAle DN—AT A U NHD
BALBEONEIMEIZENZFN-04%K% T, -0.6%TH D, ZLEOTREIIHEEE $12-0.5%TH 7=,

Saxagliptin & A hAs/L 2 > & OB RE L

b= ha— R+ Tho7- (HbAlc 13 8%-12%) RIBEDEFH % %512, Saxagliptin 5 mg &
A NV OREINFFRIE DR DWE & B E2 T 5 24 JAR ORERZ £ L 72, Saxagliptin H
FIEE (n=317) KOVA RV CHAEE (n=313) &bl LT, Saxagliptin & A RV I OH][H]
OF RIERE (n=306) % HbAlc, FPG i, PPG i CHERkEEZ /R LT-, —A T4 O HbAlc Dl

WCHEADWTHEHEINTZETOY T 71— 28 T 24 lEFD HbAlec D_X—R T A L5 O D378
DB, HbA1e=10% DA ITIBWT LY RE 2D 23580 bivlz (3R 3) , Saxagliptin 5mg & A h 7
V2 OYEIGER R D HbAle, FPG, PPG DX 76 H % CTHife L7, 768 #F 0 Saxagliptin 5 mg +
A MBIV UEEEM=177)D HbAlc DZELEIE, A MRV I+ 7 7RG 0=147) 0% L& L I
LT 0.5%K0 o7,

Saxagliptin @ 7" U X7 7 I R~D EFEOFHEE

AN IR KR EARG O 7 ) N7 7 I FEAITIAEE= > b v — R +5378 (HbAlc 7.5%-10%)
$%7E5®L%E LT, 77U T3 R~D Saxagliptin @ _EFHEOFHBEIEOG M & 2273

W77 2 A% RelBR 2 5566 L 7=, Saxagliptin & EEHE (FHE) OARNVKR=VIRERK (7

YR 773 RK75mg) &EOfHEZ, SHAEANEIE LIZANVKR=VIRFEE (X8R +7 )R 75
I RBEDORK 92%D BEITHEAMEINIC 1T H 15mg £ THHE) Lz, mHEICHE L2727 T
I FEE (n=264) & Lb#Z LT Saxagliptin #f (n=250) Ti% HbAlc, FPG, PPG WA EIZkFE LT,
Saxagliptin 5 mg $¢5-% ® HbAlc M OY PPG D% 76 3 & CTHRft L 7=, 76 #FF D Saxagliptin 5 mg #if
? HbAlc DZALENE, Wi L7=7 VR0 7 T3 FREOZ b & Hl LT 0.7%IKh - 7,

Saxagliptin DA > A YU L ~D EFREHPRE (A bV OO SUIIEDER)

Saxagliptin & —EHED A > AV ¥ (N—=R T A VEEOINY) 542 Bif) ZOFHEE LTS E0%
R OHEHIEOFMAE B E LT, R VHEARETIRE2 e — L RETH 72
(HbAlc 2% 7.5%LL L 11%LLF) 141 LKA FARAI L O—TFREA AV EDOHHELETRHEL
<IfE= > ha— L RETH-o72 314 4, Aat 455 40 2 BPERFEE BT 5 24 B O EEAAL
THEM T T Ak RERER A 566 L7z, Saxagliptin Smg DA AU D EFREFIEIETIIA MR
N VOUHOEEIZ )b BT, 77w R EREEEER & i LTS 24 3 B O HbAle X T PPG
ICR—AT A U NEOFRERLENRO N, 7 BREGREE LB LT, [FEED HbAlc D
oA EN A SR O OFEEIZ) )b BT, A AU 2 ~0 Saxagliptin 5 mg @ _FFEHIFIERE
IR Bz (FRI2-04%DE), A BRI COHOEEIC )DL, 77 B R EGRE &
L TCTA AV > ~® Saxagliptin EFRHFIERE TRO ONTN—RA T A VDD D HbAle DUFEIX
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BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

B5- 52 RIZIHBWTHEHE LT, 52 JIFO Saxagliptin £ 5-8F (244 ) HbAlc DE{LEE, 7
ZEREGRE (124 ) OZALE L B L C 04%(E0 > 7,

FT VY ¥ HAD Saxagliptin O _EFHOF HEE

FT7TVY U (TZD) HAITIa Y he— L RW R+ Th o7 (HbAlc 7Y 7%-10.5%) H#F %
k5L LC, TZD ~® Saxagliptin ® 3w F FIFEIE DA M & 2ot a2 7+ 5 24 8 77 Rt
PGB A Bt L7z, 77 BAREERE (0=180) &Mk LT, Saxagliptin # (n=183) ¢ HbAlc, FPG,
PPG CH ERUENRD b/, Saxagliptin 5 mg $£5-% D HbAle, FPG, PPG DX 76 HH £ THf
5 L7=, 76 ;0 Saxagliptin #f (n=82) ™ HbAlc DZEALEILX, F7 V'V VU H+7 T wAHREE (n=53)
DFEAL R L R LT 0.9%(K o 72,

B R R R

ERelEE (P EEIN=90], HEE[N=41], RHE A4 (ESRD) [N=39]) ZHT 25 2 BUHERIAES

(HbAlc 7.0%-11%) 170 4 (Saxagliptin £ : 85 6, 77 &ARHEE : 85 f5]) A %I4T, Saxagliptin 2.5 mg
Z1H 1A% Lo 25 5720, 12EEoLRiLRE, BELL, —Es5Hh, F7%
At FERER A FEh L 7=, AR TIE, 98.2% DEFE VMO MAERE: FHEICTRER Th o7z (R Y
¥ 753%, RROMBERE IR 31.2%, BANIE TS TEE) . 77 8RR L iR LT, Saxagliptin
BT HbAle NAEEICIR R Lz, 12 I Saxagliptin D HbAlc 2L &IZ-09% CTH 7= (FT7 R
BED HbAlc DZE{LEIE-0.4%) . Saxagliptin 2.5 mg $¢ 5-% ® HbAlc Dk IL 52 WM F TR L 7=,
LaL, hoifER TIEOFE 72 LIZ 52 R A2 56 T LI gBRE O3 720 o 72 (Saxagliptin Ff 26
Bil, 77 RARRE 34 B) , ARMBEEDSFEEL L 72 9B B IR GREH TR d o 7203, fRERZWT S
TARMBHEDOFRBLZRIL, 7 78R (4.7%) &LI# LT Saxagliptin #f (9.4%) TOSC@EmMN-72, 12
T R O 52 RIS HIE ST HEE R ERIRTEIE R (eGFR) XX/ V7 F =27 LT 7 0 A& HICFH %
ITo BRI T 2 AFEMITRO bivenoT,
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BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

% 3 TS5 RMBOBEIEEIRBREVHRAEE (EFEFEEE) HEBRIZHT
% Onglyza1 H5mg DEERXREHNMEDER
HbAlc @ 245BBEED HbAICDAR 24 BED TSR L
R—Z5 —ZRSAUNLDFE FHLAICHOR—ZSA >
A 2y HWEEE (%) 2 HOOEHELE (%)
(%) (95% = FEX [A)
BRIEESER
e (CVISIOI B (n=103) 8.0 0.5 0.6 (09-04)°
* CVISIN3g Bk  (n=69) 7.9 -0.7 (&) 04 (07-01) 4
(n=70) 7.9 0.6 (447 04 (0.6-0.1) °
L EE/REERERER
° CVISI0I4 B : A AL ~D
ERERS (n=186) 8.1 -0.7 08 (-1.0-0.6) °
*  (CVI81040 Bk : SUHI~D
5! (n=250) 8.5 0.6 0.7 (-09-06) °
* (V181013 3Bk : TZD ~D K
= (n=183) 8.4 -0.9 0.6 (-0.8-04) °
* (CVI8I039: A haR/L I v & D EIHE
PR ¢
WERERAE (1=306) 9.4 25 05 (-07-04) "
N—2Z A D HbAlc D 10%LL
tofE (n=107) 10.8 33 0.6 (09-03) 8

o CVISI0ST : £ AU v~ Rt
Beh (A FRAS OFHBEORD
WRREFAR (n=300) 8.7 0.7 0.4 (-0.6,-02) °

n=EAEZREIT ST — 2 O/ LT HERE (EARE ITT f#HT)

o I I LY L T S S R S R

TIRREETIE, VNI TFIRO1IBEE TS5mg 5 15mg £ THIE L,

NR=RAT A VETTHELIZR—RAT 1 VI OFHEERZE{LE (ANCOVA) .

T ERBELE OFEZE p<0.0001

7T RBELE OFEZE p=0.0059

7T RBELE OFEZE p=0.0157

A RALI % 1 H 500 mg 2> 5D BABPENFERD B HE121E 2000 mg (2 L7,

HbAlc OHIZE(L BT Saxagliptint A R AL I & X AL I VEAREL D%, (p<0.0001)

HbAlc D-HZE{L&IT Saxagliptint A FA/L I & A MRV I CHARE L D7,

N

RN EESESLT X, Onglyza D352 5217 72 2 BUBE IR 26 2/NEE O 1 2 IO 4
TORBAFEROEHBE DLW A RO TN D VNRIZEIT 2EEHICBET 2 HHRIZ OV TIT 4.2 25
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BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

D),
52 EWYEIRE
Saxagliptin }x 0" O = EARGH O L EhRE 1, RS & 2 BB RFEE TR CTH - 72,

N

ZEWGIRERR 1% 5-1%, Saxagliptin L3P/ ZWIN 41, Saxagliptin & OV ZGHMILEAE L 2 IREH]
B O 4 REE LIS e IAE IR B (Cona) 123 L7, Saxagliptin & OVE O FZARGH D Coax 2 Y AUC
I%, Saxagliptin Fl EOHINHFI LCEIML, ZOHELFIEIT 400 mg F THRO Hivlz, REEGER
1T Saxagliptin 5 mg Z HEFE OG- L7z & Z A, Saxagliptin & OV FEEAHY) O MfEH AUC O FEE
L, EZEH 78 ngh/mL & TX 214 ng-h/mL, MUEH Che 1%, EALE L 24 ng/mL 2 Y 47 ng/mL T -
72 Saxagliptin @ Cp & O AUC OHERFE NEBMREIL 12% A Thd o 72,

Saxagliptin {2 X 5 4% DPP-4 {EMEDBHE2Y, Saxagliptin D% 1 £ 5-% 24 FERILL B < D1, TEPESD
NEA~OFEE RN D oEBANET, BRMEHGT57-0Th 5D,

BE L OMAMEH

BEFEHERF |2 351 T Saxagliptin O XEMENREI 6T 5 BHEOREIIILED 2v o T, BF (SIEN
') L EBICERE LTSS, ZEIERE & Ll LT Saxagliptin @ Cpax (ZZARIZ2 035 7228, AUC 78 27%
W L7-, BH%ICHRE LIZ8A D Saxagliptin @D Cpa £ COBERFR (Tha) 1RZEMERHCHRE L THI
0.5 LR L7z, 246 OZGITITERRERITR W EB 2 T,

Giil

Saxagliptin X O O FERHW O & N MIFIZIIT D invitro AR ERIE, MO TKRW, L7223 -> T,
KREOEE (BHEEECHEE L) ChHEDRENE(LT S Z LI12L Y, Saxagliptin D73l
BAEREL D Z EiFneEEzbns,

5>

Rt

Saxagliptin 1%, EIZF h 2 1 L P450 3A4/5 (CYP3A4/5) %/ LTI &5, Saxagliptin @ =2 AX;
L, DPP-4 DRy, FlHY, BHERHEETHY, ZOHFOMRSIL Saxagliptin D5 Th
Do

GE R

Saxagliptin }z N O FFAAGHY) O VMBI (1) 132N 2.5 FERE L WY, 3.1 FEfE CTh
0, 4% DPP-4 [HE T %75 W) i 13 26.9 IRFfE] T > 7=, Saxagliptin (3 B g M Ok MR #E (2
Lo Pt &n 5, “C-Saxagliptin 50 mg Z Hi[a[# G L7= & = 5, Saxagliptin, =EHN, K O%
L L TENENEGED 24%, 36%K N 75%05 R FUZHEME S 7172, Saxagliptin D& 27 U7 5 AP
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BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

FIfE (~230 mL/53) VEHEE SR BRI E E O E (<120 mL/5y) KV bRE <, REENRY B R
METAC TV DLENREINT., FERBMOE 7 VT T o ZTHEE AR ERIKIEEH L & FIFRE T
bolo, BH LIEBIEEDG R 22% 03 FH TR S L7228, Ziud, # 5 S 47z Saxagliptin O —#7A3
AR SR S v 7z, IEIRE TR SRR Te 2 & 2R LT D,

S

N

SRIE

Saxagliptin & N FEZEAHY) D Cprx X OV AUC (3G EITHAFI L THM L7, 1 B 1 BEIOWTHOE
HE8|ZB VT b Saxagliptin X O FEZARHW O ERENMEITRD o 7o, 14 HIZH7- % Saxagliptin
2.5 mg % 400 mg @ 1 H 11[8] 14 HFH% 5 TlE Saxagliptin X ONEZRBFH O 7 VT 7 > A HEK

FAME M O RHRAFPEITRR O B RN 72,

gk e R
R B B R

FEHERE S IR 2R & i U 7e e oD, FREE D 72 2 18 RE R A 1235 1T % Saxagliptin 10
mg % AF G R OIEMEREZ TN 5720, HFEROHEHRGHREBRZ L7z, BRoxdZix, 7 v
TF=22 V77 A (Cockeroft-Gault DR 1CTEDE, BHERERRE 2 (50mL/53# 80 mL/
SPLAT) , AR B30mL/2yLA k50 mL/ZyLAR) , B (30 mL/gr ) (ZXy L7 EBE KDY, ik
BT A SEAT R ORMIBREEE L LT,

BB E OFEE 1, Saxagliptin & OV O EFEAR) D Coax (ZHEEE AT S 72 o T2, BRIE OB
REFEE A TIX, Saxagliptin M ONEZH#M O AUC 1%, BHERENIEH 2t oz kv bxhn®
N2 ERN LT fEREP-oTo, ZORED EFIIERMICEE TRV, BEOBKEERERFIC
35 HEFAEIIHELE S, FEEE ST EE OBERERF RS, H 2D WVITMIKENT & 1T o
RWBR BB TIX, Saxagliptin X OO FERFH O AUC 25, BHEREDNIE R e fliird & g LT
ENENRKT2IUER 4S5 S5m0 oTc, PEEIEEOEEERFELE I TIOMEIL, 101
[ 25 mg I[CIET D& 42 RN 44 BH)

i

iy
R

(Child-Pugh 7338 A) , HZEF (Child-Pugh 7% B) , XIXEE (Child-Pugh 778 C) DORFkE
ExH T 5 A O Saxagliptin ~DZREE I IR S L LB L T, ENE LA, 14540, 1.8
5 <, BMS-510849 ~DHEE BT EEEHRERE & it L TENFN 22%, 7% K1Y, 33%IE -7,

min A (65 il L)

min (65~80 %) @ Saxagliptin @ AUC (T4 EE (18~405%) & Ebi L THKI 60% = 5> 2 7223,
FEARMICERITIEW EZ 2 5N, FIOAIZ XD Onglyza O FHEFRETITHESRE X,
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BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

53 JFERERREME

71 =7 A ¥IVIT Saxagliptin & 3 mg/kg/ HLL B G- Lz & 2 A, Wik (B, 5, BE, S5 (ZF
WO H 5 &R iz, E5E&OMEES) 28D, RERAICRH 2 828 (NOEL) 1TERR
HEEH & (RHD) Td % Saxagliptin 5 mg % 55 L 72BE D Sxagliptin X N EZE B O L FRBEEDZ
NEN1 K25 TH D,

FZ &2 DERR IR RII AT, S A B BRER A B U 72T illd Saxagliptin O & b
TOMRRRBR TIFBIE ST,

b MERHEEHEO THEU L2 iR e LIERBE 22 -2 TOEPHEICKE W T, AERBEREL
DR, g, U o8, BREICRT D T <KBERIFEITIHED U S R TE AL & W O S fE BT
RO BTz,

A XTI, mHER R MR O B E OELE HIEN RO b, TOEREET,
B RHELE B2 56 5 L 72 IF O Saxagliptin X O EERFHM O & M BBEERO TN TN AFELT2MHETH-
7o

Saxagliptin [IERK DO —HD in vivo N in vitro DB InEHERERICE W TCBEHE Y Z RS o T,
~ U AKODT v b E AW 2 FERE O ASFHERBRIZ B W TR ARMETRR D b o7z,

OB 2~ mAET, Mo T v RIS 2ZEREO N, Ty FED
U RIZIBW T, Saxagliptin [Z7H L72WTHOHEICE W T ORI E RS 2 oo, 7 v BT
17 % Saxagliptin i H & TIIIR IR OBEROEELE GEEEIE) HRO O, EEEENRO N
TRBT ) BBIROERERADNAE U, MR, v NMEREHER 5RO Saxagliptin & OVE A
Mor NEBEOZTNEN 303 ER N30 ETH-oT, VI FITEIT D Saxagliptin DL, FHERTE
PHEFRBNEIZB N TORB O NICBERERAEROHLTH o= (BRI, bt MEEHER GO
Saxagliptin X ' EZRH#P DO FFERBEEOZNZI 158 (5L 224 %)

7 v b &AW AR R AR OF A BMERBRIZIS W T, REEREMERBLH & T O ERD 2
Wb, MEEEE T MESEHER GO Saxagliptin X O TEENRH#H OB M BRBEROZ L 488
BERV A5 (ETh o7z, TOERE~OREIHER OMEIZISNT, ZLHPER 120 X112 H £ TR
HT,
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6 A
6.1 Hmyny Rk

[2.5mg $E]
SEAIEZE

FLBE AR
WL E— 2 (E460i)
JaAHNAr—RAF MY 7L (E468)
SV AVEDING /i SVAVN
T4V T—F 4T

AU E= LT La—)b

~ 7 1 a—)1/3350
b4 > (E171)

Z V7 (E553b)

s = Regk (E172)
FokllA >~ o
vT7 v/

AT HNI TN = AL —F (E132)

[Smg #E]
SEAIEZE

FLBE AR
LT —2 (E460i)
JaAHNAr—AF KU 7L (E468)
S INT - SR TN
T4 T—F 4T

AU E= LT La—)u

~ 2 1 =—)1/ 3350
b4 > (E171)

Z V7 (E553b)

Rt = Fe{bgk (E172)
BN e

77

BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

AT HNI TSI =L —F (E132)
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BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

6.2 BEEZ

T,

6.3 EREAR

34

6.4 EELODBER
ARIFNIRR ORE B L7220,
6.5 BAHEOURRUVEFE

[2.5mg FE]

WE7 VI = LT U AR —aldE,

14 8%, 28 &&, 98 $EANV, I VAR LO 1 EBWLITHT Y A 2 —al%k,
3088, 908EAD, SVUVHBY D=y h F—X 7Y R~k
ROV A XTI SR ATREMESH D .

[Smg #E]

W7 VI = AT Y A —pdk,

14 88, 2888, 988EAY, IV AR LOT Y AZ —adE,

14 88, 28 &&, 98$EANV, IV HARLO 1 EABWLITHT Y A X —al%,
3088, 908EAD, IVVHBY D=y h F—X 7 U AKX —aldk
FELOY A XF XTI SR ATREMESH D,

66 EE-LHLDEE

FeR O BERFIH T 720,
U Zenno 738 SO I BEM T B E O JHH BRIt - THRIET H Z &,

7 BRERBRIRGE

Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UBS 1DH

United Kingdom
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BRI AS SCEFRRR
Onglyza 2.5 mg film-coated tablets, Onglyza 5 mg film-coated tablets

8 HRERZEES

[2.5mg #E]
EU/1/09/545/011-015

[5mg #E]
EU/1/09/545/001-010

9 #IEXER EKZBEHH
HIEIAFE A 2009 4F 10 A 1 H
10 ETH
AREFGIZET 256 EHIT, MINEFEST (EMA) @ web A F TAFRRETH D,

http://www.emea.europa.eu/.
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U20357
テキストボックス
＊2～79ページは新薬承認情報提供時に省略した


/)

1.7 RERME—EXR
FRERZhA & LT, ZhRE « 2i2R7S 12 BUBELRYE) ©, A& R CIEMBEFF CH % DPP-4 FHLEE
REBET LA MERE FTET S 70 7Fr, T30 70 7F o BIKEREKFY, V7Y
Fr, TaZ U TFUoRRBERME, eAZ 7V TFy, 27V TFU U KRR S %,
IR 2D dh — B R A L7-1~E 1.7-4[07R 7,

& 1.7-1 RERzMm—ER (1/8)

—HI 4L PR TR 7Y TF K TN TF
HR5E4 A7 Y YEE2S5mg, A7 U YEESmg AA =—§E 100mg
g RERERA St PR =F b 2E

KEAEH B — 201249 H 28 H

A H — —

TR A4 H — —

HLHI X 5y — AL AU 3R
] 0O H
O H CN H LN
s <N *H,0 ) PhsCens
HO  H,N H =N
H H Hal

1 SEY0 27U 7F LK 2.64 mg, 529 | 15EHT7F 7V FF100mg #EHT 5,
HE - & |mg (B¥FH 27U 7FFL1LT25mg 5me)

EEHTD,
2 HUHE PR 73 2 HUHE PR 73

72720, FRROWTNNDIERE T8RN
BoNWGEIZRS

O gk, EBIEOL

QAFHRE, BEREICMZ Ca-ZVva v d—
ERRE A% A H

@/, EIREICNZTEs T A FR
A %4

OFE L, EREICMA TALE= VY L
7 #ll %k

OFRFIEE, EIRECMATTF T I PR
A %4k

BIRE X I35 IR

(1) AAIOHEAIEH 52> U OFERIFIE R D K
KT 2B, EEREL 7512972729
EE - R zf%%ﬁxfﬁé%ﬁmwwﬁﬁﬁé:a
B Q)%E%@%%ﬁﬁibtﬁﬁmﬂbfw B
R v K& BET D Z &, FERIFELSMT b IHERE
R - REEGMES, FEREELLORER (B
IR, FURIRHERER TS 20T 2REERHDH T
LILRETDHI L,
WE, RAEFYFI 7Y TFF o LTS mg | @, RAKIETFZ7Y)FFr LT 1 M
Z1H1EROEETS, ok, BEOIREIC | 100mg 2 1 A 2 B4 ICROBETS, 2E,
FAELOHE| U T25 mga 1 B 1TERAZRLET S Z LM | SRR HSREEICE, B@E Hoicssg L
TE 5, A5 1 [EfEE% 200mg £ THETAEZENTE
%,

1.7 [FERZh G — B
1



REEA—RR (2/8)

—HIAL AR

Y7 TF oK F

T ST

ik - A&l
SPGB
A EorE

HREERE DL O BRI TR B I, HRiftt DRI
12XV ARF|OMAFFREN LA T H728, 2.5mg
WHETLHZ L, ((EYERE) omsi)

i IViF=y b8
JVTF=v VANGZS
(mg/dL) (Cer,

mL/min)

AL b
D B R RE R
ERE

Bk
>1.4
Lotk
>1.2

2.5mg, 1

<30 H 1

X IVTF= YT T AICHY T A HBE
8 (455 60 7%, 1AEE 65 kg)

B ReRE S BE T, R OB L0 AHl0
MmAFREN LRI 5720, BEEL EOBHRER
ERETIE, TRREERICHEZMEHTHZ &,
( TEEppmhie) OB

WIF=s0)77 | Mg VT Al
v (mL/4y) | (mg/dL) #VY

e it

TR
MEE R B Cr>24
KIE A4 M Cr>2.0
B
KR REFITOWTIE, MEENT & DR
BIfRIZM D70,

E LD VT F2r YT T AICHEY T A
Bl (4R 60 1%, (AR 65kg)

Cer<30
100mg,
1H1[H

P
el

1. ARFIORRS xS UiBHEUE OBEERE O & 5
#

2. EES M= A, BEIRIME R R SRR,
| BUBEIRIF OBE (iR, 1AV kb
B AR T IIUHE O S IE S I & 72 D O TAH
BT RETRY, ]

3. EIERYYE, Tk, EERIMEOH S
BE A A U EHICK 2 MEEBHNEE
DD TARFOEGITHEE 20, ]

(DYARAN D o3 12 kF Ui BUE O BERERE D & 5 H
=

QESEST b— A, BRI T AT R,
1 BOBEPR I D FRE [Ei L O v A Y Tk
LR EmIMBE O RIENMAL 7DD T
ARANOF G138 X 720, ]

Q)EJEKYYE, TR, EERIMEOH DA
FA AV AL DMBEEENRLEND D
TAFNOB 138 S 220, ]

A LOER

1. BEEHES (ROBHEICITEECKRET S
&)

(1) HEEL FOBEEREDH D BE X
BT ORMBA2EE ((Rik - AZICEE
THERALEDEE) OHK O (FEYEIRE] OIX
)

Q) ANKR= T LT H], @A Y 5y
WARHERI ST A v A Y A A B G o B
URIAED U 2 7 BNEEINT 2820855, ]
(2. EBLEARMEEN) ) o, 3. #
BER) oK (4. BER () EXAEIER
DIEMmMFERE ] DOESR)

(3) WIZHT 2 BE UTRAE R 242 =+
BENWEH D, ]

1) T AR 2 LRI B AR 42

2) FeEARREE, SUERINEE, REAIZ A EE
B, BEEREOAREXIIETIRGE

3) I L P E D

4) BEOT NV a— LR

4) BEERFM OBEE UG HEOEED H 5
BE BHEZR-TBZhAH D, (148
ER (DEXGEIER DEEAE omE2R) |

1. EEHRES (ROEFIZIFEEIZKRET SC
&)

(1) EEBEEREE D D BE IBNFOR
R ReRE (THIE - AEICBEET 244 E
DEE] , HEpEe oESR)

Q) ANVKR= Ao LT RIZRS R OBE (Mo
DPP-4 FLEANZR VT, JHAIC K Y EE KM
PEREDHRE SN TWD, (TEEREAREE],
HAEVER) , TRIER) omEzi) ]

(3) WITHT 5 BE UTRIE R 2 =
BENWRDHD, ]

1) BM T AR 2 LRI EAR 2

2) FEARIRRE, UK, RHAZ R FE
0, BFEEIEORE X ITETIREE

3) P L A E S

4) WEDOT L a3 — VABTE

1.7 [FIFE R Zhin—Fa %

2




= 1.7-1

REEA—RR (3/8)

—HRENA B

VXYY T T K

TFITVTITF

A LOER

2. EELGEARNEER

(1) OBERF A L A %2 AT 2 H A
IAEER 2 TBENNH LD T, ZNbH
D IEH) & O PF B 1T B T UK fURE R
BOFE DA TTEIZ DTSBTS5 2 &,
FRlZ, ANFR= Ly LT A, #A 2 Y
SYWMEHER T A > 2 U HE L PR 55
&, RIMBED Y 27 BRI+ 5 8F008H 5,
ANV LT AL HNEA A Y 3 UME
HERISUTA R Y AN OWTE, JRHEED
IRILBED U A7 WS D726, ALK =)L
LT AL E A R MR XA
2 Y CBAIOWEERFTHZ L, (1. &
ERE((2)) ©oHE, 13. HEER] 0HEKLOD 4.
BMER () EXGEIMEAR NELKEE OEB
i)

(2) AAIF G-, mbEz EHMNICHREST S &
EHIT, BmE oI BE L, BlokSikEo
MENEIZOWTHEEEL Y T &, KAIE 3 4 A
5 L CHREZEMEICHT D ENRR 7%
B, LVEYEB X ONDIRFE~OEE LS
BTaZ e,

(3) BE-DOkFiTIZ, BEOMENRRL 2D
G0, BEORELE, BRYYEDOEIHEIZL V%)
Bl oo, R R EAERH DD
T, BEEINE, (KEOHRS, MFHE, KYYE
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BIEROBEEIIAHE L) |

(M EXLEER
DAEMmBEEIR (0.1~5 %A BnHLbND
ZERBHLLDT, BEDRIEL FICEE L
No#H5425 2 L, #tho DPP-4 FREHT, XL
RO LTHEIEDHATEEREMBEE R
Nhobhh, BEFELREXRTHEHESATL
B EMND, RILKRZIILTEIEGRT 515
BlZlE, RILKRZILYLTEIDOBEERT S
C & Tz, REIOE G XY AR MIEEER AT
O HLNTEGEIITEFE LY a a5 20,
a-F a3 F—EEEFRELOHAICELYIER
BERVPBOONLBEICETTFVEEZRS
5L,

2) AMERX BEELRN) nbobhsZ &N
H5HDOT, BEEEFSIATV, e L
M, WL O BeE AR LG A IR S
ZHIEL, @UIRAEEZITH 2L,

3) AST (GOT) , ALT (GPT) , AL-P %0
LW ER 205 FFEEEREE, #E EEART)
BHLPONDZENHDLOT, BELE 02T
W, BENEOLNTZHGAICIIRGERIET S
72 EHYI R EEITH Z L,

4) R [E#EIRARSE1Z B (Stevens-Johnson JEERE) ,
WA (TN HEERR) B bbitd Z
ERBHDLDOT, ZO LS RIERRS L b=
AliEEEEPIEL, WUARNEZITH Z L,
5) fsE, B, CK (CPK) b5, ifidk
CRFI ATy EFERRE T 2HEBE
BERE BEERH) "bobhdZ ENHDHD
T, 20X RGEAICFEEEPIEL, #EYA
WiEEITS Z &,

(2) EXGEMER ($EF)

BERAENH OLDONDZ ENHHDOT, BlELE+
INTATV, O, IEE, FHit 28
I8, URA-2E 00 B A8 b - a3k 5 %
ik L, @EIREEITH Z L,

4. EBlEA
[E PN C 5 S M7 BEARBRIC BT, 883 4l

240 5 (27.2 %) \ZEGIRARAAE T 2 5 o RIE
HAnR#ED LN, E2BIEHITZNE 30 4l
(34 %) , Ef27 61 (3.1 %) , HEJILE 19 4l
Q2%) HThotz, UKFBIF £ TR
(MEXLEER
1) BFF2, FFHEEREE (OB 8EERE) .
ALT (GPT) X% AST (GOT) @ hH5 %k
I PFRIVIFFRRERREEN H DD Z 1D
HOT, BEE ST, WMURAE LT
5z &, (T2, BEARLEANEE] OESMHR)

2) MEZFE BEEARR) : 7o oF T2
Hape AL ER 200 LTV ARETIE, B
L TR W BRI B~ C LS VR B 0D 8 B AR 2
NEPo T L DWENHDHDOT, BEE T4
IZATV, ERN S Db GEe ik 5 2 h
EL, #UR0AEZITS 2L, (I3 FHELE
) OESR)

3) {EMHEE : AFIDOE 51 L W AARMEHEN D S
bNEZENHDH, ANKR= LT LTHIED
PR CEEZIRMBERS & b b, ikl
Rz RTHOMESNTNDZ &b, AL
Ry LTHEIE AT 254X, AR
=AU LT RIOBEE R 5 2 &, RIMGE
JERDSTRD LNTZHAITIE, BWEE SR
FERT 55 CWURLEEIT) 2, (11

HERL ), (2. BEERERNER) , I3
MEMER] , [EREE] oESH)
4) EREFBERE (EEARS) - HEgE, B

J&, CK (CPK) L&, mAkRFIA T e
vy B AR E T A REBRARE S S 5 b
NDHZERHDHDT, ZDXHRIFEHITITE
HzpIEL, mURNEEZITH L,

5) AMER HEERH)  AMEX RS LD
N5 ERHBHOT, BEETIITITY, FF
e 7o U WVER, TR0 R 23580 i
FEAIIHR G 2RIk L, WEEARLEETT O
&, (N2 BEEARARMEE] OESMR)

6) BBEAZE (WEARH)  BHAEROLDLND
ERHBHOT, BEE ST, BED
ok, MR, Frved DN, MR-
WHRRD N AICIEEEE PRI L, #@h
RAEETHZ L, (TLHEEERE) OES
&)
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® 1.7-3 RIERM—EXR (7/8)
— W% Br Tu g ) IF o BERE EARETYTF
(3)Z DD EIEH (2)Z DD EIEH
0.1~5 %kt BE | jyes ookt | 1 o6k
D BEETD \RBT5E BME mERUY e /AR
2) HE® M, S, WO TR || e me | - o
{58 BRREE | — [HEL, ER |0
3) BEHMER |0HE, OFV», WEO LT DIEEE I PN —
4) Z0th PR, BINEEZ, THE, BiE, | | [hEES — — 5 LT
RIS, AP, A BREE Wk |ER, WA, EEE
VE 3) BELHE 1 PN e O [ B PR 3R D4R 3l 02 36 i, MRS Z A TR
< — BRI, VSR, B, L,
. vy A
Bd) Tk RAIIEE GRS T — 22l Iﬁﬁgﬁ?ﬁ
=3 B B Jim, AST (GOT)
wh, v -GTP
H9, ALP H#590
EERE |EH |ZiHE W, %5, -
Wi, 7 5 FESE, RS
W
ZDih ZelE, MESIE, |CRP HEN, KA
1A CK (CPK) | M7 fE
— |, b cK
(CPK) -MB #4
pil

R EorE

5. BEEMANES
— I E T CIEBHEENMET LTS Z E
NENDOT, BHEREICIEE L, BHREREE O

BZIE T e lEREZ1T 2L, (<A
% - AEICEES AERLOEE>, MMHH

hH) RO [EWMEIRE] oms)

5 EEEOANKRE

— R EEE CIIAEEEMITLTWD O
T, BIEFABICHEEL, Bz ozt
RNOEEICEET DL L,

6. 1w, EiF RIAFRE~OERE

(1) W SOTEEIRE L TV S ATREME O B D i AT
L, IRIREOFRENEREE EEb b &H
WrEh 2G0T 52 L, HEET
OB G5BT 2 ZaMEIIMESL LT Zevy, B
MR (T v F) ICBWT, BE@EEN R
EhTndg, ]

Q) I oAICRET 52 L ERT, Ot
PETHRET AL S5 -
Lo [BWER (7> b)) THHHR BT
L ERHEINTND, ]

6. iR ER RILBE~OERE

(1) TR SUTIEIR LTV B Al REME D B 5 I8 AL
WG LW Z EREE LV, UHETO#E
IR 5 22T LTV, £, B
EB (7> NEROTHX) T, RIE~OBITH
WEINTWD, )

Q) AP OWmANIIBET D Z L xlET,
LEHTERGTLEAERALEPESES 2
Lo ([BWER (v 8 T, Wt~
LT EnHEINL TS, ]

7. MNREADERE
IRHAEGEN, B, fLE, sl sUavhRic
35 2 AMEITHESL LT ey (FEATRRERDY 72
l/\) o

7. INRE~ADKRE
RHARER, #HAeR, LT, $hIE/ngic
592 ZEAMEIIHEST LT AR uy (i FRRBR 23 72
l/\) o
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x 1.7-3 REERMR—EX (8/8)
— W% Br Tulg ) 7T R RERE CANE T TF
8. BEkE
i, R SAEANEERA LSS & LT RKE
FeGRBICBNT, BT QR & ORRERT A
R I TV 5,
AFH) 400 mg H5-T, fiE, SERGE, FEA, F
[, U S—¥HEhn GEHEE LR 2 LI E)
— 600 mg % 5T, TROFEME, CK (CPK) H5i0,
AST (GOT) 4/, CRP#, I A7 m b4
INEERFRD BTz, 2T ORERKE WA RIX
AFN G H IR IZEIE Lz,
WE : BEEENRD SNEGA AR O S
ZHIEL, WURAEEITO Z L, ek, AH
WM FENTIC L 0 REShR,
8 BHLEDZFE 9. EHLDEFE
EHIRZ AT PTP WO EANL PTP > — D | EFIZAHEF : PTP @EEOFAIL PTP v — b
WY LCIRATALfEET AL, [PTP | BV LCHRATALH>I5ET AL, (PTP
— hORMKIC LY, OSLAERDS BRI | O— FORBIIC IV, BOSLAER S R~
FIAL, BIZIEERAL AR 2 UCHERIAASOE | AL, BIZIEEEAE 2 L CHERRAA SO R
ERAMEEZMHET DI ZEAME ST | BRAMELZHEET I Z EBHESATY
%o ] %o )
10. ZOMOFE
(1) ~v7 A&V 104 HEERER O &R
AR B IZ BV T, 1,000 mgkg H
(50mg 1 H 2 BAIHETOE F#HEE
i EoEE (AUC) @ 199 £5) FEOMETHMRMRE D
FEABIEEAHEM L, 1,000 mg/kg/ H BEDHE
KO 250 mg/kg/ H LA EREO B C i P
DFAFE DI L 7=,
Q)ﬁ:&%ﬁ%@naﬁ%ﬁm&ﬁﬁﬁﬁ&
ICBWT, 50mgl H2EHETOE &
T (AUC) ICHY T2 5 mgkg/ HEL Lk
OHET, M, BFXORE%EORLER
75 (5 mg/kg/ B CHREMB IR Liz—
EPED A, 20 mg/kg/H LA ETHIE, i
%, 80 mg/kg H UL ECHISESE) MA@E
SNTWn3
Fl2, D=T A FLOMOREN G M
ERIZB VT, 20 mg/kg/ H UL EOHET,
&Iz & v wlal 5% i abh v e b
T, ERANEEIE, IMiRAEALER ST A
—% (LDH, CK (CPK) , ALT (GPT)
&UAH(@H))@L%,WmﬁT
I FEAR T XX AEAR 2 £ 5 1R o Je i oy
FENRE SN TS, 40 mg/kg/ElU\J:
ORET, —HOMEETHEED L < 135
TR SNT-—HT, AEFTITER
IE— Pk TR G I B L,
728, FEEOBER LIZthoswiE (<
VA, Ty b, AZXKRVPTHF) KOt
TS ST,
= T SCE 2012 4F 4 AGT G 8 ) WA SCEE 2012 4 12 AT (35 8 i)
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= 1.74 RERZIM—ER (1/5)

— X4 R BTV TF U K
. Ty XETHE 25 mg, ¥y X ETEE 50 mg, 750747825 mg, 7T 7T 4 7 HE 50 mg,
Bt U X E T 5 100 'Sy
v si 100 mg 75 77 4 78 100 mg
ey MSD #R =tk NI LM
AFBEHH 2009 4F 10 A 16 A
FEEFAf4E A —
ARAFENA —
HR X 5 W5 AV EIES
F
F
\“ o H NH (13\
T {/u/ e
M + HaPOu - HzD

A - & &

188 %27 7F > 25mg, S0mg, 100mg =&HT D,

PIEERESIES

2 BUBE R S5

72720, FROWTNOER THORPIRPE LN WIEEIZRS
ORFEHE, EEREO R

Q&FWE, EWIWERIEICIA TALR=L Y L7 H & H
@, EIREICINA TF 7V U 20 RIEH 2 A
OETREE, EIRIEICINATEZ 7T A FREH 265
GORIRE, EBERECNA Ta-Zva v ¥ —BHER 24 H
Ok, ERREICIZ TA R U o BE A

LR O &

WE, RAIZVZ 7)) 7T LTs50mg & 1 B 1 ERROEET S, B, $RA S0
HlTiE, BBE IR LN S 100mgl A 1 EECHETHZ ENTE D,

ik FEIC
St paY
A LOEE

AFNIEICEB TR SN D72, PHEEBKERETOH 2 EBH TIX, THREZHZITHERE
528, [ MEEEKE) RO YR OHSR]

IiF=v9) 7774 (mL/min) —
EX Bl [ == pus =N = =
B ek WV (mg/dL) * BERSE R G &
30 < CrCl< 50
e B 15<Cr<25 fé?% fg?%
LMk 1.3<Cr<2.0

* LT F= )T T AR Y T A

P
il

(1) AFIO T LiBBUEOBER O & 5 B

Q) EIEY b= A, BERFESEESUIATEME, | BERBORE iRk OS2 itk b
LN R EMLEE DR IEN M & 72 5 D TAFZ LGS _&E TR, )

(3) MIEBN SUIIEEBN 2 B9 2 BE 2 ELHEEBHRERED D 2 BE ARFIOIMm FHEEN L
H4 5, ( [3EpERE) OESM) )

(4) EIERYYE, TAplHR, BEERNMEOHDBRE (2 ) VEMICI D2 MFFHENEEND
O TAFNOFEHIFH 720, )
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= 1.74 RERZIM—ER (2/5)

— A4 B LR TN TF N R K

1. EEHRES (ROBBIZIXEECHETEH L)
(1) TEEBEEREDOH HEE [ THE - AREICEET A EoEE] KO [HEydhe; o
THS )
Q) MLOBERFHEE (i, 2 ) RFIUI ALK =L D LTH]) 285 hoBE (BRI
IVERMFEEAE TR D, (TEEARRARNES) , THAEER) , TEXARRTER]
KON THEIREGE] DESHR) )
(3) Wi 2 IEMpE 2 = 3 RBE o b 5 BEULRE

1) T EARAEAR 2 LRI B AR 4

2) HEARRIREE, OURIREE, AHAZRFER, |FEREOANL IETRE

3) BL W AES)

4) BEOT N a—LAERE

5) e
@) AT OBE X IIGAZEORFEO S 5 B85 AL E_ITB8Znnd 5, ( THEKXZH
EFA ) OIESHR) )
2. BEELEARNEE
() AR OFERIZH 7= CTiE, BE I VRIMEER K OZ OXLITHEIZ DN THait i35 2
Lo BT, AR Y UHIFIIT AR =L LT HEIE R DA, RIEE D U X 7 2384
B A VAN VBRIAIIZANKR= LT LT HNC L BIRMOBEDO Y A7 28T 25720, ZhbH0
HHN L AT DHAICE, A A ) VHRIASUIA VR =L LT RIOBEEBRHT D2 &, (ME
G, TFEEMEMR) , TERAREWER] RO TR OESMR)
Q) HERFOBWI ML LB I L COREMAEE/T 5 2 &, FERFBUIMNT bt RE 2

R EOER | & - REEGIESE, BERFEDOMER (BYERER, FRIBSERTS) 2087588 N5 L

WCHEETLZ L,

3) AHNDOBEHILD 5 U OFERIFIRROELAR THh o IRk, EIREL 01 T->7-9 2T
HRNBARTIRIBEICRO BETDZ L,

@) AFFGFx, mAEZ2EHACRET D L L bIC, BBE B L, FickEikon
BPIZOWTHEEEZIA D Z AR E 3 » A5 L CHLRBIMEICRT 2 RB A0 GE,
EVEEEEZONDIER~DEREEETDHZ L,

5) BHOMEETIC, HEOLENZRL 2DLER0, WETHAVLENLLILGENDHY, £, &
FOREE, BYSEOGIHFICE VRN 2o, R0 2GERHZOT, BF
B, mHE, EMEORREICEEDO L, WSRO R, 58, HHORRNEC
EETDHZ L,

(6) BHEREREE D & 5 BE TIIAAOHEM N EE LI FREN ERT28Z 03 H 50T, B
REEMNICRET A2 ZENEE LY, [ THE - ARICEETAER EoEg) , MEEE
B RO TRWEhRE] OESHR)

(7) MRS B OIND Z ENHDHDT, Frlehell LWERE, IEHZEOPIEIER?A & 6 bh
AT, ENICERMOBZEE2Z D L) BREFICRES -, (THERREWER), %
DOMORIER) OESK)

8) A AV UMRIFIRRED 2 BRI ABF T DA E £ 2 U VK L O REEDOFLR)
MR O EMEIIE SN TR, LN - T, BEDA VR ARIERBIZOWTHER L,
AHN LA R HA L OB GORIEZ BT A Z &,

(9) WA o 2 Y P UMETESE, GLP-1 7 F 1 Z8UH| & DPEFIC DUV T O K e 2
FESL S AU TR,
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& 1.7-4 RIERZM—EXE (3/5)
— R4 B UHE TN TF ) R KT
3. tHHEEH

A LOER

AFNT TN D REAAR & U TR S, £ QPRSI REBN A 72 JRANE 5300 O BE 525 HESR

Ina, [ IEyERe] OESMH)
(BERER) (BHRICEET S L)
SEHN4 L BRI - HEE R BT - fERRIA T
IR I R IR SR & OOF R, RIMEHE O BUCER | BERS A (B,
A2 B THZ L, BRI, AR RIFISOI ARV TR & BER | AR /B S F A=
AVF= MY TH] T 556G, KOV 227 38T 5, Zh oo | Wil & oPFHREC
F70° ) R IH BN & DARIMBED ) 2 7 8 2720, AVA)vEL| 1%, AFIO Mk
LT bR ERA FSUTAVE= MV THI DI 2 W5 = & IRMBE | b o — LI &
a7 vavy =t pRER] RBRD HNTGAICE, FEEEORMLEZERT| v, KMFEED Y 2
AN AY 5y MR S 570 R UE AT D Z &y o) vavy =t LER] | 2 3 EInT 3 B8FN
GLP-1 7Hn)" SFH™ & EOPFAIZ X 0 IRIMBEEIR 2RO G2 GEITE, | b5,
T RopERES AL, [ ME&EEE), [HEE
Tl ARMERE ), TERZEIER) RO TEEER R
DS H)
AN AHNE OBERIC L0y TRy MsEREEN DT | BETERH
WHIIM L= L OMENH D DT, WEWYIARBIEE2ITH
&, [ TEpERE OESR)
MR TER 28085 5 38 | /250 38A & ARA 2 0P 2856120, mpERE FIER | A27R3EA & ot
Al OHFRIZE Y S DIIMBESNME T2 AlRetER & 5 | & 0 bR TR
B -HET 3K =%, fHHT 2568121F, MBEHEEOMBHFORE | BRI BZM
F)F A EEOBELENLEETDL L, »H5,
)73V R A I SR BHL )
i B R R VR 2 38055 9 2 38 | AR & ARAI A DR DAL, BERE N UER | Z2RRIRA & oI
Al DOWHFH LV MBEDRS EFT D AEEMEN S 5720, OF | &0 MBERE R A
S VIV 4 25A8100%, WBHEZ OBz ORELZ o8| HIsnsBsEnn
RIS R e BLBNLHEETL L, »H5,
FRAR R v 25
) TEEALARNER] OESH
4. BIER

EREREAER (GAER)

EN CHEME S - BRRERIZI VT, 1,581 Bl 181 il (11.4%) OBRWERARZEO bz, i
b OIFRMMAEE 63 B (4.0%) , FH 17 B (1.1%) , ZERE 9 #1 (0.6%) , MEHEBREN 8 B (0.5%)
HTholo, iz, BHEOTETE RWVERMREMEO RELETIL 1,579 FlF 62 #] (3.9%) IR
Hoi, EbDIXALT (GPT) #5120 #1,71,579 51 (1.3%) , AST (GOT) #4012 f51,1,579

) (0.8%) , v-GTPHhN 12 61,71,579 f5il (0.8%) FETH o7z,

(MEXLGEMER
D T7F7245FV—RE BEEFRH) P 7 F 74 7% —RISBHOONDL I ENHDHDT
BRE 2TV, BRENROONEEAICEESETIEL, @O R0EEITH> 2k, [ T2k
= OHEZMH)

2) RIGHIEREIZEE (Stevens-Johnson fEIREE) , RIRMREXR (WTHBMBEERE) P &
JEREEARGE(BERE  (Stevens-Johnson SEMERE) , FIPELERDH S ONDLZERNHDLDOT, Z0O
L IERR D S HAalcidE s 2L, @URNEZITH 2L, [ 22 OEER)
3) {EMIHEAE : R ORISR & O CIRMBE (70 A Y FOFRRES3%, B4 27U &2V v
OFHRE 0.8%, A FasL S U OFARE0.7%, RZ7 U R—Z0FHEE 0.8%) BNHHDONDZ LD 5.
F7o, A AV CRAIOHARHRIEEE (17.4%) BELHALNTWDS, FRZ, A A ) 8
KT A NGB =7 LT HE OO CERERRIBHER A D bbh, Eikilkz k96 b ms
INTVEZ NG, ZTROLOIEAEJHTLLEICE, AU VBT ALE= LY L
THRIOWEERFT D2 L, Eio, tORERBAELE O LG E THIRMEE (1.0%) 2
WEIN TS, (KIMEER GO SN HAICE, E 2SR Z BT 572 Pl
BEITHZ &, 12720, a-ZNavZ—BHERE ORI LV IRMEEERSEO 5 i-5E
WZIET Rouliz 352, [ MEERSE), TEEREARNEERE], THEEH) KO T
R DIESR]
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— BN R

UHE TN TF ) R KT

A EoEE

4) FFEERES, iﬁ(w?n%ﬁﬁx%)m:AM(«H),MJ(@W)“@%LwLﬂ%
ﬁaﬁ% EE, HEMNDLDNDZLNHHDT, BEEZ DT, BENBDO LN

2iE, BEAPIT D7 EEUIRAEETO Z &

) 1 Té(ﬁf?%)m: e Ny #%%bﬂé ENRHDHOT, BEEZTZITITVY,
RO HNIHEITE, BEE2PIET 272 S#EORLEZITH 2 &

Lwﬁhﬁ(ﬁfWﬂﬂﬁ)‘%@Tﬁﬂ%%tﬁus EBHDHDT, ﬁAéﬁJ\CﬁW Fe

FI70 8 LR, iR % oD RO LN EICI3REEPIEL, WYRLEZIT) Z &

WSO BRI %MTM mm@w Xiﬁ%@r*%ﬁiénfma

(JI__EJ O)IE?%EE]

7) B (FEEA) o Wgéﬁ%ﬁ%Bbhé EWBHDHDOT, FE, Gk, WA

% %amﬁ‘(hya)“ SR LN TGAITE, @%ﬁL%%Xfﬁﬁﬁﬁﬂ‘m@7—
LOMEEERT D &, BEMEN% w&bht TR AIE L, BIBRERLVE

/ﬁﬁﬁﬁ EOMY R LEEITH T &

8) BRE (BEARH) ) %%%#%%bﬂé &#%6@T Bl A 14y

R, MR, R 2008, EEEORENBD oS

Bairo &, (MEERS) OESHR)

9) WBWIUFRMERE (BUEAH) I o M, WK, CK (CPK) k&, M RORPI A7 =

vy ER AR E T ARBRIENH LA ENHHDT, ZO LS RiGAITITES

L, WEYRLEERITH Z L,

) BIEWEHHWVITHIMIB VTR b TV 5,

ETEEQ%K%

,/4

A7V,
LG afkL,

FED
10 B 72 Al

(2)Z Dt D EI1E A

WD X9 7JEIRINTEBE RS b 5E12, &52 P15 C@EUIRMELAITH Z &
FlYEME m~2%%ﬁ N
TR FEIMED E Y, B SR
AR P B bR S PERANRRE O AL
H R OSKEBEE | BlsfED E 0
Dl b SEESMGE, D EESMGE, B
MR, SR M OF | SR S AR R
TheRm b
H b JEESATRRE (B AP ZETe) |, MEEORER, MEsW, M0, WK, T ek
W,ﬁ%,ﬁﬁu—f,@%,%m¢ﬁ , OUbAMEEER, AR
WmPEEER, ONE
NFRRE SRR | IFREAERLE
&%&@&Eﬁ%%,ﬁ%,%ﬁ,%ﬁﬁ FE Mg, =M
ik bes %, B
%ﬁ%%&@ B, P,
A VR, T5abis
Ay 2o, FRNE, PRI
R AR AR A DB T IRARERD, (RESM, Rk, ~T 27 ave R
~~ b7 U v MNEd, AMEREEM, ALT (GPT) /1, AST (GOT)
B0, v -GTP HEA0, IF © Y L B 880, 1l LDH #501, CK (CPK)
N, M= L AT —u N, fn P RESH N, PR SEHEN,
LT F=U8N, T R o, KRR Y REARN,
FRUZURY REOM, JREBE A

1) BRERBEDHDVITMHIBNTRD LN TN D,

5 BEENANRE

S CIEBHEEEIME T LTWD Z L RZ W, mlE CIEBHRRIC
I Y B 21T O 2 &

KO HEYERE ] OB R]

HEL, Bikee
( THE- A EIZBhES DM EoEE]

BEEND D
MEE &L
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— BN R

UHE TN TF ) R KT

HEH EoRE

6. 1Eim ERF, RILBE~OKRE

(1) 3t ST LTV 2 RIREME D & 5 I NTIZTRE L OB RENfERME %2 ERl 5 & S
DRI ORBEEEEBETHZ L, UHRTOREICET 2 L&MIERML L TRy, B
B (v k) i, mmmy®ﬁ(%%T@Wﬁ&ﬁ%NW@ﬂ@ﬂHMP@@$E
YT 2) RAKEICED, RIEWEOKRE, BERARKLOBARIE O BROB ISR
DoNTZEOWEND D, ]

() BT ORI ARF B G282 2L, [@WER (T 8 TP~
%ﬁﬂﬁ¢éﬂfw o )

7. NREADEE
ﬁ%’ﬂ#éﬁﬂ@ﬁiﬁﬁuﬁm TIRESE LTV, (ERREBR A 7220, )

8. WARALMDIE

ERIZATEF NPL EOHANL PTP > — b2 6BV L CIRAT A X H$gES 52 L, (PTP
U— FORBRIKIZE Y, EOSATARIERFEA~IAL, FIXELEREZ U CHERRASEOE
Ehh ﬁr%ﬁ%#a:&ﬁ%%éﬂfméo]

9. ZTOHDIEE

WERES ~ NZAA 50, 150 K& TN 500 mg/kg/ H % 2 AR OB G: U 7= 28 A JEPERRER T, 500 mg/kg/
HEEOEZ v MW TFIREL OFR A OFBERENEML, FFEOMET v MIBWTFRA
ORBENEIM LT ORENRDH D, 20T v bOFE X, K TORKES & 100 mg/ H O
58 fEDIRTR BTN 35, Milfi~ v R ITAH] 50, 125, 250 KO8 500 mg/kg/ H % 2 AR 0 %
B UTe D3 VSRR Tl AAI 500 mg/kg/ B (BRIR T D K 5-5 100 mg/ A D#J 68 {5 DIk &
WM %) FTOHET, WTNOBERIZBWTHIESOFEERIIGIN LR oT,

fii %

WA SCE - 2012 4F 4 HET (56 12 i) TRATSCE £ 2012 4F 4 HkET (565 10 iR
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— MRz EEE T, EBBENE T LTS 2 EBRZ VDT,
Rz +HoICBE LN bEEICES TS, £, BF
OBEBEEORE IS L CHEOAHBRG 2T 2 &,
( (A% BEICEAETA2ERALDEE) 0ELV (DS
] 0EBR)

6. iR, Ein. BILBE~ORE

(1) 5 XA L TV B AREMEO & 2 if NI, 15 EoF
WHENERMEZ EE D S SN DGR ICORELET D Z
Lo UBERFT ORGIZET 2 LM LTV, ]

Q) AP OWANITHEET D Z &l LS FkET
HEgAIRLERIEEEA 2 L, [@EWRABR (7> b)) TH
HH~OBITARESINL TS, ]

(3) 7 v FEOTH X & W= ARAN B 512 & 2 A Gl
BBV T, A BB EE LR DL TV R0,
A RARNI ORI EIC X B AEEFEERRICB VT,
Z v N TIEAR & OREEMEITI R TH BB IRIBICEE T
(FHZTBEHERZY) 28, vy i@ mtt (B0t WE)
MO BT,

7. INREFEADEE
(MRS ERE N ELNI TS U U LU B O MUY b o o R X A S
TESE LTy, (FREER 2 720, )

8. BE®RE

Bix, fER  EAERRBRICI W T, 400 mgfk 5 I - R
FRANIZE W T, B, SBEOIERAHE Sh T
W5,

WNE : BERENBEDONZHEERAROREERIEL, BE
OIRBBIZ LV U RLEEFTO Z &, 2B, PF P 7Y
7T RO FEBEIEERBEY L. MENT @R Ik
D ZNENHREEDA% K R19%0BRESIND,

9. BRALDIE

ZEHI 3 A+ B
PTPREDHANIPTP > — bSOV HE L CHRATE LS5
BSAHZ L, [PTP v — FOBEKICE Y, BHOSLAT A RE
MEEA~FIA L, FIIEIL 2B L THERIRAZDEERE
HEZIFPRT A Z ERMEI TS, ]

10. TOHODEE

H=I APV EH N3 B ETORER D& FHERRRIC
BT, 2 mgkg/ AU EOHE (AUCIEE MZ1H1EIS mgik
B L7z &xD46fELl E) TR (B, 5. B2, &) ©
BEREITIRZE (e, 18355) Mooz, LMLARRL, [H
RO B AT IO BEE (v U 2 T v M ROTHF)
Wz e FTIERHE I ATV,

[(EMERE]
1. M3gchiReE
() BEEESs
FEBERR S AAIL, 2.5, 5 mg# 2SI BAIRTEE 1B 5 L 72 G D ARZE
Ltk o A e HERS & 3R BhiE < 7 2 — 2 2Rk O iR T,
7, EEEEABEE h 2R oL R,
(AFNOAGE S - AR A 1ES mgXiE2.5 mgThd, )

—©o—1 mgh¥ n=7 ——o—1 mgHt n=7

=20 ™
= — ® — 2.5 mghf n=8 & — ® — 2.5 mghf n=8
C b : w
Ngls A —2&—5 mght 08 B 5 —&—5 nghf n=8
= E i = E
0 iy
=10 || W
il i Hoo20
A =
£ spm g
2 i ERt

o &—a// o = Loa

0 4 8 12 36 0 4 8 12 36
B %R (h) B % e (h)

B1 X459 FFo1, 25 5mgEHEBEEROBSE
DRECHERVEEFERHADOEHMEFREHEDS
(EHIE + B2ED)

Rl YXYJ)IF U EEREERORERORELE
DMFREMEE/IAS A —4

BE5ER Cinax AUC, timax tin,
(ng/mL) (ng*h/mL) (h) (h)
1mg 48+1.2 18.8 +3.8 0.8 (0.5, 2.0) 6.0+2.1
2.5mg 9.84+2.7 41.4+10.2 0.8 (0.5, 2.0) 6.84+0.8
5 mg 18.7+34 78.6 +£25.6 0.8 (0.5, 2.0) 6.5+ 1.0

T + RS, toe : HRAE R/ M e RE)

g2 YX YTV IFUERREEREOREROTE
EEREMOMEPENIE/INTA—4

BE5ER Cinax AUC, timax tin,
(ng/mL) (ng*h/mL) (h) (h)
1mg 6.8+1.9 50.9+7.6 1.5 (1.0, 2.0) 10.8 £0.7
2.5 mg 21.0+5.6 148.1 £28.9 2.0 (1.0, 3.0) 9.4+0.8
5 mg 444 +12.2 267.9 +£65.7 1.5 (0.8, 3.0) 8.6+1.3

T & BRAERAE, toe : HRAE OB/ M, SR RE)

e UBERR R EC AR Sme % Sl A ATEER 14 5 L=k, AR
RN S U, MER D AR ZEAL (I 515085 ] C f5 5 L
R B L. AT O T o 7, 7. Mo
T (R 4% 50 1 OB ] C i L BE TP LT BT L, T 2
137,085 T & - -2,

2 REEZE

fREE AR AFAN10 mg 1 H 17 B SRR AE 85 L 72 e K 02
B PRI RFELCAANS mgz 1 H 1514 A BKIEE S U728, Chax, AUC,
K ORCrmin BEH L7247 7 F o R O FEEEEHY O B
REOFEFEITAIITH Y . KERGICIDREITEIEAERD L
nipino B B OREIo &R S ARIELA 1ElS mgXd2.5 mg
Thb, )

Q) REOEE

TR N (2561) (ZAHIS mgh B% ICHEIRE OG5 LR, Z2igrE
LT, X T 7Y TF U DChlE7. 7% L, AUCLIT14.0%
wmLz B B

£3 UXHTYTFY 5 mg BEROABSHOY XY
JVIFonmERENERE/NS A —4

BER Conax AUC, tinax tine
(ng/mL) (ngeh/mL) (h) (h)
2SR 345+9.8 98.5+16.0 0.5 (0.3, 2.0) 6.6+ 1.2
itk 32.0+9.1 1122+ 16.6 1.0 (0.5, 2.0) 6.5+ 1.1

EIE & BERERAE, toa PR Gi/ME, fOKAE)

2. EAWEE

THENEIC LD RGE L= L 2 A, B4 FF L ROTEEN
RO I LTS RITITITI00% TH V) L b S IiETE T E A
SiEa Liado=E,

3. fREEER

) ¥V 7V FFFe MNFI 7Y —AF R 7 a—AP450D 5y
FHEDOH b, L LTCYPIAYSIZ L &1 D (in vitro)ED

Q) X327 7T U ROEEFRERH XN TN bin vitro TCYPI
A2, 2A6. 2B6. 2C8. 2C9. 2C19, 2D6. 2E1% U3A4% (=
B, cyPia2. 2B6. 2C9% UBA4% 3 L 227 7= B,



L7z, 72, FEEEHEREY O Crax & CAUCIEZ 1 E 139% M V3%

MU=, FAMBE LY X027 7F o L FEFRENHD O

TR (AUC,) DIETITTEH27% T -7z, DPP-4IEMLERDAUC,
G;’Jb‘fli\ V77 B AT G OEBIIA SRR N1,

4. Pt (% . —WBHEANICK D)

(1) BARNERERACAAS mga ZEEHHRAIKRE L& OV X7
U 7T J OFE BRI O B 5122485 F T O R R IT
FNENI58% K V222% Th o7z, iz, UX¥H 27U FFo DS
U7 7 A1310.61 L/h (177 mL/min) TH Y, X477V 7FF oD
BRI 1T, REBI AR SRANE WO B3 HEE S Y

Q) Y¥H 70 TF ok, BigEkOHEOmREKIC L Ettan s, 4+

G) TDOMOER EDHR HEAT—42) BBE-®
R N CARA & B FRIRA 2 OF L2858, RE(LIR R O E R
KRB OB T 2 — X N2 DT, LFOLEY Tho

LA A A OB R L 7= AAIS0 mgZ BRI G L7z & % | 5.1 =
168MF[H] £ CIZ B G HUIRE D T5% 03 bR HFIC HEHE XA, 22% 233 i B BEATHEDL (G / G
WSz, RAFCHEE SN %27 ) F T RO B RS gRR | gARAE | aapR L MERRLL N
@il 1. WEBEEDZNEN24% K V36% TH -T2, —F5., # AUCT Cone AUCT Cone
ICHEME SN2 DR n Y827 7FF ooty Td A R 1000 mg _100mg 0.98 0.79 0.99 0.88
n XA Y TF L OFATEROK0.5% T - -, B T S B
3) in vitrollBWT, X927V FF oL FEFEENAHIL. AT = y K s s 0.98 1.08 ND ND
> kT v AKR—%— (OATPIBl, OATPIB3, OATI, OAT3) . ;jj 1;51m IIHO;n . . . .
HHH T4 b T AFE—%— (OCTI, OCT2) . KLONFF K ot 10 B sAm ' '
k2 AK—%— (PEPTI. PEPT2) OI'H H;brzcu\m EXN S 025 mg 10 mg
A 7Y T F IR O EE T B, EEEEAHH Y PR e R o I i B
EHOIE Tiiib‘m PR 40 mg 10 mg
A K F 18 1E, 18 1=, 1.12 1.21 1.02 1.08
5. BMEREEE (8% AEACLZRK e A — 4DW
EHREORENR DA (404) ITAHIN0 mga HERRO&E L V- 1E 1, iln},;‘%g# 113 0.98 ND ND
LEOYXH LY TF U DOAUCHE, BRIEEF#ICHT, B (C T ——
: 50~80 mL/min) . HZEE (Cer : 30~50 mL/min) . FJE (Cer: 3 Max® Y 2400 mg
O mL/minA) OBHSEERE BHE TENEILI2MN., 1465, 2. 1651272 - KL~ 7 % v 10 g
Too EEEHERBIOAUCHE, BHEAEER I T, B, poiuome | s |07 | 07| N ND
. EEOBHEERERE TENENILIMG, 2.96%, 4565207, mg
E7, MIEENTIC L 0 35327 U 7F o R OEEIE I A 1L 58S — ‘E‘iff Tre
MNHERE I, 4R O MEENTIC LV 5 B0 T 4% &k N19% Foo WEE S WEE S 1.03 1.14 ND ND

BErE I, T AUC IZ DWW TIE, HEHE G OBAIE AUC,, KBRS OBHAIE
AUCt & Wz,

I 14 O & R T RE R,

§ vaxT b 1 AHIKL025 mg §E% 6 FERIZ &ICEE 4 |, #5 2 AR
025 mg $E& 12 W] & &ITEh 2 [ 5-3~7 AHIZ025 mg#Ex 1 B 1 [
B L7,

ND=not determined

6. FREEESS ($%  SEACL3RM T
FFREREDRREE N B2 D RN (3644) 1ZARAIN0 mgZ HERR D& 5 Lz
&%@‘3'3?‘3'7)7°5“/@AUC30i FFHSREIEF 3 12T, BE (C
hild-Pugh%3%8A) . % (Child- Pugh’\*EB) M (Child-Pugh’y¥E

C) DOfIfHne ﬁ%ﬁ%%‘f‘%h%hw%\ 38%. 77%HEM L7, —J7, &

BEVEHY OAUCIT. RS TE M 312 o~ R, i & 7o, RRMICAR & A HIA 2 0P L7256 AR RSO

1 O FFHERERETE B T2 NEN22%, 1%, 33%IET L7z, KB T A= TG AL MBI, DFOLEY ThoT,
AT Y T F o O BB O Cond (BRI L 5 1 P | b
e pRERE AHRE FFEs | SRR
DNREBIIR LN D o7, TXV TV TF o DOCuuiid, TFHEREE *E_'Fd’ffﬁti L=1.00
WIS TR, T, EEIFHRAERE IR E T NN S%EII, N T o AL Con
2% ML 6% T Lz, —5, FEEIGEHEEY O Coad . AFFEREE R _ B BEE G 120 109
BT, R P EEOFRRREREEE TERENI8%, | 7V7Y K i‘?é# gﬁi 1.06 1.16
6%. 59%IKT L7, s 45 mg 10 mg
v VA 1EL 0B | 1A 1B, S AR 1.08 1.14
7. BHE (% AEAICE BER) T aim T | naey am
e EmEn s (65 E) RUOFEEHR (18~40m%) ICAHKI0 mgk H TUAREF 40 mg 10 mg Lo#* 0.88°
EREAEE L EDEME BT Y XY 27 ) TF 2 DOCuak — LIS L%
AUCIE, FAEF A TENEN23%RSI%E o7, — 7, wEilh LA TE. S ap i 110 116
FIBT B ETHHERID O Conbd . HEFITHARTT%EL . AUC, R 200 mg 100 mg o o0
iAo T v 1 H2ME, 9 AR S ) )
A35%mM =7, Ortho-cyclen® | =F =/V=Z |k
T VA= N c
- 0.035 mg X 5 mg 1'07(1 098:1
8. RYRMBEER (% : HEANICE SR norgestimate 1A 1=, 21 A# 110 1.0
<o N 1.13¢ 1.17¢
1) SVFFEL, & ra+J—IL (CYPIA4/SEEH) 0250mg,
- 5 N . H
%%Eﬁ}\hﬂiﬁﬂlo mg& UITFTE L3360 mg/U %{%ﬂq&lﬂ—‘bf;& T AUC IZoOW T, HER 5 OEA T AUC,, KEHRE5OHEA T AUCT 7 v

E VXV TV TF 2 DCrax 2 PAUCIEZ L ZH63% M UN109%H M
L72e ZHUCHEW EETEMEAH O Crax CAUCL 1T Z N ZH43% M
O34% KT L7z, TEABE LYY 7Y 750 & FEEENHY
DORIREFER (AUC,) O LFITFHR1% TH -7,

TR NS AAI100 mgs &7 b =2F > — 1400 mg/H ZFHES Lz
LE H XYY TF o DCrux e CAUCLITZ L FH62% K TN145%3H
MU=, AU FE BRI O Ca & FAUCIEE LZE195%
KWK T L=, TAMEA LTV 7Y FF & FEEMENH
WokiREHER (AUC,) O EFITFEHI3%TH 7=,

@) Y77 VELY (CYP3AdsEEE) B
TR ICAFAS mge U 7 7 3 600 mg/H 2 OF G Lz &
T, XY T U TF U DCrax X CAUCHIEZE N ZH53% M O T6%AK T

7

§ VaxT b1 BEIZ025mg i 6 BT L I2EH4 B, #52 A EIX
0.25mg §E% 12 B Z & 12F 2 Bl #5-3~7 AHIX 025 mgfEZx 1 H 1 [A]
Bl Lz,

a VUNREFT U b VUNRARETFURE, ¢ ZF=NVERANT VAL

d Vo) F Akl e JIVTFAMLIL

(ERERRL#R]

1. BHlgEE

(1) AERGHE
BURE, EIRE L S LTI > b o — L R4y 20 R
JRIGEBE 26t BIc, AFINP | 25, 5 mgix 7 TR A& 1A A2
HEMRO#S Lz, FEFMEE OHbAle (JDSIH) O L&



WYY FFoORBEOEMIEVEI L, X227 7%/5

& 8 FERGIARESRR (52:8F) OFR (RE5WH

mghtlE 7 T KB & A ERRD b (B B SNLELE)
HbAlc (JDS {&) (%) EHERME (mg/dL)
— . - = . RIEE = HET 53 > g dlillis
£4 TSRAB_SEREBHER (12588 ORHF s | BRI | A | R
HbAlc (JDS {) (%) THERFMAE (mg/dL) #) (5258) ) (5258)
RE# B’ERND | TS5ER | REHHL | TSR AR = LT A —0.55 —0.49 -13.8 -10.7
DELE LDE DELE EDE (n=182) (1238) (52i8) (438) (5238)
77EAR (n=87) —0.07 - 0.9 - o-7 V3 v H—EHEA -0.90 -0.82 -29.8 -23.8
FXH ) 7F 5mg (-81) 20.88 0.81% 166 175 PEA (n=111) (4438) (52i) (4038) (523)
. v 77 A RRFEAIOHH -0.67 -0.62 -18.2 -15.2
*:p<0.0001, DunnettfitiE (n-116) (4838) (523) (44ili) (s2i)
F7 VY U READH —0.54 -0.50 -19.1 ~11.4
B < (n=108) (483H) (52i) (4438) (52iH)
) AFOAERS - HEIZIH RIS mgXiF2.5mgTh D, L}ﬁﬁ,w/xu/ﬁmﬁﬁ ] T s ==
B AP (0=57) (481) (5258) (40i) (52i)
Q) 75 eRBB_ETRLERR
B, EERE A EE U CHImE = v o — R4y 72 B
JRIGEBE BRI, AFI2.5, 5 mgXE7 7 ¥R %1 H 1A12438 R [i;‘,y]i;g]
Afs Lz, E%Hﬂﬁzﬁ H®OHbAle (JDSfi) DZEAbEIE, ¥+ | EEE
R N =% DI 2 Y T S o .
77T DMEORMGEIML, TG 7Y ZT S mele | ST 1 (GLP-1) R F OB L) I 55U

17T RBE L R CHERESRD bh: (B B

® 5 I5AHB_ETREBHE (2488 ORR

HbAlc UDS ) (%) | Z2MBsm# (mgar) | = % 2 B M5
(mg/dL)
BSH BSH | Sopx | BIM | o | B ok,

A1) o= A1) o= Y=Y D
ELE ELE ELE

Z5 2k (m=90) | 028 32 43

FEI Y 7T -

" sme o | 03| 081 70 | -102 217 26,0

* L AHE (FA L) AfRBREOT — X
1 p<0.05, Dunnett FiE

1 p<0.0001, Dunnett &

*ok
Hokok

3) RiiEHER
ERRQ)DO T T v AR R _EERIEERBRIC SN L BE B R RIC
AHFN2.5, 5 mgxikife 5 LofE R, S2lIC bz o TR Rk

L7 (B9
£ 6 ROMGEHEBBEZSEE (528 ORE (B5
MroDELRR)
HbAlc (JDS fE) (%) THERFMAE (mg/dL)
e RIEE b2 el RIE(E RATERS

(RIEMERS RiE (RIE(EEF RiE
#) (52;8) ) (52;8)

XYY TF 5 mg -0.42 —0.35 -16.3 -3.3
(n=97) (361) (5214) (361H) (5238)

S SEBIREE & T LT b MbE = o | o — LRy 22 g
JRA A B R AAIS med ] BESOERE NG L, 5
BAAHI 72 HHbALC (JIDSE) M VeI ILEE AVE T Lk, 25
SUERIC DT - TR G L ED B

® 7 FEREBEESR (52 EF) OBR (R5ETH

LNELER)
HbAlc (JDS fE) (%) ZRERFMAE (mg/dL)
e RIEE RARETAMEF RIEfE RARETAMRE
(RIEfER MiE (RIEMERS RiE
#) (52:8) ) (52:8)
Y7 TF 5 mg -0.86 —0.50 —20.6 —4.9
(n=125) (28iH) (523) (163) (52i#)
2. BORRFAEL OGtRARE
EERARZEHREER

BEEE, EHREICNA T, ROMAERE TR CME=2 hr—1
453 7 2 BUBE PR 7 (838 & X8 ARHIS meZ 1 H 1[E]15238 ) OF F #
B L, WThot gkl ;:m\f%)\ B 5-BAAEI A HHbALe (J
DSfE) K OVZEIE RS AME T Lked, 2RI 7= > TRhER R Hige
L= (B9 . 52 F OG5 I IUEHE o @R %
HLE, il R o uMEERIOF ARE10.5% (6/5761) . AL

A=y LT RIS 2% (15/183%1]) . F7 U ¥ v REHA| ﬁ#ﬂ%
5#19% (2/108%5) . 77 F A RRIEHIFAREL.7% (2/11661]) |
N a BB HERIBERR0.9% (1/11361) T - 7-B,

SNAERILELSTHY, ARV 5 (%tﬁﬂﬁﬁfﬁﬂ%&07/b73 = AR
IR 2 A0 L C L AR PP 00 MBS 356 M 51 T 7 3 2 . 7 4R
AFNLGLP-1% 43 fif3 S DPP-4TEMEZ PRE T 5 Z &2 L v iEHAIGLP-1
ORI % PR Xt A 2R Y S MEEIER 24 L C IS (F
% %+ B ke

2. EEEH
(1) DPP-4EEAEER R UEERGLP-REEMER
1) & ~DPP-4 (Bfigrask) {EMEEEL (in vitro) . V27V 7
F o RO FEEFEERBH OKIEIL, £ 1132031 nmol/LE
2.6+ 1.0 nmol/L T - 7=,
2) EW 7y bERWERO 7‘/V:—Xﬁﬁ§iﬁﬁﬁtig‘o‘b\f\ AHl D
#2507 & 0 MR O TS HERIGLP- 1 e 8 b5 L 7-Eed,
3) 2BHE R IZ BV T UAFISmgd 1 A 1EIE 512 X 0 Ifll i - DPP-
AP SAU, e TR P RIGLP- 1 23 BN uﬁL
() MEERERUVRKMEREER
1) RS 2> BERE B 5 & 29~ 5 Zucker Fatty” v b & W70
T a— A RRBRIZ BV T, ARFNOBERE 52 X0 b LS
Asqmi s =Bl
) BEEE, EEEEAER L CHLmE s b e — Rt \foczﬁ”
PRI B ICRB W T, AAI5 mgol B [E14 B EE &5
Y. IR RO 1% o MEHE RN S B

(B2 BT 2 BIEFHHR]
Y XHTY T F UK [Saxagliptin Hydrate (JAN)]
1 (18,38,55)-2-[(2S)-2-Amino-2-(3-hydroxytricyclo[3.3.1.1 37 dec-1-yl)
acetyl]-2-azabicyclo[3.1.0]hexane-3-carbonitrile monohydrate

e
{4
Mt

O H CN

N *H0

\

Ho  H.N H

H
472 CisHasN30,-Ho0
T8 333.43
PR AR~ EAITIRBOOBRTHY MEEDBRENH 5,
TH = (95) ITRREEITRT L AKITROREITIT W,

{HS(?&L\J:U)}I =]

AR LAE CAR - BRI L B AT 5 LA bRk
oy AL OB IS5 b,
(2 ]

5 ) HEE2.5 mg : [PTP]1008E (108£x10)
[/XF 110082, 5008z
: [PTP]1008E (108£x10) , 5008E (105Ex50)

[/3 110082, 5008E

5008 (105£x50)

AT )FEE 5 mg



[FEXXEE U XEEER %K)
<TEXHER>
1) fEPgERk
2) fEPNERE

(HLR K O A fe-akik) . 2008

(FRAHEBERR) , 2010

3) HNER (RFROFEORKE) , 2010

4) R (B MR OB D MG E AR GHER) , 2008

5) tENEEE (B N ROEEBIICIEIT Din vitro {GEERER) , 2007

6) FENEEE (b MBI Din vitro CYPRLERER) , 2006

7) AENEE (B 2B Din vitro CYPFEERAER) , 2006

8) AL E (MCEERIAHFIR 5RRER) , 2004

9) tENEEEL (& MZBI Din vitrof W iAZ kT v AR —2 —i ) , 2007

10) &R (B MZET Din vitro P-gp b 7 > AR—4 —iklR) , 2007

11) Boulton DW, et al. : Clin Pharmacokinet, 50, 253-265, 2011

12) FEPERE (SRR & OMERIDF4E) |, 2005

13) Patel CG, et al. : Clin Pharmacol, 2, 13-25, 2011

14) Upreti VV, et al. : Br J Clin Pharmacol, 72, 92-102, 2011

15) Patel CG, et al. : Diabetes Obes Metab, 13, 604-614, 2011

16) fENEE (VI v EOMAER) , 2006

17) #ENEE (Maalox Max®, 7 7 €F V0, A AT F YV — /L & O ANER) ,
2006

18) fENE R}

19) tENE R

20) FENEE

21) fENEE

ok
ER

Ortho-cyclen & O AAEM) , 2009
RSO , 2009

HUMUREERRGIERBR) |, 2010

HUBRR ke R 18 5-3R0) 2011

22) thPVERE (BRI 535 , 2011

23) thNEEE (DRI R 535 | 2012

24) Drucker D, et al. : Lancet., 368, 1696-1705, 2006

25) HNEEE (in vivolZ B H3BMEM) , 2001

26) HENEE (g EPERIGLP- 132 126 B EH) , 2001
27) #ENEEE (DPPIZXTT 2 BHEEM) , 2008
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TEE IO ERHIOE E LTH TR TH#RSE &0,
RE IR A S
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Eah 0120-189-840
FAX 03-6717-1414

BRI
RERE#RASH

TRCER AR X I E]ET2-9




2P 2.5 mg
A1) HEE 5 mg

EEMAUERFTRERBZERNTER
FT1E (Eoa—I)L1)
(FEBEEFITRIEREVRFXEIZCET 51FH)

1.8 Ihge- xR, TRE-BElI XU
[MEALEDEE] RERML

REFEREHRASHH



EE - 2|
[1.8.2 ($hee - R, THE-HEl XU FREOFE] BRERL ... 3
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1.82 e -»HR1, THE-BE] RV ERLEOEE] RHERNL
1.8.2.1 [ZhEe - IR DRERM

1.8.2.1.1 Ee - SR

1.8.2.1.2 RERHL

X7 TF (RE) X, VT FUNRTFH—1F 4 (Dipeptidyl peptidase-4, DPP-4) %
581D BIRAYIZ L E % DPP-4 [HEF TH D, DPP-4 1%, N Kb 2 FH DT I BRFRHEN
TV CELBT T2 ThOLRTF R oMH#THY, A7 VFUBRALESTHD T
VI 3 AR T T R-1 (Glucagon-like peptide-1, GLP-1) Z M ANEMALT 5, Ziudd, R
WIZF 1T 2 TEM GLP-1 O R 2SR & 72 5 T %, DPP-4 FLE FEI T NTEME O TEME GLP-1
RELZ FHIE, Zva—2XRGFNRA VA W ERESE D Z Ln, [KilLfED Y 27 5
D, 2HBERFEEOMKE L b e — L OUFEIENT DL E X, REZFHERK L,

1.8.21.21 2 BERBREEICHNT SEMEE

BFEBIRE TR 270 2 RBERREH 2 /50 LI BRRER & LT, 3 IHHERISH
5 (62001 B , & m/MERGERSR o fffo01 HB) R OHITREME G5 (262002
R, 262ff004 B0 A F L7,

(1) BERNEIHEBAERGHER (262. 001)

BHAREEE CORA 570 2 BUBE RIS 250510, ARIE 1 mg, 2.5mg, Smg XX/ 7 &R

Z1H 1A R2ERRS L& EoREOFMM, ettt HERGHEICOWT, BEAk, —H
B, WATRHEW, 77 B ARRELEGBRIC L0 BE L7, ORI, FEERHMEEE TH 2 12 iy
(LOCF) @ HbAlc DX—RAZ A b OE bR, 77 BARBEL L, A 1mg, 2.5mg K&
W5 mg OWTHOHTHAERBDVBRD B, 77 EBREEDEITENEN-050%, —0.60%
KO-081%Th o7, £z, EIRFHEEH T 2 ZEERFMIED N— 2T A b OZE L EIZ DU
TH7IHRBEL L, A% 1 mg, 25 mg K5 mg DWTRORETHED AR b (H
1.8.2-1) .

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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= 1.8.2-1 262.-001 HERIZCH (T2 12 BB 5D HbA1c R UZERERFMAED
R—=XAZAUNLDELE
HbAlc (%) ZZ R MmpE (mg/dL)
51 BERINOD | 7T7vREDE| KEGRINLD | FTRRLEDE
A& A&
77 %R (n=87) -0.07 - 0.9 -
HXH 7V TF 1 mg (n=93) —0.58 —0.50%* -12.6 -13.5*
P x4 FF 2.5 mg (n=88) -0.68 —0.60%** -12.0 -12.9*
HXxH 7V 7F S5mg (n=81) —0.88 —0.81%* -16.6 -17.5*

* :p<0.001, Dunnett f&zE
%k p<0.0001, Dunnett fE

HEHEZORERT, A1 mg BE50.5% (47/93 #1) , 2.5mg £f 48.9% (43/88 i) , 5mg #f
53.7% (44/82 f5l) , 77 EAREE 57.5% (50/87 #l) THV, HHEFLOFEFENH EKFMIH]
SCEL R AEIERD ST, 7T RREE R L Ch RERBETERD O ho T, £,
HERAEFES, RGTILCESTAEFRORBBE S 77 B AR L RERZETED L7200

277,

(2) ENE I/MiERIRER (262.-001)

262 JJJ-001 BB E, RS AEBFL TR R4y 72 2 FURE PRI A A 6 R, A% 2.5 mg, S mg
XIZ7 78R %Z 1 H 1A 24 WS Uiz & 2 OREOF IR VLZEMEEZBRET 5 2 & & B,
IEA L, —HEMR, WITHE, 77 2R e L CH ML, TR, FEFME
HTo D 24 HFF (LOCF) @ HbAlc DX—RA T A UNHDOELEX, 77 BAREEE gL, A3
25mg KNS mg BEOWTHORETHA BRI BRD B, 77 v AREEE OEIZZENEN-0.53%
KUH0.61%TH Y, 77vRITRTD2EBENGE Sz, £, RBIRGHEEE Ch 25 2= 8N
PN OVE 2 BRI E DR —R T A VD OELREICOWVTIE, WInb 7 7R LR L T
EFam» b & 182D .

*x 1.8.2-2 262JJJ-001 SHERIH 15 24 BIREHD HoAlc, ZIEFFMAER U
B 2HEBBMBEOR—RXS4 UN6DEILE
HbAlc (%) Z2JEIF IS (mg/dL) A% 2 FFE M (mg/dL) *
e 5 BHAins | 78R | HAinS | TR | HERIND 7I R
DEA R L DFE DEA & L DFE DEA L DFE
77 AR (n=90) 0.28 - 32 - 43 -
XYY SF —0.25 —0.53" -5.8 9.0 9.5 -13.8"
2.5mg (n=92)
xRV TYTSF -0.33 —0.61" -7.0 -10.2* -21.7 —26.0"*
5mg (n=97)
*: BFE (TA NI AMRBRKEOT —F
sk 1 p<0.05, Dunnett #i &
sk 1 p <0.0001, Dunnett f§ &
1.8 TZheE - 2y, THRE - HE) KO TEH EoER) ERRL

4




HEFEGORBRIL, KH25 mg BE79.3% (73/92 4511) , 5 mg #E73.2% (7197 #1) , 7Tk
REET8.9% (71/90 ) Th Vv, 7T BRI L L TRERETRD N7, £, BHE
REEEG, HEPILCESTAFEFELRORBBE S 77 AL RERETRD bNRho T,

(3) EMFEMERLIREHE (262] 00258, 262 004 &%)

262ff-002 BT, 262001 B e T LT 2 BUERAGEE A 5% & LIZIEE RO BBk
HERBRTHY, vX V7Y TFTFUORMES (EITRREDOEEFT 52 BkE) KO eMK
OHMEE s Lz C b 2. 262001 38T 2.5 mg BEXE S mg BHICHEIMHT &7z i
i3, 262f 002 FERBITE b IR UM - R TR GME LT, 77 B Ra#E LI X
262 002 FERBAT 4 kIS, BEAERICEI 0TV XY T 2.5 mg XiE Smg K5 (u\
FTab 1 B 1 E24EMEE) I8 BT,

262ff-004 FBE, 2 BBERIFEE AR L LIFERORMB SRR CHY, ST )7
Fr5mg &1 B 1 E, BYERS (52 HEEE) Lroret L OEM e Ret Ui c
H5,

262002 38Rz 517 % 52 FRE 5 £ T HbALe B LR OHER AR L8 21NN R L=, A3
2.5 mg ¥, 5 mg %im\ﬂmb 52 R E TOTRTOFMRE R TRI—RT A4 U BIETFL, 2R
DIFHGE LT,

0.2

=

)

=

K

=

<

=
-0.81
-1.0°

024 8 12 16 20 24 28 32 36 40 44 48 52 #

nnn n n n n n n n n n n n n
2.5 mg 929290 88 8 84 &1 79 75 73 72 71 68 66 67
5 mg 979796 93 91 91 87 & 82 79 77 76 73 712 71

1.8.2-1 262.-002 AERICH (T4 52 BRI G FE TD HbA1c EIEEDH
¥ (FHERY 95%EEXE)

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
5



262 {004 BRI 3 1F B 52 W5 E T HbAle Z kRO #[X 18220127 7=, HbAlc
EOR—=AF A b O bilT 28 BEFLIEH T HbAlc OHEIAFED Hivizb D0, 52 HEEC
BWTHEN R LT,

B 5 mg

0.2

0.01

-0.2

-0.4

-0.6

HbAlcZ L E (%)

-0.8

-1.0

-1.2

024 8 12 16 20 24 28 32 36 40 44 48 52 M

nnn n n n n n n n n n n n n
S mg 125125124 120 115 113 111 109 106 104 104 102 97 98 94

1.8.2-2 262-.-004 HER(CH TS 52 BRI ERHETO HbA1c BiLEDH
¥ (FHERY 95%EEXME)

262 f-002 81 K 0 262004 R TIRYO ENTHEEFROREBEL, 5 mg HETTRTH,
86.6% (84/97 i) KN 79.2% (99/125 ) & 7p o7~ EHIHkGHR G WA EEFL R RT L F.
L7=m, #GHIRICEEOKRIBICRILEN LR/ L AERELRII o T,

e e L7 262001 B O 262 001 HBROFER S, ASE B E LT & & D2
HMETE S, AMECONTS 7T BRICKHT 2 BB RSN, 2, ENTERLZ 2
SRR (262§ 002 M5O 262§ 004 HE) OFRND, 520 E TOAREDOEME
DFHGE M WL BRI, LD, 2 BRI EE 21T 5 ARIED HRETE DA D
T,

1.8.2.1.22 2 BBERFEBEHEICHT HHAEE

2 BUBE PRI OFEPRIEIC VTR, LR UVIRTERE T O R 722 > T2 A OO M TN s Z L2, Of
RFEZ DN T OHENE - ZEMEOERBRD BN D, PEHEIEICBEA L TIE, 201047 A 9 HIZA
RSN HERFEAS 0709 55 1 5 TR O MBERE TIEOREIRFE FIECRET 5204 RI 4 ) 20
T, EWREBS COFANMEE SN2 BEROR O MR F3EE O 2 FIfFABEICONTE DT
SOIFERIFEIEE M GREBRE L THEET 5 2 LB HERI LTS, ARBRIZZOHA KT
A UNCHESENREL, A 5 mg EoRk O mEERE TR L oS RO R AR LR G RR

(62 f005 BB A M L7z, BEAT DO MBERE FEICOWTIE, EERRICRE W THAAE
EINDTRTOMRAEREE LT, AVK=VD LTAl e/ vavZ—BHREA], €775 A

1.8 [2hde - by, THEE - AR RO T EokE) #EiRi
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RRIEH], F7 0 O RIEHI L OEDR A A CUMEERI AR E Lo, EORER, FEEC
BT D 52 HEHFFD HbAlc DX—R T A 6 DAL EITZENEI, —0.49%, —0.82%, —0.62%,
—0.50%K% -0.59% T v, EOPFHERHIZIBNTYH 52 HRFE TOT X TOFMKE R TRX—R 7
A UMBIRT L, BIRD Rk Lo, ZZIERFMAEEIC OV T HIG 5S2 AREDR—2 T A b DR
fE&EIL, £ Ei, —10.7 mg/dL, —23.8 mg/dL, —15.2 mg/dL, —11.4 mg/dL, —13.2 mg/dL TH -7z,
o, BERMEICHOWTL, RILEEEOAEFELLRE, HFHEHMTHAEFRORIRICRE
RIEWVTRO HNT, RHEREICHEVKIBIZEBLERDS EAT2 X5 REBEREOFEFELITRDL
Niginoiz, PHABIEOREBMFEEICB W T ALK = LY LTI UTEGR A A Y 55 WME R
OO AEETIE, ARIEOBMPRERBRIZ TR ILE O R BN LR/ A BBO bhien, £
DL DG FHE TITHRIERR & K& 22T o7z,

Lk, TR D fopE e TR O BRREEM IEICBE T 204 F T4 > ) ICHECERIRRBRZ I L, 2
RUBEPRIA 25t e & U 7o B E R OMFIRIEIC B W TAERDO G MR HR SN2 Z LD, KFE
DEIRE « ZhHRIT 2 RBEIRAG) LT 20 WEHTH % & HIlr LT,

1.8.2.2 TA% - AE] ORERL

1.8.2.2.1 R - A=E

\BE, RASIEYX 7 FFo e LTsmg# 1 B 1 RROKET 5, 7o, BEOIRREIC
JGUT25mg & 1 B 1ERERAKLGTLZENTE D,
(A% - AEICAEYT 2FEALDEE)
DL OB RS REREE B T, PR ORBIEIZ X AR O M FIREN R T 5720,
25mg lICET S L, ( [(EYERE] 0HEZBHR)

migr vr7rF=* IVTF= VT TR P
(mg/dL) (Cer, mL/min)
AL FE D X ‘b == .
;;fi;L@ T Z‘Il:i i 1421 <350 25mg, 1 B 1[H]

X LT F=0 0T T RN T HMEE (R 60 5%, KT 65 kg)

18222  FRERH
182221 RZADHRERY

EE TSR Qo2 001 M) TIE, BAAERERRA Z R RICASE 1~20 mg & BB G L
7= & 2 O MAET DPP-4 {HMEORIFHOHERS 2510 L 7o, AFK 1~20 mg Z#ZEfERFHRIRE G L7z & X
O MHEHT DPP-4 1EHEDZLR OS2 1.82-3 107 Lz, Zefms AR 5T o 58175 O
I, #5515 1.5~2 R TR BIKT L (-98.64~-93.26%) , I4EH DPP-4 iG14% 90%LA
FREE L, £70, 5% 24 KHTH 5 mg #ETIE 54.19%AF L7z,

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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5 - % (B ERE)

O, X -3 % - - - - % — _ B —o— | mgftf n=7
@%%'%‘% * TTTES ' % — - 25mgfn=8
—&— 5 mgi n=8
— -4 — 10 mgg n=8
——o— 20 mgff n=8

- R =10

(%)

i 4 DPP4IE M O % L %

-120 |

-140

bt f ()

1.8.2-3 AFE1~20 mg ZZEREFHEEIRS Lf-& S DMm%Ed DPP-4 FHE
LEQHER (FE + FEREE) (62]Jf-001 HER)

262f-003 B CIE, BAN 2 BUBERIGEHE &G RICAIE S mg AWM 1A 1E 14 BRK
WG Uiz & & o i DPP-4 7&K ONIUBHE O R AOHER 2 574l L 7=, %51 B B KOS 14
H B OAESE 5% 0 i DPP-4 {HMEZE(LROHER 2K 1.82-4) R LTz, #5 1 HBIZB VT
B 54% 1 WEfE Tl gE DPP-4 IEMITR IR T L, #5% 24 R CH &G 1 HHIX 59.17%, #5
14 HHIX 67.65%DHENRED Hiv,

20

—~ —o6— Day 1 N=20
s 0
o —aA— Day 14 N=20
i\“ﬁ 20
@ Mean +/- SD
S 40
i‘_li
=260
.
% -80
&
= -100
=

_120 1 1 1 1 1 1 1 1

0 3 6 9 12 15 18 21 24
$h5-1% K¢ (h)
1.8.2-4 AKESmg ZHRBANC1I A 1E 14 AEREREGLI-LETDES 1

BERUES 14 BEOXRERSHOMIEH DPP-4 EMHEILED
#H (THiE « 2ERE)  (262]f-003 &)

—J7, BEEBMAHTE RO 14 HE® 1 HOMBHEOHER 2 1.8.2-5ok L=, #5BRsbRT
H o mEfE & i L, #7514 B HOMPEEITHRE LR OY R & b ICERRNICHREITETL, #

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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BBELOY BEOMBEEOE G- 14 A B2 2H& 5500601 0 26 OV B EIL, TN R%
1 B CT—45.2 mg/dL, —41.4 mg/dL, &% 2 Bl T-30.0 mg/dL, —33.8 mg/dL TH -7,

—6—Day-1 N=20
400
—A—Day 14 N=20

Mean +/- SD
300

ﬁ“

100

PPG (mg/dL)

#142(0.5hr) 4 £x(11hr)

0 4 8 12 16 20 24
Time (h)

1.8.2-5 AEOHRSFRITIBRUVAE S5mg ZFABHEIIC1 B 1014 BREKR
BEE5EL-EEZD/RE 14 BEOMBEEDHT (EHE + 12%(F
=) (262. 003 tER)

Eiz, ¥V 7Y FFroEpBETaREoRBEEZ TR0 a2ffoos) , aEofET
FYBRE R OMmE DPP4 iEHEICZE LB bnen 2 e effoon) 2, YxHs U T
VIIRAEIEE, BHBBEEOVWTNLARETHDI EB X DND,

PLEXY, %37V 7FoofiET 11 B 1B ZRYeFxoN, B, 5% 43I
7%, X7 ITFUOOERETF AR E AT, BREICIEZEIMXIIEENEE LN EE XD
N5,

1.8.22.22 FAEDHTERN

(1) ERNE I HEABREERVEBNORKEEAEN > OENDORKEERAEDHE

262 JJJ-001 BB CIE, AA AR & 6 ICASE 1~20 mg & WA 5K O 10 mg % 7 AR
BHEEGELTWD, ZORBRICBWTAE 1~20 mg ZHEREOEE Lz &7 FF
M OFEEERBE OREERE (AUC KT Cmay) 1F, EHEOHFINTEOHEEAFANTHEIN L7,
HANKL OSMEADERERANCY 927U FF o 5 mg Z22FrEERO#EE5 Lz & (HA:
262. 001, K[E : CVI81001) , Cmax LT FHE (CV%) ] 1ZZZ4 18.425 ng/mL (18.0%)
SO 21 ng/mL (14%) , AUCLIZZILZE 41 75.80 ng-h/mL (32.5%) K& TX 63 ng'h/mL (23%) TH Y,
HARNESNENCTHEYENRE T A —ZIIREL B Lo lz, £, ok ibEk T3 A
RNICET 2 EERAESH EO—I0 7m0 5, &0 Bk F3IZ OV TIE B AR A DR HESEH
REPECK A DRI R E LR S 2 3R e B2 505, ENETHRERRBR Qc2ffoo
RER) OEMATIC, WA TOREBOHREMERARIL S mg IZ/8D 2 ERHLMNIT/Rs TNl &%
HBEIC LT, BAN 2 BRE IR B 2361 B A O G R HELE B3, Kok &R U 5 mg £7213 2.5 mg
BHDHVNIZEDOW T/ 5 EHELE L, WIS T ENERRRER % £l L7z,

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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(2) ENERRABREEICE D C ERNOERKIHELSRE

EINIZE T D ARIEDIERAELE &1L, 2 BB RIGEE 2R RICARE LMK G955 2 >OFF
T ARX R S AR (262.-001 AR L O 262.-001 HRER) ORERNORELT-. UTFICEN
ENORERAE 2~ T

(a) EWHEIEAERGHER (262]-001)

A AEEEE TRV A4y (HbAlc 7.0%LL_E 10.0%A01) 72 2 BB RIS B % 5 G A 1 mg,
25mg, SmgAx 1 H 1[EN12BAEEGL, 7I7RERE L EEOFIME, Zatt, HERIGHE

Z R L7z,

ZORER, FEFMIEE TH D 12 #FF (LOCF) @ HbAlc DN—R T A U inbOELEIE, 7
TERBEL L, A1 mg, 25 mg KNS5 mg DWTNOTHLHEBERBO PR N, 7T
TARREL DFEITENEN0.50%, —0.60%K% -0.81%TdH YV, 5mg BETH S HbAle 3 L7 (&
[L82-11BH) . Ziinﬂﬁf@ HbAlc DIERILHEL 7.0%LL LT o7-7-, 12 #l#F (LOCF) |Z HbAlc
DN T0% ARG CRIE LB 0BG 23 ME L2 25, 1 mg 331‘ 21.7%, 2.5 mg ¥ 34.5%, 5 mg
7t 46.8%, 7 7-YZT%$ 10.5% Cdh o7, £72, HbAlc 23 6.5% A B L7128 E OEIGIE, 1 mg
R 5.4%, 2.5 mg B¥ 13.6%, 5 mg #f 19.8%, 77 L REE 1. 1%1“&;07%:0 HbAlc 25 7.0%A 1% 6.5%
KRB LT #RE ORISR R LE P> T2DE, WIhd SmgEThoT,

A EERORFEBURNAE 1.823 R Uiz, AHEEROIEHRIT, AFK 1 mg B 50.5% (47/93 #i),
2.5 mg #f 48.9% (43/88 1) , 5mg & 53.7% (44/82 %) , 7 F B HREE 57.5% (50/87 f5]) TdH -7z,
ARIEEREEL 7 T2 AREEE OBICZRMEICET 2 KEREWVITREO ONT, AEKFNICAEFSR
DFEBUEN 52N 8 < 72 D[ RO b o Tz,

* 1.8.2-3 262JJ}-001 HBOBEEERNEH
262! 001558

Y40 )7 F 0 T T F

A N 1 mg 2.5 mg 5 mg

n (%) N=87 N=93 N=88 N=82
FEREG: 50 (57.5) 47 (50.5) 43 (48.9) 44 (53.7)
AIEMH 15 (17.2) 8 ( 8.6) 12 (13.6) 9 (11.0)
A 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
EELAERSE 1 (LD 1( 11 1 (LD 2(24)
HEZRRIEM 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 1(1.2)
WHfILICE A EES 2(23) 1 (11 1 (LD 2(24)
$e 5.1 IR IZE © EEA 1 (L) 0 ( 0.0) 0 ( 0.0) 1 (1.2

(b) ENE I/MARERR (262001

BFAEERE TRHRN A+ (HbAlc 6.5%LL E 10.0%A0) 7 2 BUREIRIFBHE & %152
25mg, Smg XII7TvARE 1 H 1[F 24 8M&EE5 L, AL ONLEMELZREE LT, %@n’i%
FEFMEIER Tdh 5 24 I (LOCF) @ HbAlc DN—R2 T A U inb OB LEIX, 77 v RBEL
L, AF25mg HONS mg BE & HIZHERBD DB b, 77Jzﬂ$é:o># IENEN, -0.53%,
—0.61%TdHh-7- (FE _L822|BM) , 24 I (LOCF) |Z HbAlc 78 6.5%AIM 2B L 7= 4B
FEIL, 2.5 mg B 7.8%, 5 mg £ 16.7%, 77 &R 3.4% ThH -7, HbAlc 6.5%51%‘{?;5 ZHE
LBz OBE N bE - T=DX, SmglEThoTz,

1.8 [ZhE - 0y, T - A RO TR EoRE) #Emn
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BHEFG ORI AE 1824l 7 Lis, BEFERLORBIRT, A 25 mgBE79.3% (73/92
B) , SmghE73.2% (7197 51]) , 77 vAREE 78.9% (71/90 ) Th-o7-, AFK2.5mg, Smg O
WTNOEEGRIZBNTY, 77 B R i L CHERRORIROH L REWVITRD b
T, XV 7V TFF o 25mg BHEROSmg BHEOGEFRGORIRIFRBRECTH-T-,

* 1.8.24 262.-001 RBOAEEEZRDEN

26218 00175
 ESANAN AR 2 VAV

AN 2.5mg 5 mg
n (%) N=90 N=92 N=97
HEFES 71 (78.9) 73 (79.3) 71 (73.2)
RIEA 11(122)  12(13.0) 12 (124)
A 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
HERAERER 1 (11 3(3.3) 2(2.1)
HEIEREIEM 1( 1) 0 ( 0.0) 0 ( 0.0)
BERIEICE S -G ERS 5( 5.6) 3(3.3) 2 (2.1
5 112 2 o - EES 3(3.3) 1 (11) 1 (1.0

Uik, 262 001 38 K O 262001 BROWFIUCEB N THR—2F A 2250 HbAle DI
TIEIAFE S mg BFFETRORE L, M= ba— L OERBIE LS 725 HbAle D 6.5% K ENFE b
ARIESmg BEN b @ oTz, SHIT, A Smg BEOREMENRENTZ L d, REDEFHE
EEIT 5 mg &I L7z, [L82.1.2.1 GVE KON L8 21221 R L & 9 ICAZK 5 mg % 72
52 EBOEMEGHBRICB N TS, Bl 535k (262.-002, 262.-004) B OV 4 G-k Bk

(262.-005) EHITARIK S mg OFIMER NLEMENRINTEY, AREOHEEL 5 mg &ERE
L7,

723, B OB D OIER A E 2, AIKITEMME G SN D aReERH 5 Z &b,
BEOIRBEICIS U T25mg bEATE 5K 912, Mk AEs @, kAxy9270 7F
YELTSmga 1 HIEROBEET S, 72k, BEOREIISCT2S5mg s 1 B 1 [ERROES
THIENTEDL, | LT

(3) BHREEZTBREBICEITLIRE

HME BB RERE T B R OV HERE IEH B B & XG0T, A3 10 mg ZHERA#KG LI L&D
FyEReZE L7z (CVI8I019 #BR) . T ORER, AFD AUCLIE, BHREIER HIZH~T, #
B (Cer : 50~80 mL/min) , 2% (Cer : 30~50 mL/min) , &/ (Cer : 30 mL/min #jifi) D&
WREFRE L TENEN124%, 1465, 215 & eoT0, £, EELMERHY (DPP-4 [HEIGME
IERBILIRDKI 172) D AUCLIE, BHEREIEH & 1CH_T, A, %R, & ORsRERE g
TENTN LT fE, 29 6%, 45 Loz, ZORBEEND, FEEL Lo BHEEREREIC
SLTIIHRGEZEFTHES mg DFBETH D525 mg LT HHEMEYI THDHLEEZDOBREL
Too 728, WEBEHREREERF IS L UIAREOHERSOLEI LN B 2 bt

72, SMEAOMBEa Y ha— 3 R+4r [HbAlc fli (NGSP E) 728 7.0%L4 E 11.0%LLF] 7
2 BUBEIRIG R OV, &, REIRHREREE A2 AT 2 BE XU, A 2.5 mg T T TR
Z 1B 1E 12  E&EAES L7 (CVIg1062 k) . 12 Ks (LOCF) @ HbAlcfHEDN—Z T A

5

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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UL OELEIE, TR —044%ICxF L, 2.5 mg B —0.86% TH Y, T T HREEE DEIL
—0.402% &L 72V HERBRAENBO b, Fio, AERGRIRIT, A 2.5 mg # (57.6%, 49/85
B) KO 72 AREE (54.1%, 46/85 ) TRE7EIT0<, BB LIEAFEFROBEIZOWVWTD,
MR 2T e o T, Lbnn, HEEELL EoOBEEREE BE 20 L CITHE% 2.5 mg ICFRET7
DT L THMERRD b, BAMEICHER G TE D LB L,

1.8.2.3 MERALDEE] OFRTERIL

ARDIEME AR ABRAE, WRREBR RIS X, Rk 94 4 H 25 HHRBE 606 ma [EHEH
[ R S RAT SCEO I EIC OV T ROVERL 9 4F 4 A 25 HERIEE 607 S%n [EE M EIRN O
fEH EOFEFLEHEMHEIZ OV T ICHEILL, FRRO X IITHE LT,

A FEOER (R) R E DRI
B (ROBHITIFBELAENIE)
1. ARHIO A5 UIEBUE OB D & 5 B 1. ARIEDRLSTI R U EUE o BETE
2. HIE M= A, BERGIESIESOIATEME, 1 BUREIRF OB [, Do DHBEFICAEERE LY
A VARV N X DR EMFED R ENVAL 7DD TERANEZR | A, WBUEZEZ TSNS
HFRETRY, ] 7o, REEG BT D LS EE
3. HIEEYYE, FINAIR, EEIMEOL DB [ AUV EFICE | BET A 72ORE LT,
AN LE NSO TR OB G I1T#E S /20, ] 2. WK, A VAV L DESRH

TR Mg O R IENMEALE DT
W, o TAENEICERESND
L ESTEDICERE L, £z,
1 BUBE IR IAAI DRIRE TIX 72w
TORE LT,

3. A A EFNT K DR M
PEHENEEND T2 ORE LI,

(hgE - NRICEHET HHEALDOEE)
(1) RAIOER LD 57> CORERFIGEO IR ThH 2 BFHE, EBFIE | ()VAFHRIE, EBFRIEIIRERFES
B AT o7 ) A CHEP ARG AICRY BT 52 L, FEOHARKTHDLZ ENOLREL
(2) HEPRIBOBWI DML L7 BE K L CORBEHAEZEE S 52 L, FiR 7o
RS %Wﬁ%ﬁﬁ-ﬁﬁ%@ , BERPPEULOAER (BYEREIR, | QFERISIGRICE T D — kil
R B e #)%ﬁ#érﬁﬁ&é LIZHETHZ &, HHEEL L TRELE,

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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EHLEOER ()

AR E DARHL

(A% - AEICHET 2HERALDEE)
FPAEREDL oo BHSRERR A I, PRI ORI X0 AR i o R
N ERF D70, 25mg lICBETHZ L ( (EDEFRE] OEBR) |

R . JLTF=
NESS I/ :\ D3
m@inzg T yuFILx E
& (Cer, mL/min)
TEEULE o
DG M e Zijzﬁ <50 25mg, 1 H 1

¥ VLT F=r s )T T AT Y T S R (Rl 60 5%, R E 65 kg)

WAL T HEHE S - B Re R E B
Z PRI, RIEOEYEREIZ -2 5
WAL BT 2RIV T, B
REDREEE N E 22 2 ik NITAZE 10
mg & HERO#KS L7 & & DARHK
D AUC,IE, BHEREER H I~
T, ¥ (Cer : 50~80 mL/min) ,
AR (Cer : 30~50 mL/min) , &
JE (Cer : 30 mL/min A7) OB
BEEERECEhEN 12 15, 14
£, 2.1 ffic7e~ 7=, EEREMEAGH
WD AUC,IE, BHREIER &I~
T, R, PR, SR OB HEERE
ERETENRTN 1.7 %, 2.9 14,

45 27 o T, T ORBREE RN S,
B DR e R E R I B W T
R EI OIS, AR D
L oBEEEREE B E TR LTI
WHESmg D ETHD 25mg &
TOHENEY THDEEZXDD
BRE LT,

1. EEHRS (ROBEICKEEICHRSTSHI L)

() FEELL EOBHREREDO S 5 BHELETHORMBE R 2EH
((Rix - AEICEETIHEALOEE) OHELV (EMEIE] O
Z )

Q) ANKR= T LT AL HEELA A ) A UMEERI T A A ) i
Flafe G o B UKo ) 27 N+ sB82znrndb s, 1 (12,
BEELGEXMEE (1) | 0HE, (3. #HEERA oBEKD 14 BERA
(D EXGEMERA D)IEMBEE] OEHSR)

() I/ 2 BERRE RfEZE T R2nnd 5, ]

1) T RARBEAE R 2 LRI R R 42

2) HEANERKE, FUECIRRE, AR R,
BHEEREO AT ULETIRE

3) LV R ES)

4) WEDT V3 — AEEE

(4) IEE T OB UIIGPAZE BT D & 5 A [BHELE Z+8Th
nWhn, (T4EMER ) EXLGEMER HBEAE 0ESR) ]

()FEEM EOBEEDH D BH
RBHT P ORABE A 2BE TIX
MFEPREN LR 270, &
DB R DGEENHDH T &
LEE LT,

(2)ftL> DPP-4 BHESL T, A/LF =)L
ULTHEIEDOHERIC LY BB
IRMHE S S Sh T s, A3
12X % DPP-4 HEEMICINA T,
by o> HE bR 55 F 3K 0> F A3 AR N Y
AR L, ARIMAEAS FEBL L9 <
ROLAEENRS D Z ELER
WAL D 7= DR E LT,

GYRimpEA R Z T BENANH H 72
OE LT,

(> DPP-4 BHEFEIE T, “Fpk 24 4
4 H 24 HEERZ 0424 55 1 BB
IZBWT, B SCEDARIAIZ I
EoRH#EZIBEFRT S L O kiTH
RENTLZ &, ROAKRIEDENER
REBIZBWNTA Lo ARHE
ENTWDZ LG, EEBEO
7o DI E LTz,

1.8 T%hiE - 2R
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EHLEOER ()

AR E DARHL

2. EEGEKRMEE

() LD FER R & AF % OEH 3 2 56 IR ER 2 E Z 7 BEh
DD DT, T b DR & OO ARFZILEE T3 LR IR R & Ot
ZDORHLFIEZ DT HIFAT D Z LIS, ALE=1 0 LT A,
BRI A Y U WMEERIUTA A Y VRO 25 A K
MPED U A7 PHEINT2BENNH D, ALm=/L LT Hl, @k
A A Y OFWARER T A A Y BN OV, PR R ORI
DY A7 BT B0, ANAKR= LT LTH, B2 v
SWRERI A 2 ) VRIFIOWEERFTo2 28, (1. EE
#5 (2) ) om®E, 3. #HEMER oHEEWV M4 BHER () EXEE
e NIEMFERE | DOESHR)

Q) AFIBGHIE, ML EFRICRET 2 & & big, Rlad+oIcsliss
L, BICBGGE OB OWTHEHEREIL D Z &, AFI%E 3 5 Hi
HELTHRBMBIRTT DRI 7256, Lo#EdeEzbh
DIGFR~DEREBETH L,

3) BEDOfkGETIC, BEDONRENRL IRDIGEC, BEOAREE, B
IEDOGIFEIZL VRN IRo720, R+DERDIBERH DD
T, BREHEIE, KEOHR, BEE, BYYEORBESICEED S X,
WIS O T, $hm, FAOBNECEETHZ L,

@) RANE A 2 Y HE & OPFRE G O R OVZ T mE s h
TUNZRUY,

G)DENERLLDLND Z ENH D DT, BB OEIRS R % E D 1
WEBRIET ABMCITEE S S 2 &,

(1) ftho> DPP4 FHEIK T, ALK
=AU LT HEDOPEHEREIZER
VN ERE e AR B IR 23 R A X
nTW5b, A & %5 DPP-4 [HE
TERNZIN 2 T, BRI 3D
YERDSRMENZAER L, IR kgD
HHE LT D etErd 5
7 OEEMIL O DICERE Lz,
R BEER D U 2 7 2T 5
722, ZIBR=L T LTH,
ZHRLA VR Y Ay WM E R 1T
A R RFE OPFHRETT,
T AL D O PR FEF O PR A 1A
THOVENDHD EHETLEE L
7=

(2) PRI —Br /e kB FH %
BEIHRE LI,

(3) ARIKIZ L 2 EYEHE % & O FEIR
RIBE AT > TV DEAITIE, 7
WCBEFEOREZERRSBEL
RN BRI DML & B OIS
HERETOILENDD Z &M
b—iMEEFHE LTREL
72

@A A CBFIE PR SO
Bt R OZ2MEITEN BN
THREEN TRV DL
72

(5) BERBIRFRICIBIT 2 —m 72
BHFHE L CHELRL,

1.8 T%hiE - 2R
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EHLEOER ()

AR E DARHL

3. TR

AANL CYP3A4/S (X v Rt s, FEEMEREM A AT 5, AFlo

EHEICIL, REBNRRRME WO G MEE S D,

DIHZR)

HiREE BRISEET S &)

( (EDEE)

EREE BRARE - HERE W - BIREF

W bR 3K PERPIREE L OB L v, | OB T VR
AR =T LT A Rl ER N EZ 22 | © iR &

7Y AU R, BHHOT, HEICESTD | D,
TR TN, Z b, B, A= oL
7Y 7TV R, T A, FHEA A Y 3k
T X IR & TRAER ST A > A Y o B

BNAA 2 Y Wi | EOFHT %A, KD Y

HEFH A7 BREMT2BELRH
FT 7V =K, b, ANK= LT LTHI,
SFZIV= ROV | A R Y UM ER
LAKFNY, iEA A Y CREANZ O
LY =R T, PFAROKmEED Y A

a-7 v a v B —RREA] 7 wET 5720, ANKR=
KT U R=2, T LT E, A R
TANBR—Z, VO WMRERI XA v A Y
Y b= VB OB EE RIS D Z

v T A RREH Lo (T HEEEL () )
A bV MR, oM, (2. EERIEARME
TRV YR B oHEEO T4, BIHEH

FT VU RHEH (HERZENER DARIEEE )
=i/ R VANS 1 3: ) DIHZ)

GLP-1 77 11 2 | K SR 358 D B 7= 55
% A, BHIIEEE SR
=X tFF LK EAZEIT 50, e

A A Y o ER T —EHER & OO I

7 RolEafbG9252 &,

MUFERE TR 238509 2 36550 | mobE R T1E MR 2 889 538 | ks T 1EH
B-HE 7L e oPERIc kY, mpERET | o 8 | ic &
WU FOLERA TEFIBESR L, & BICMpER | 5,

B 7 IV EEEREE | KT T2 RERS L7120,

pall BEAT AT, B,

74 77— hRIEH & T oMBEFEOREL +47IC

BRELRROERETDHI L,
MFERE FYER 28883 2 36540 | MFERE NIEM 200593 2 38 | mbEkE ~EA

TRV FY v
B R A E
HORIR A Ve v 5

F e OPEAICE Y, mpERE T
YER AN 855 L, fEES EA-
THREEERH D72, JFH
TAHEEITIE, M, 2o
fi B3 DR E & 43 | Bl 52
Lo &kbEd52 L,

D I &
%,

CYP3A4/5 BREHA
A rFary—r %

CYP3A4/5 FREEHAEZHT 5
AL OPFHICE Y, KFID
o R R S 9B AT REME
NdHDH1=D, FFHTHEIC
X, MBS U CARK %
THREFETHI &,

CYP3A4/5 T
x4 % B AR
Micky, K
il O AR 35 A3 B

AHIZ k5 DPP-4 BLEMERITMZ
T, o BEER P FA 3RO AE F A3 FH Y
WZAEA L, R 23538 Led < 72
LAREMER S D 2 LD EE R
DIZHFRE LTz, ARMPEER D U 2
J BT A0, Ark=Ly
LT Al SR R Y I
B EA v A Y L HHE] & o g
Wi, 2 OFF RO M E 2 Ik
TR ERD D LK LEREL
72

INHoEKEOJHESGIZLY
MR T EM 238888 L, (RIS E O
VR BEL DA REERH D 2
D, EEEZMRTEDICHEL
7=

IO OEFEDHFRAFEGIZEY
MAERE FERAAREI L, M= b
a—/LOEERIBNEOEE
TOMENDLIZDRRE Lz,

INBOEAEDOHFHKSIZED
ARFN D 1fin R EE A b9 B ATREE
BT OIVENRDLD EZZRTE
L7z,

1.8
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EHLEOER ()

AR E DARHL

4. BIERA

EWNCHEE L7z 2 BURERFEE 255 L LIERRBRICB W\ T, etk

FEMTRIG: 1,237 Bl 221 6] (17.9%) (ZERRRAAE O S5 % & RIfER 2

R bz, ERBEIERE, ARMBEE 29 B (2.3%) , ER 19 61 (1.5%) ,

B 156 (12%) SEThoT-,

M EXLEMER

1) {EI0HEAE : MO BERPI L & OO CIRIBEHE GEBHELA 2 D 55
WARERIOF B 10.5%, ANFR=L U LT HIGFEEE82%, F7 U
VREEAIDEARE 1.9%, B 77 A RBEAIPFARE 1.7%, o-7 Va4
—EEAIIHAR 0.9%) BdbbbhdZ endd, £, MOBERE
R E O L2 WEE IRMAEE (0.5%) 2S#AEShTnd, KiifE
FERDIFBD BTG EITIE, AFd D WO LT 2R 3%
—BEIZHRIET 2 0B D WITBE T 2R SEEICR ST 2 L, B,
o> DPP-4 [HEHKIT, ZAR=/L 7 LT & OfFH CHRE AR RILEHE
Kb Sbh, BRHEAZELEFALHEINTHD I LD, AL
Ry LTHEIEGFRT 25410, AVE=y LT HIORE L B
&AL, F1, AAIOBESIC L0 IRILEEE RS S AT
ITEFIIEE A G OREMELEBINT 20, o/ va X —EBHREH L
DU & 0 RIBEER AR SN HA T Rulia b4 252
L, (M. BEHEQ) omE, 2. BEEZEXRMNEEN)) OEEW
3. MEER) DHEZBM)

2) SR BERHY QBRI DND T ERHLDOT,
ROFERIZOWTHIAL, BEEHITH 28, b L, FRiiiR
LWIERES O RE RO b HaIcid&k eG4 ik L, #eE %
1952,

3) BBYERKE BHEERHE*) . 7TF7 4 7% —, MEERENORRER
O EEZBBUERE R D bbohbd ZERH DD T, BlEE 57
TV, BREDSEOLNGEEICEEEERIEL, HMURAEZITY 2
&,

4) BEAE (0.5%KW)  BHERS LN ZENHDHDOT, BlEr+
SITATY, SRS, MEIER, Fred D08, NRHSE O R G
OONTHEITIFEGETILL, BYRLESITIZE, (M EE
54 OHEEBMR)

2 RPER I BE 2SR L LT ENER
KRB B P T — 2 > — b
(CCDS) T EFRH LT,

1) ENERRBR T, EER2b0
WX T2y, (RIBE S FEBL L7255
BT TE S & 5 o T2 R WA E 2
MEEEZREH L, £, o
DPP-4 [HEHK L 2 K= 1 T LT
| & O PF & B¢ 22 4K B AE
REEL TV HERINLTND
ZEND, REEAVE= LT LT
B EHEATDEEICIZALVE= VY
L7 RO EE RETT D NER D
Z & pr Liidk L7,

2)~3) EWEEKRBR THREIL R
2, WHAOTHIRBIZBVTHRER, &
BUESGONHE SN TR, EER
RIBICELRZ RN EZzOND 2 L
o, BERAAEROEICE#EK L
77

4) ftho> DPP-4 FHEIK T, ok 24 4F
4 24 AERA7Z2 0424 85 | Ba@AIC
BT, BTSCEOARIEI G HED
RHEBRET D LIRS
o2 b, ROKRIEOENERRRRIC
BT roangtanTcns
TEND, FRMEDTZOIZERE L
770
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EHLEOER ()

AR E DARHL

(2) ZDithDEIER
EE/EE 0. 5~2% kit 0. 5%k i SEERE*
HEREE  |[HF0 e
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 54

Notice is h ereby givent hat, in a ccordance with p aragraph 7 of the P rocedure for the Selection o f R ecommended
International Nonproprietary Names for P harmaceutical S ubstances [Off. Rec. Wid Health Org., 1955, 60, 3 (Resolution
EB15.R7); 19 69, 173, 10 (Resolution E B43.R9)], the follow ing n ames are sel ected a s Recommended Inte rnational
Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-91) and Recommended (1-52) International Nonproprietary Names can be found in Cumulative List
No. 11, 2004 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 54

Il est no tifié qu e, conf ormément aux dispositions du pa ragraphe 7 de| a Procédure a sui vre en vue d u ch oix de
Dénominations commu nes internationales recom mandées pour les S ubstances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisies
par I'Organisation mondiale de la Santé en tant que d énominations communes internationales recommandées. L’inclusion
d’'une dénomination dans les listes de DCI recommandées n’'implique aucune recommandation en vue de ['utilisation de la
substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-91) et recommandées (1-52) dans
la Liste récapitulative No. 11, 2004 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 54

De co nformidad con loq ue di spone el p arrafo 7 de | Procedimiento de S elecciéon d e D enominaciones C omunes
Internacionales Recomendadas pa ra la s S ustancias Farmacéuticas [Act. Of. Mund. Salu d, 19 55, 60, 3 (R esolucién
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9)], se comunica por el presente anuncio que las de nominaciones que a
continuacion se expresan han sido seleccionadas como De nominaciones C omunes Internacionales Recomendadas. La
inclusién de una denominacion en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Co munes Int ernacionales P ropuestas ( 1-91) y Recomendadas (1-52) se en cuentran
reunidas en Cumulative List No. 11, 2004 (disponible s6lo en CD-ROM).

243



Recommended INN: List 54

WHO Drug Information, Vol. 19, No. 3, 2005

Latin, English, French, Spanish:

Recommended INN
DCI Recommandée

DCI Recomendada

Chemical name or description; Molecular formula; Graphic formula
Nom chimique ou description; Formule brute; Formule développée

Nombre quimico o descripcion; Férmula molecular; Férmula desarrollada

acidum salclobuzicum
salclobuzic acid

acide salclobuzique

acido salclobuzico

ancrivirocum
ancriviroc 3-({4-[

ancriviroc 4-[(

ancriviroc 4-[(

aplindorum
aplindore (

aplindore (

aplindor (

4-(4-chloro-2-hydroxybenzamido)butanoic acid
acide 4-[(4-chloro-2-hydroxybenzoyl)amino]butanoique
acido 4-[(4-cloro-2-hidroxibenzoil)amino]butanoico

C11H12CINO,

Cl OH

(2)-(4-bromophenyl)(ethoxyimino)methyl]-4'-methyl-
[1,4'-bipiperidin]-1'-yl}carbonyl)-2,4-dimethylpyridine-1-oxide

Z)-(4-bromophényl)(éthoxyimino)méthyl]-1'-[(2,4-diméthyl-
1-oxydopyridin-3-yl)carbonyl]-4'-méthyl-1,4'-bipipéridinyle

Z)-(4-bromofenil)(etoxiimino)metil]-1'-[(2,4-dimetil-1-oxidopiridin-

CagH37BrN4O3
|0~ CH
o =
[
N' _CH N
~ S X Br
CHa
= N
CHs O

28S)-2-[(benzylamino)methyl]-2,3,7,9-tetrahydro-8 H-1,4-dioxino=
[2,3-e]indol-8-one

28S)-2-[(benzylamino)méthyl]-2,3,7,9-tétrahydro-8 H-1,4-dioxino=
[2,3-e]indol-8-one

28)-2-[(bencilamino)metil]-2,3,7,9-tetrahidro-8 H-1,4-dioxino=
[2,3-e]indol-8-ona
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atilmotinum
atilmotin

atilmotine

atilmotina

avanafilum
avanafil 4-{

avanafil 4-[(3-ch

avanafilo 4

C,.H,.N,0,

18" 18

N-[(2S)-3-phenyl-2-(trimethylazaniumyl)propanoyl]-L-valyl-L-prolyl-
L-isoleucyl-L-phenylalanyl-L-threonyl-L-tyrosylglycyl-L-glutamyl-
L-leucyl-L-glutaminyl-D-arginyl-L-leucyl-L-lysinamide

N-[(2S)-3-phényl-2-(triméthylammonio)propanoyl]-L-valyl-L-prolyl-
L-isoleucyl-L-phénylalanyl-L-thréonyl-L-tyrosylglycyl-L-glutamyl-
L-leucyl-L-glutaminyl-D-arginyl-L-leucyl-L-lysinamide

N-[(2S)-3-fenil-2-(trimetilamonio)propanoil]-L-valil-L-prolil-L-isoleucil-
L-fenilalanil-L-treonil-L-tirosilglicil-L-glutamil-L-leucil-L-glutaminil-
D-arginil-L-leucil-L-lisinamida

CesH13aN20019
(‘3H3 o H o
H3C*/N+>)~V3I*Pro*IIe*Phe*Thr*Tyr*GIy*N%
H,;C
H S

H g
co,

Leu—GIn—D-Arg—Leu—Lys —NH,

[(3-chloro-4-methoxyphenyl)methyllJamino}-2-[(2S)-2-
(hydroxymethyl)pyrrolidin-1-yl]-N-(pyrimidin-2-ylmethyl)pyrimidine-
5-carboxamide

loro-4-méthoxybenzyl)amino]-2-[(2S)-2-(hydroxyméthyl)=
pyrrolidin-1-yl]-N-(pyrimidin-2-ylméthyl)pyrimidine-5-carboxamide

-[(3-cloro-4-metoxibencil)amino]-2-[(2S)-2-(hidroximetil)pirrolidin-
1-il]-N-(pirimidin-2-ilmetil)pirimidina-5-carboxamida

N
E NH
N
- OZYN " oH
X~ ¢
_ NP
N | H
H;CO
cl
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balicatibum
balicatib

balicatib

balicatib

becatecarinum
becatecarin 1,1

bécatécarine 1,1

becatecarina

N-{1-[(cyanomethyl)carbamoyl]cyclohexyl}-4-(4-propylpiperazin-
1-yl)benzamide

N-[1-[(cyanométhyl)carbamoyl]cyclohexyl]-4-(4-propylpipérazin-
1-yl)benzamide

N-[1-[(cianometil)carbamoil]ciclohexil]-4-(4-propilpiperazin-
1-il)benzamida

C23H 33 N 502

N

1-dichloro-6-[2-(diethylamino)ethyl]-12-(4-O-methyl-
-D-glucopyranosyl)-12,13-dihydro-5H-indolo[2,3-a]pyrrolo=
[3,4-c]carbazole-5,7(6H)-dione

1-dichloro-6-[2-(diéthylamino)éthyl]-12-(4-O-méthyl-
B-D-glucopyranosyl)-12,13-dihydro-5H-indolo[2,3-a]pyrrolo=
[3,4-c]carbazole-5,7(6H)-dione

1,11-dicloro-6-[2-(dietilamino)etil]-12-(4-O-metil-B-D-glucopiranosil)-

12,13-dihidro-5H-indolo[2,3-a]pirrolo[3,4-c]carbazol-5,7(6H)-diona
C33H34C|2N407

HaC”~ N7 CHs

o=M_o
N\ /
N N
cl H_-OH Cl

o
OH
H3CO
OH
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becocalcidiolum
becocalcidiol (1

bécocalcidiol (1

becocalcidiol (1

bemotrizinolum
bemotrizinol 2,2

bémotrizinol 2,2

bemotrizinol 2,2

R,3R)-4-(2-{(1R,3aS,7aR)-1-[(2S)-butan-2-yl]-7a-methyloctahydro-
4H-inden-4-ylidene}ethylidene)-2-methylidenecyclohexane-1,3-diol

R,3R)-2-méthylidéne-5-[(2E)-2-[(1R,3aS,7aR)-7a-méthyl-
1-[(1S)-1-méthylpropylJoctahydro-4H-indén-4-ylidene]éthylidéne]=
cyclohexane-1,3-diol

R,3R)-2-metilideno-5-[(2E)-2-[(1R,3aS,7aR)-7a-metil-
1-[(1S)-1-metilpropilloctahidro-4H-inden-4-ilideno]etilideno]=
ciclohexano-1,3-diol

C23H3602

Hsc, H
3\;

'-[6-(4-methoxyphenyl)-1,3,5-triazine-2,4-diyl]bis=
{5-[(2-ethylhexyl)oxy]phenol}

"-[6-(4-méthoxyphényl)-1,3,5-triazine-2,4-diyl]bis=
[5-[(2-éthylhexyl)oxy]phénol]

'-[6-(4-metoxifenil)-1,3,5-triazina-2,4-diil]bis[5-[(2-etilhexil)=
oxilfenol]

CaHagN30s5
OCH,
OH N7 °N OH
- |
Dhad
Hsc/\/j/\o = A O/\E\/\CH3
HsC CHj
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besilesomabum
besilesomab

bésilésomab

besilesomab

bisoctrizolum
bisoctrizole 2,2

bisoctrizole 2,2

bisoctrizol 2

canfosfamidum
canfosfamide

canfosfamide acide

canfosfamida acido

immunoglobulin G1, anti-(human CEA (carcinoembryonic
antigen)-related antigen) (mouse monoclonal BW 250/183 heavy
chain), disulfide with mouse monoclonal BW 250/183 k-chain, dimer

immunoglobuline G1, anti-(molécules de I'adhésion cellulaire,
antigénes carcinoembryonaires humains (CEA ou CD66)), dimére du
disulfure entre la chaine lourde et la chaine k de I'anticorps
monoclonal de souris BW 250/183

inmunoglobulina G1, anti-(moléculas de adhesién celular, antigenos
carcinoembrionarios humanos (CEA o CD66)), dimero del disulfuro

entre la cadena pesada y la cadena « del anticuerpo monoclonal de
ratén BW 250/183

"-methylenebis[6-(2H-benzotriazol-2-yl)-4-(2,4,4-trimethylpentan-
2-yl)phenol]

'-méthylénebis[6-(2H-benzotriazol-2-yl)-4-(1,1,3,3-
tétraméthylbutyl)phénol]

,2'-metilenobis[6-(2H-benzotriazol-2-il)-4-(1,1,3,3-tetrametilbutil)=
fenol]

C41Hs50N6O2

Qr}l OH OH

N\ _N
oY
(‘)H3 CHj

HaC—\_A—CHs H3C7\/‘TCH3
HaC CH;  HsC CHs

N-y-L-glutaminyl-3-(2-{bis[bis(2-chloroethyl)amino]=
phosphoryl}ethanesulfonyl)-L-alanyl-(2R)-2-phenylglycine

(2S)-2-amino-5-[[(1R)-1-[[[2-[[bis[bis(2-chloroéthyl)amino]=
phosphinoyl]oxy]éthyl]sulfonyljméthyl]-2-[[(R)-carboxyphénylméthyl]=
amino]-2-oxoéthyllamino]-5-oxopentanoique

(2S)-2-amino-5-[[(1R)-1-[[[2-[[bis[bis(2-cloroetil)amino]=
fosfinoil]oxi]etil]sulfonil]metil]-2-[[(R)-carboxifenilmetillamino]-
2-oxoetillamino]-5-oxopentanoico

248

13



WHO Drug Information, Vol. 19, No. 3, 2005

Recommended INN: List 54

ceftobiprolum

ceftobiprole (

ceftobiprole acide

ceftobiprol acido

ceftobiprolum medocarilum
ceftobiprole medocaril

ceftobiprole médocaril

ceftobiprol medocarilo

C26H40Cl4N5O10PS

6R,7R)-7-[(22)-2-(5-amino-1,2,4-thiadiazol-3-yl)-2-(hydroxyimino)=
acetamido]-8-oxo-3-[(E){(3'R)-2-oxo-[1,3'-bipyrrolidin]-3-ylidene}=
methyl]-5-thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid

(6R,7R)-7-[[(22)-(5-amino-1,2,4-thiadiazol-3-yl)=
(hydroxyimino)acétyllJamino]-8-oxo-3-[(E)-[(3'R)-2-oxo-
1,3"-bipyrrolidinyl-3-ylidéne]méthyl]-5-thia-1-azabicyclo[4.2.0]oct-
2-éne-2-carboxylique

(6R,7R)-7-[[(22)-(5-amino-1,2,4-tiadiazol-3-il)(hidroxiimino)=
acetillamino]-8-oxo-3-[(E)-[(3'R)-2-ox0-1,3'-bipirrolidinil-
3-ilideno]metil]-5-tia-1-azabiciclo[4.2.0]oct-2-eno-2-carboxilico

CZOH22N806SZ
CO,H o
OH ©
- X
N N--
S S H
S W)ST H H
>;N 0
HoN

(6R,7R)-7-[(22)-2-(5-amino-1,2,4-thiadiazol-3-yl)-2-(hydroxyimino)=
acetamido]-3-[(E){(3'R)-1'-[(5-methyl-2-0x0-1,3-dioxol-4-yl)=
methoxycarbonyl]-2-oxo-[1,3'-bipyrrolidin]-3-ylidene}methyl]-8-oxo-
5-thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid

acide (6R,7R)-7-[[(2Z)-(5-amino-1,2,4-thiadiazol-3-yl)=
(hydroxyimino)acétyllamino]-3-[(E)-[(3'R)-1"-[[(5-méthyI-2-oxo-
1,3-dioxol-4-yl)méthoxy]carbonyl]-2-oxo-1,3"-bipyrrolidinyl-
3-ylidene]méthyl]-8-oxo-5-thia-1-azabicyclo[4.2.0]oct-2-éne-
2-carboxylique

acido (6R,7R)-7-[(22)-(5-amino-1,2,4-tiadiazol-3-il)(hidroxiimino)=
acetamido]-3-[(E)-[(3'R)-1'-[[(5-metil-2-ox0-1,3-dioxol-
4-il)metoxi]carbonil]-2-oxo-1,3'-bipirrolidinil-3-ilideno]metil]-8-oxo-
5-tia-1-azabiciclo[4.2.0]oct-2-eno-2-carboxilico
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cintredekinum besudotoxum
cintredekin besudotox

cintrédékine bésudotox

cintredekina besudotox

davasaicinum
davasaicin 2-[4-(2

davasaicine 2-[4-(2

davasaicina 2-[4-(2

CasH26Ns011S2

CO,H o
_OH ©, O
N N N%
H N-, ~
/N\W)S(N s H 0 CHs
S H H —
>;N o] . b
HoN \ﬁ/

toxin hIL13-PE38QQR (plasmid phulL13-Tx)

[Met" His"®|précurseur de I'interleukine-13 humaine-(17-132)-
peptide (61 32—246')-protéine avec la

dés-Ala’®, Asp®® Val*® Val*® Ser’® Leu®®, Thr*"",Cys*% Pro®”® val™™*
A|a375 A|a376 G|y377 G|u378 Cys379 A 3

[Ly3246 A|a247 Ser248 G|y249 G|y250 Asn364 Va|407 Ser515 G|n590

GIn®® Arg®"*Jexotoxine A (Pseudomonas aeruginosa)-(246-613)-
peptide

toxina hIL13-PE38QQR (plasmido phullL13-Tx)

C2234H3512N6500682S 10

MHSPGPVPPS TALRELIEEL VNITQONQKAP LCNGSMVWSI
NLTAGMYClAA LESLINVSGC SATEKTQRML SGFQPHKVSA
GQFSSLHVRD TKIEVAQFVK DLLLHLKKLE REGRFNKASG
GPEGGSLAAL TAHQAC}HLPL ETFTRHRQPR GWEQLEQC‘IGY
PVQRLVALYL AARLSWNQVD QVIRNALASP GSGGDLGEAT
REQPEQARLA LTLAAAESER FVRQGTGNDE AGAANGPADS
GDALLERNYP TGAEFLGDGG DVSFSTRGTQ NWTVERLLQA
HRQLEERGYV FVGYHGTFLE AAQSIVFGGV RARSQDLDAIL
WRGFYIAGDP ALAYGYAQDQ EPDARGRIRN GALLRVYVPR
SSLPGFYRTS LTLAAPEAAG EVERLIGHPL PLRLDAITGP
EEEGGRLETI LGWPLAERTV VIPSAIPTDP RNVGGDLDPS
SIPDQEQAIS ALPDYASQPG QPPREDLR

-aminoethoxy)-3-methoxyphenyl]-N-[3-(3,4-dimethylphenyl)=
propyllacetamide

-aminoéthoxy)-3-méthoxyphényl]-N-[3-(3,4-diméthylphényl)=
propyllacétamide

-aminoetoxi)-3-metoxifenil]-N-[3-(3,4-dimetilfenil)propil]=
acetamida

C22H 30 N203

H3C
H
N OCH3
H3C Y\@:
(6] NH
O/\/ 2
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deferitrinum
deferitrin (

déféritrine acide

deferitrina acido

delmitidum
delmitide (

delmitide

delmitida

deutolperisonum
deutolperisone 2-me

deutolpérisone (

deutolperisona (

435)-2-(2,4-dihydroxyphenyl)-4-methyl-4,5-dihydro-1,3-thiazole-
4-carboxylic acid

(+)-(4S)-2-(2,4-dihydroxyphényl)-4-méthyl-4,5-dihydrothiazole-
4-carboxylique

(+)-(4S)-2-(2,4-dihidroxifenil)-4-metil-4,5-dihidrotiazol-
4-carboxilico

C41H11NO4sS

HiC . JCOH

L)
S

|
HO X OH

=

2R)-2-[(2R)-2-{(2R)-2-[(2R)-2-{(2R)-2-[(2R)-2-(D-arginylamino)=
hexanamido]hexanamido}hexanoyl-D-arginylamino]=
hexanamido}hexanamido]hexanoylglycyl-D-tyrosinamide

D-arginyl-(2R)-2-aminohexanoyl-(2R)-2-aminohexanoyl-
(2R)-2-aminohexanoyl-D-arginyl-(2R)-2-aminohexanoyl-
(2R)-2-aminohexanoyl-(2R)-2-aminohexanoylglycyl-D-tyrosinamide

D-arginil-(2R)-2-aminohexanoil-(2R)-2-aminohexanoil-
(2R)-2-aminohexanoil-D-arginil-(2R)-2-aminohexanoil-
(2R)-2-aminohexanoil-(2R)-2-aminohexanoilglicil-D-tirosinamida

C5gH105N17011

HN HN
>—NH2 >\—NH2
HN HN

NH2

OH

thyl-1-{4-(["Hs]methy!)[2,3,5,6->H,]phenyl}-3-(piperidin-
1-yl)propan-1-one

2RS)-2-méthyl-1-(4-(*Hs)méthyl(2,3,5,6-Hs)phényl)-3-(pipéridin-
1-yl)propan-1-one

2RS)-2-metil-1-(4-[*Hs]metil[2,3,5,6->H,]fenil)-3-(piperidin-
1-il)propan-1-ona
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efipladibum
efipladib

éfipladib acide

efipladib acido

elomotecanum
elomotecan (

élomotécan (

elomotecan (

CigH1e?H/NO

and enantiomer
et énantiomére
y enantiémero

4-(3-{5-chloro-2-[2-({[(3,4-dichlorophenyl)methyl]sulfonyl}amino)=
ethyl]-1-(diphenylmethyl)-1H-indol-3-yl}propyl)benzoic acid

4-[3-[5-chloro-2-[2-[[(3,4-dichlorobenzyl)sulfonyl]Jamino]éthyl]-
1-(diphénylméthyl)-1H-indol-3-yl]propyllbenzoique

4-[3-[5-cloro-2-[2-[[(3,4-diclorobencil)sulfonilJamino]etil]-
1-(difenilmetil)-1H-indol-3-il]propillbenzoico

CaoHasClsN204S

Cl
O\
()
o

Cl

Z

\\

5R)-9-chloro-5-ethyl-5-hydroxy-10-methyl-12-[(4-methylpiperidin-
1-yl)methyl]-1,4,5,13-tetrahydro-3H,15H-oxepino[3',4":6,7]=
indolizino[1,2-b]quinoline-3,15-dione

5R)-9-chloro-5-éthyl-5-hydroxy-10-méthyl-12-[(4-méthylpipéridin-
1-yl)méthyl]-1,4,5,13-tétrahydro-3H,15H-oxépino[3',4":6,7]=
indolizino[1,2-b]quinoléine-3,15-dione

5R)-9-cloro-5-etil-5-hidroxi-10-metil-12-[(4-metilpiperidin-1-il)metil]-
1,4,5,13-tetrahidro-3H,15H-oxepino[3’,4’:6,7]indolizino=
[1,2-b]quinolina-3,15-diona

C29H32CIN3O4

HaC— N
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embeconazolum
embeconazole 4

embéconazole (-)-4

embeconazol (-)-4

epoetinum zeta
epoetin zeta

époétine zéta

epoetina zeta

eritoranum
eritoran 2-deox

éritoran

eritoran

-{(1E,3E)-4-(trans-5-{[(2R,3R)-3-(2,4-difluorophenyl)-3-hydroxy-
4-(1H-1,2,4-triazol-1-yl)butan-2-yl]sulfanyl}-1,3-dioxan-2-yl)buta-
1,3-dien-1-yl}-3-fluorobenzonitrile

-[(1E,3E)-4-[trans-5-[[(1R,2R)-2-(2,4-difluorophényl)-2-hydroxy-
1-méthyl-3-(1H-1,2,4-triazol-1-yl)propyl]sulfanyl]-1,3-dioxan-
2-yllbuta-1,3-diényl]-3-fluorobenzonitrile

-[(1E,3E)-4-[trans-5-[[(1R,2R)-2-(2,4-difluorofenil)-2-hidroxi-
1-metil-3-(1H-1,2,4-triazol-1-il)propil]sulfanil]-1,3-dioxan-2-il]buta-
1,3-dienil]-3-fluorobenzonitrilo
C27H25F3N403S

F

F
HO

F 0
‘ H ’ :>(S
NC

(\N

N

|

1-165-erythropoietin (human clone BO3XA01), glycoform ¢
1-165-érythropoiétine (humaine BO3XA01), glycoforme ¢
1-165-eritropoyetina (humana B0O3XA01), glicoforma ¢

Ca0oH1301N2200240S5

y-3-0-[(3R)-3-methoxydecyl]-6-O-methyl-2-(octadec-
11-enamido)-4-O-phosphono-f-D-glucopyranosyl-(1—6)-3-O-decyl-
2-deoxy-2-(3-oxotetradecanamido)-a-D-glucopyranose
1-(dihydrogen phosphate)

dihydrogénophosphate de 3-O-décyl-2-désoxy-6-O-[2-désoxy-
3-0-[(3R)-3-méthoxydécyl]-6-O-méthyl-2-[(11Z)-octadéc-
11-énoylamino]-4-O-phosphono-f-D-glucopyranosyl]-
2-[(3-oxotétradécanoyl)amino]-a-D-glucopyranosyle

dihidrégenofosfato de 3-O-decil-2-desoxi-6-0-[2-desoxi-3-O-[(3R)-3-
metoxidecil]-6-O-metil-2-[(112)-octadec-11-enamido]-4-O-fosfono-
B-D-glucopiranosil]-2-(3-oxotetradecanamido)-a-D-glucopiranosilo
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etalocibum
etalocib 2-(

étalocib acide

etalocib acido

farampatorum
farampator 5-[(pipe

farampator 1-(

farampator 1-(

forodesinum
forodesine

forodésine (

forodesina (

CesH126N2019P

M/\ o
HiC
o €

HaC

3-{3-[(5-ethyl-4'-fluoro-2-hydroxy-[1,1'-biphenyl]-4-yl)oxy]propoxy}-
2-propylphenoxy)benzoic acid

2-[3-[3-[(5-éthyl-4'-fluoro-2-hydroxybiphényl-4-yl)oxy]propoxy]-
2-propylphénoxylbenzoique

2-[3-[3-[(5-etil-4'-fluoro-2-hidroxibifenil-4-il)oxi]propoxil-
2-propilfenoxilbenzoico

C33H33FO6
F
‘ N OH
=
O/\/\o 0
H3C COzH
CHs 3 2

ridin-1-yl)carbonyl]-2,1,3-benzooxadiazole
2,1,3-benzoxadiazol-5-ylcarbonyl)pipéridine
2,1,3-benzoxadiazol-5-ilcarbonil)piperidina

C12H13N302

o}
/N\:©)~LO
0]
=
N

7-(5-amino-1,5-dideoxy-B-D-ribofuranos-1-yl)-1,5-dihydro-
4H-pyrrolo[3,2-d]pyrimidin-4-one

-)-7-[(2S,3S,4R,5R)-3,4-dihydroxy-5-(hydroxyméthyl)pyrrolidin-2-yl]-
1,5-dihydro-4H-pyrrolo[3,2-d]pyrimidin-4-one

-)-7-[(2S,3S,4R,5R)-3,4-dihidroxi-5-(hidroximetil)pirrolidin-2-il]-
1,5-dihidro-4 H-pirrolo[3,2-d]pirimidin-4-ona
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C11H14N4O4

o)
JR

N ‘/N
\

L1y
N
H
HO H
N
\
OH OH
galsulfasum
galsulfase N-acetylgalactosamine 4-sulfatase (human CSL4S-342 cell)
galsulfase N-acétylgalactosamine 4-sulfatase (cellule humaine CSL4S-342)
galsulfasa N-acetilgalactosamina 4-sulfatasa (célula humana CSL4S-342)

Ca520H3843N6890716S 16

AGASRPPHLV FLLADDLGWN DVGFHGSRIR TPHLDALAAG
GVLLDNYYTQ PLCTPSRSQL LTGRYQIRTG LOHQIIWPCQ
PSCVPLDEKL LPQLLKEAGY TTHMVGKWHL GMYRKECLPT
RRGEDTYFGY LLGSEDYYSH ERCTLIDALN VTRCALDERD
GEEVATGYKN MYSTNIFTKR  AIALITNHPP EKPLFLYLAL
QSVHEPLQVP EEYLKPYDFI QDKNRHHYAG MVSLMDEAVG
NVTAALKSSG LWNNTVFIFS TDNGGQTLAG GNNWPLRGRK
WSLWEGGVRG VGFVASPLLK QKGVKNRELI HISDWLPTLV
KLARGHTNGT KPLDGFDVWK TISEGSPSPR IELLHNIDPN
FVDSSPCPRN SMAPAKDDSS LPEYSAFNTS VHAATRHGNW
KLLTGYPGCG YWEPPPSQYN VSEIPSSDPP TKTLWLEDID
RDPEERHDLS REYPHIVTKL LSRLQFYHKH SVPVYFPAQD
PRCDPKATGV WGPWM

glucarpidasum
glucarpidase recombinant glutamate carboxypeptidase (carboxypeptidase G2)

glucarpidase [405-arginine]précurseur de la carboxypeptidase G2 de
Pseudomonas (RS-16), enzyme a zinc dimérique, glutamate
carboxypeptidase

glucarpidasa glutamato carboxipeptidasa recombinante (carboxipeptidasa G2)
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iboctadekinum
iboctadekin

iboctadékine

iboctadekina

icomucretum
icomucret (

icomucret acide

icomucret acido

Cig50H3157N5430509S7 (monomer)

MRPSTHRTAT
PAVIKTLEKL
VTRSKSAGLV
ILAKAPFRVE
VRDYGTITVL
PTSAGDEKLS
LVEASDLVLR
ATLNADVRYA
TRGRPAFNAG
TDAAYAALSG
LYMARRLIMD

AAVLATAFVA
VNIETGTGDA
VGDNIVGKIK
GDKAYGPGIA
FNTDEEKGSF
LGTSGIAYVQ
TMNIDDKAKN
RNEDFDAAMK
EGGKKLVDKA
KPVIESLGLP
LGAGK

GTALAQKRDN
EGIAAAGNFL
GRGGKNLLLM
DDKGGNAVIL
GSRDLIQEEA
VNITGKASHA
LRENWTIAKA
TLEERAQQKK
VAYYKEAGGT
GFGYHSDKAE

VLFQAATDEQ
EAELKNLGET
SHMDTVYLKG
HTLKLLKEYG
KLADYVLSFE
GAAPELGVNA
GNVSNIIPAS
LPEADVKVIV
LGVEERTGGG
YVDISAIPRR

a recombinant human interleukin-18 with 157 amino acids

interleukine-18 humaine recombinante (157 aminoacides)

interleukina-18 humana recombinante (157 aminoacidos)

C801H1264N2120252810

YFGKLESKLS
NAPRTIFIIS
ISFKEMNPPD
EGYFLACEKE

VIRNLNDQVL
MYKDSQPRGM
NIKDTKSDII
RDLFKLILKK

FIDQGNRPLF
AVTISVKCEK
FFQRSVPGHD
EDELGDRSIM

EDMTDSDCRD
ISTLSCENKI
NKMQFESSSY
FTVONED

57,87,11Z,13E,15S)-15-hydroxyicosa-5,8,11,13-tetraenoic acid

(52,82,112,13E,15S)-15-hydroxyicosa-5,8,11,13-tétraénoique

(52,82,112,13E,15S)-15-hidroxiicosa-5,8,11,13-tetraenoico

Ca20H3,03

W\/( h
--H
HaC

CO,H
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inotuzumabum ozogamicinum
inotuzumab ozogamicin

inotuzumab ozogamicine

inotuzumab ozogamicina

immunoglobulin G4, anti-(human CD22 (antigen)) (human-mouse
monoclonal G544 heavy chain), disulfide with human-mouse
monoclonal G544 k-chain, dimer, conjugate with methyl
N-{(1R,42,8S,13E)-8-(4,6-dideoxy-4-{[(4-S-{4-[(6-deoxy-3-O-methyl-
a-L-mannopyranosyl)oxy]-3-iodo-5,6-dimethoxy-2-methylbenzoyl}-
4-thio-B-D-ribo-hexopyranosyl)oxy]amino}-2-O-[4-(N-
ethylacetamido)-2,4-dideoxy-3-O-methyl-a-L-threo-pentopyranosyl]-
B-D-glucopyranosyloxy)-13-[2-({4-[2-(1-{[4-(4-amino-
4-oxobutyl)oxy]phenyl}ethylidene)hydrazinyl]-2-methyl-4-oxobutan-
2-yl}disulfanyl)ethylidene]-1-hydroxy-11-oxobicyclo[7.3.1]trideca-
4,9-diene-2,6-diyn-10-yl}carbamate

N-[4-[4-[1-[[3-[[2-[(1R,4Z,8S,13E)-8-[[2- O-[4-(acétyléthylamino)-
2,4-didésoxy-3-0-méthyl-a-L-thréo-pentopyranosyl]-4,6-didésoxy-
4-[[[2,6-didésoxy-4-S-[4-[(6-désoxy-3-O-méthyl-
a-L-mannopyranosyl)oxy]-3-iodo-5,6-diméthoxy-2-méthylbenzoyl]-
4-thio-B-D-ribo-hexopyranosyl]oxy]amino]-B-D-glucopyranosyljoxy]-
1-hydroxy-10-[(méthoxycarbonyl)amino]-11-oxobicyclo[7.3.1]tridéca-
4,9-diene-2,6-diyn-13-ylidéne]éthyl]disulfanyl]-3-méthylbutanoyl]=
diazanylidéne]éthyl]phénoxy]butanoyllimmunoglobuline G4,
anti-(antigéne CD22 humain) dimeére du disulfure entre la chaine
lourde et la chaine « de I'anticorps monoclonal de souris G544
humanisé

N-[4-[4-[1-[[3-[[2-[(1R,4Z,8S,13E)-8-[[2-O-[4-(acetiletilamino)-
2,4-didesoxi-3-O-metil-a-L-treo-pentopiranosil]-4,6-didesoxi-
4-[[[2,6-didesoxi-4-S-[4-[(6-desoxi-3-O-metil-a-L-manopiranosil)oxi]-
3-iodo-5,6-dimetoxi-2-metilbenzoil]-4-tio-B-D-ribo-hexopiranosil]=
oxiJamino]-B-D-glucopiranosil]oxi]-1-hidroxi-10-[(metoxicarbonil)=
amino]-11-oxobiciclo[7.3.1]trideca-4,9-dieno-2,6-diino-
13-ilideno]etilldisulfanil]-3-metilbutanoil]diazanilideno]etillfenoxi]=
butanoillinmunoglobulina G4, anti-(antigeno CD22 humano) dimero
del disulfuro entre la cadena pesada y la cadena « del anticuerpo
monoclonal humanizado de ratén G544

C651 8 H 10002 N 1 73802036842

1g-NH3 = inotuzumab

on 9
HO 00" CHs )
HaC” N
CHs | / P
|
H,CO OH (\)CH o N |
3 \
MO
Ig—N
H
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isalmadolum
isalmadol 3-{(1

isalmadol

isalmadol 2-hidrox

ispinesibum
ispinesib

ispinésib

ispinesib

levotofisopamum
levotofisopam (

Iévotofisopam (

levotofisopam (

RS,2RS)-2-[(dimethylamino)methyl]-1-hydroxycyclohexyl}phenyl

2-hydroxybenzoate

2-hydroxybenzoate de 3-[(1RS,2RS)-2-[(diméthylamino)méthyl]-
1-hydroxycyclohexyl]phényle

ibenzoato de 3-[(1RS,2RS)-2-[(dimetilamino)metil]-
1-hidroxiciclohexillfenilo

Ca2Hz7NO,
o
N\CH
H.. ®
HO_\_ and enantiomer
: et énantiomére
y enantiémero
(0]
OH O

N-(3-aminopropyl)-N-[(1R)-1-(3-benzyl-7-chloro-4-oxo-
3,4-dihydroquinazolin-2-yl)-2-methylpropyl]-4-methylbenzamide

N-(3-aminopropyl)-N-[(1R)-1-(3-benzyl-7-chloro-4-oxo-
3,4-dihydroquinazolin-2-yl)-2-méthylpropyl]-4-méthylbenzamide

N-(3-aminopropil)-N-[(1R)-1-(3-bencil-7-cloro-4-oxo-
3,4-dihidroquinazolin-2-il)-2-metilpropil]-4-metilbenzamida

C3oHa3CIN4O;

H3C CH
3\/ 3
0] :

i 4H

N (0]

N

N

H3C

NH,
cl

58)-1-(3,4-dimethoxyphenyl)-5-ethyl-7,8-dimethoxy-4-methyl-
5H-2,3-benzodiaxepine

-)-(5S)-1-(3,4-diméthoxyphényl)-5-éthyl-7,8-diméthoxy-4-méthyl-
5H-2,3-benzodiazépine

-)-(5S)-1-(3,4-dimetoxifenil)-5-etil-7,8-dimetoxi-4-metil-
5H-2,3-benzodiazepina
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linaprazanum
linaprazan 8-{

linaprazan 8-[(2,6-d

linaprazan 8

morphini glucuronidum
morphine glucuronide

glucuronide de morphine

glucurénido de morfina

CaH26N204

[(2,6-dimethylphenyl)methyllamino}-N-(2-hydroxyethyl)-
2,3-dimethylimidazo[1,2-a]pyridine-6-carboxamide

iméthylbenzyl)amino]-N-(2-hydroxyéthyl)-
2,3-diméthylimidazo[1,2-a]pyridine-6-carboxamide

-[(2,6-dimetilbencil)amino]-N-(2-hidroxietil)-2,3-dimetilimidazo=
[1,2-a]piridina-6-carboxamida

C21 H26N4o2
CH
CHs N 3
! J&
N CHs
‘ N
CHj P~
OH
(o) N/\/

H

3-hydroxy-17-methyl-4,5a-epoxymorphin-7-en-6a-yl
B-D-glucopyranosiduronic acid

acide B-D-glucopyranosiduronique de 7,8-didéshydro-4,50.-époxy-
3-hydroxy-17-méthylmorphinan-6a.-yle

acido B-D-glucopiranosidurénico de 7,8-dideshidro-4,50-epoxi-
3-hidroxi-17-metilmorfinan-6o-ilo

C23H27N09

OH
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naveglitazarum
naveglitazar (

navéglitazar acide

naveglitazar acido

omocianinum
omocianine 2-{(1

omocianine tri

omocianina tri

peliglitazarum
peliglitazar

péliglitazar acide

peliglitazar acido

28S)-2-methoxy-3-{4-[3-(4-phenoxyphenoxy)propoxylphenyl}=
propanoic acid

(2S)-2-méthoxy-3-[4-[3-(4-phénoxyphénoxy)propoxy]phényl]=
propanoique

(2S)-2-metoxi-3-[4-[3-(4-fenoxifenoxi)propoxi]fenil]propanoico

C25H2606
o o)
@\ /@/ N \Q} OCHj3
o = SCO,H

E,3E,5E)-7-[(2E)-3,3-dimethyl-5-sulfonato-1-(2-sulfonatoethyl)-
1,3-dihydro-2H-indol-2-ylidene]-4-methylhepta-1,3,5-trienyl}-
3,3-dimethyl-1-(2-sulfonatoethyl)-3H-indolium-5-sulfonate

hydrogéno-2-[(1E,3E,5E)-7-[(2E)-3,3-diméthyl-5-sulfonato-
1-(2-sulfonatoéthyl)-1,3-dihydro-2H-indol-2-ylidéne]-4-méthylhepta-
1,3,5-triényl]-3,3-diméthyl-1-(2-sulfonatoéthyl)-3H-indolium-
5-sulfonate

hidrégeno-2-[(1E,3E,5E)-7-[(2E)-3,3-dimetil-5-sulfonato-
1-(2-sulfonatoetil)-1,3-dihidro-2H-indol-2-ilideno]-4-metilhepta-
1,3,5-trienil]-3,3-dimetil-1-(2-sulfonatoetil)-3H-indolio-5-sulfonato

Ca2H3gN2012S4

oss/\\ K\sog

- ST

N-[(4-methoxyphenoxy)carbonyl]-N-[(1S)-1-{4-[2-(5-methyl-2-phenyl-
1,3-oxazol-4-yl)ethoxylphenyl}ethyl]glycine

[[(4-méthoxyphénoxy)carbonyl][(1S)-1-[4-[2-(5-méthyl-
2-phényloxazol-4-yl)éthoxylphénylléthyllamino]acétique

[[(4-metoxifenoxi)carbonil][(1S)-1-[4-[2-(5-metil-2-feniloxazol-
4-il)etoxi]fenil]letillamino]acético

C30H 30 N2O7

O~ OYK

: CH3 ° OCH
3
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pemaglitazarum
pemaglitazar (

pémaglitazar (

pemaglitazar (

perflisobutanum
perflisobutane 1,

perflisobutane 1,

perflisobutano 1,

piclozotanum
piclozotan 3-chlo

piclozotan 3-chlo

piclozotan 3-cl

28)-4-[(2-methylphenyl)sulfanyl]-2-[4-(trifluromethyl)phenoxy]=
butanoic acid

-)-acide (2S)-4-[(2-méthylphényl)sulfanyl]-2-[4-(trifluorométhyl)=
phénoxy]butanoique

-)-acido (2S)-4-[(2-metilfenil)sulfanil]-2-[4-(trifluorometil)fenoxi]=
butanoico

C18H17FSOSS

F3C H3C

NN H COH N

= =
(6] S

1,1,2,3,3,3-heptafluoro-2-(trifluoromethyl)propane
1,1,2,3,3,3-heptafluoro-2-(trifluorométhyl)propane
1,1,2,3,3,3-heptafluoro-2-(trifluorometil)propano
C4F10
F CF
\

FsC~ CFs

ro-4-[4-(1',2',3',6'-tetrahydro-[2,4'"-bipyridin]-1'-yl)butyl]-
1,4-benzoxazepin-5(4H)-one

ro-4-[4-(3',6'-dihydro-2,4'-bipyridinyl-1'(2'H)-yl)butyl]-
1,4-benzoxazépin-5(4H)-one

oro-4-[4-(3',6'-dihidro-2,4'-bipiridinil-1'(2'H)-il)butil]-
1,4-benzoxazepin-5(4H)-ona

C23H24CIN3O;

/
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pralatrexatum
pralatrexate

pralatrexate acide

pralatrexato acido

radoterminum
radotermin

radotermine

radotermina

raxibacumabum
raxibacumab

raxibacumab

raxibacumab

N-{4-[1-(2,4-diaminopteridin-6-yl)pent-4-yn-2-yl]benzoyl}-L-glutamic
acid

(2S)-2-[[4-[(1RS)-1-[(2,4-diaminoptéridin-6-yl)méthyl]but-
3-ynyl]benzoyl]Jamino]pentanedioique

(28)-2-[[4-[(1RS)-1-[(2,4-diaminopteridin-6-il)metil]but-
3-inillbenzoillamino]pentanodioico

C23H23N705
O H CO.H
\/
p
NH, N and epimer at C*
N H et I'épimere en C*
N“ CO,H Yy el epimero en C*
|
P SN

H,N~ N7 N

growth differentiation factor 5 (human), homodimer

facteur 5 humain de différenciation de la croissance, homodimére
produit par E. coli

factor 5 humano de diferenciacién del crecimiento homodimero
producido por E. coli

C1184H1844N3300350322

PLATRQGKRP SKNLKARCSR KALHVNFKDM GWDDWIIAPL
EYEAFHCIZEGL CEFPLRSHLE | PTNHAVIQTL MNSMDPESTP

1
PT(IZC.VPTRLS PISILFIDSAI NNVVYKQYED MVVESCIGCR
12

immunoglobulin G1, anti-(anthrax protective antigen) (human
monoclonal PA heavy chain), disulfide with human monoclonal PA
A-chain, dimer

immunoglobuline G1, anti-(antigen protecteur de I'anthrax), dimere
du disulfure entre la chaine lourde et la chaine A de I'anticorps
monoclonal humain PA

inmunoglobulina G1, anti-(antigeno protector del antrax), dimero del
disulfuro entre la cadena pesada y la cadena A del anticuerpo
monoclonal humano PA

Ce320H0704N 1702019088 42
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rimeporidum
rimeporide

riméporide

rimeporida

saxagliptinum
saxagliptin (1

saxagliptine (1

saxagliptina (1

seliciclibum
seliciclib (

séliciclib (

seliciclib (

N-(aminoiminomethyl)-4,5-bis(methanesulfonyl)-2-methylbenzamide
N-carbamimidoyl-2-méthyl-4,5-bis(méthylsulfonyl)benzamide
N-carbamimidoil-2-metil-4,5-bis(metilsulfonil)benzamida

C11H15N3OSSZ

o) /o o NH
\ 7/
8
HsC N~ “NH,
HBC\ H
P CH3
O o

S,3S,5S)-2-{(2S)-2-amino-2-(3-hydroxyadamantan-1-yl)acetyl}-
2-azabicyclo[3.1.0]hexane-3-carbonitrile

S,38,58)-2-[(2S)-amino(3-hydroxytricyclo[3.3.1.1%"]déc-1-yl)=
acétyl]-2-azabicyclo[3.1.0]hexane-3-carbonitrile

$,38,58)-2-[(2S)-amino(3-hidroxitriciclo[3.3.1.1%"]dec-1-il)acetil]-
2-azabiciclo[3.1.0]hexano-3-carbonitrilo

C18H25N302

[0}

H cN
HZN\)k X
J N
)
@V

OH

2R)-2-{[6-benzylamino-9-(propan-2-yl)-9H-purin-2-yllamino}butan-
1-ol

-)-(2R)-2-[[6-(benzylamino)-9-(1-méthyléthyl)-9H-purin-2-ylJamino]=
butan-1-ol

-)>-(2R)-2-[[6-(bencilamino)-9-(1-metiletil)-9H-purin-2-ilJamino]butan-
1-ol

Ci19H26NsO

N
N H\/O
N N N
o S g
H N _
OH N
N—/
H3C\<

CH3
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sugammadexum
sugammadex

sugammadex

sugammadex

talabostatum
talabostat {

talabostat acide

talabostat acido

talactoferrinum alfa
talactoferrin alfa

talactoferrine alfa

talactoferrina alfa

cyclooctakis-(1—4)-[6-S-(2-carboxyethyl)-6-thio-a-D-glucopyranosyl]
cyclooctakis-(1-—4)-[6-S-(2-carboxyéthyl)-6-thio-o-D-glucopyranosyl]

ciclooctakis-(1—4)-[6-S-(2-carboxietil)-6-tio-o-D-glucopiranosil]

C72H112048Ss

O
CO,H O'Q ©

: oH
H 0] --OH
S OH
o, o

(2R)-1-[(2S)-2-amino-3-methylbutanoyl]pyrrolidin-2-yl}boronic acid

[(2R)-1-[(2S)-2-amino-3-méthylbutanoyl]pyrrolidin-2-yl]=
boronique

[(2R)-1-[(2S)-2-amino-3-metilbutanoil]pirrolidin-2-il]borénico

C9H19BN203

cHy 0 o

"B\OH
HsC™ N
H NH,

lactoferrin (recombinant human LFO0O0)

[11-L-thréonine,29-L-arginine]lactotransferrine humaine produite par
Aspergillus niger var. awamori

[11-L-treonina,29-L-arginina]lactotransferrina humana producida por
Aspergillus niger var. awamori
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talaglumetadum
talaglumetad (

talaglumétad acide

talaglumetad acido

tanogitranum
tanogitran

tanogitran acide

tanogitran acido

Ca345H5215N96301015537 (peptide)

GRRRRSVQWC
DSPIQCIQAT
EVYGTERQPR
RRTAGWNVPI
GADKGQFPNL
RDGAGDVAFTI

TVSQPEATKC

FOWQRNMRRV

RGPPVSCIKR

AENRADAVTL
THYYAVAVVK
GTLRPFLNWT

DGGFIYEAGL
KGGSFQLNEL
GPPEPIEAAV

APYKLRPVAA
QGLKSCHTGL
ARFFSASCVP

CRLCAGTGEN

RESTVFEDLS

KCAFSSQEPY
DEAERDEYEL

FSYSGAFKCL
LCPDNTRKPV

DKFKDCHLAR
KDKSPKFQLF
LGSGYFTAIQ
QWSGLSEGSV
YTAGKCGLVP

VPSHAVVARS
GSPSGQKDLL

VNGKEDAIWN
FKDSAIGESR

LLRQAQEKFG
VPPRIDSGLY

NLRKSEEEVA | ARRARVVICA

TCSSASTTED
VLAENYKSQQ

VVRRSDTSLT
TGSCKFDEYF
——
NSNERYYGYT
EAWAKDLKLA
VSRMDKVERL

WNSVKGKKSC

CIALVLKGEA
SSDPDPNCVD

VGEQELRKCN
DAMSLDGGYV
RPVEGYLAVA

HTAVDRTAGW

SQSCAPGSDP

E—
GAFRCLAENA

RSNLCALCIG
GDVAFVKDVT

DFALLCLDGK
KOVLLHQOQAK

RKPVTEARSC

NIPMGLLFNQ
DEQGENKCVP
VLONTDGNNN
HLAMAPNHAV

| —
FGRNGSDCPD

KFCLFQSETK

NLLENDNTEC

LARLHGKTTY

EKYLGPQYVA

GITNLKKCST

SPLLEACEFL

RK

* glycosylation site
* sites de glycosylation
* posicion de glicosilacion

1S,2S,5R,6S)-2-[(2S)-2-aminopropanamido]bicyclo[3.1.0]hexane-

2,6-dicarboxylic acid

(1S,2S,5R,6S)-2-[[(2S)-2-aminopropanoyl]lamino]=
bicyclo[3.1.0]Jhexane-2,6-dicarboxylique

(1S,2S,5R,6S)-2-[[(2S)-2-aminopropanoillamino]=
biciclo[3.1.0]hexano-2,6-dicarboxilico

C11H16N20s

H
Q “H
HZN%

N7 “CO.H

H CHyH

N-[(2R)-2-{2-[(4-carbamimidoylanilino)methyl]-1-methyl-
1H-benzimidazol-5-yl}-1-oxo-1-(pyrrolidin-1-yl)propan-2-yllglycine

[[(1R)-1-[2-[[(4-carbamimidoylphényl)amino]méthyl]-1-méthyl-
1H-benzimidazol-5-yl]-1-méthyl-2-oxo-2-(pyrrolidin-1-yl)éthyl]=

aminoJacétique

[[(1R)-1-[2-[[(4-carbamimidoilfenil)amino]metil]-1-metil-
1H-bencimidazol-5-il]-1-metil-2-oxo-2-(pirrolidin-1-il)etilJamino]=

acético
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tefibazumabum
tefibazumab

téfibazumab

tefibazumab

temsirolimusum
temsirolimus (

temsirolimus 3-hy

temsirolimus

Ca2sH31N7O3
(J
HN o=( cH;
Y )N N ~
N CopH
H,N < H
N
/
HyC

immunoglobulin G1, anti-(Staphylococcus aureus protein CIfA
(clumping factor A)) (human-Mus musculus monoclonal Aurexis
heavy chain), disulfide with human-Mus musculus monoclonal
Aurexis k-chain, dimer

immunoglobuline G1, anti-(protéine CIfA (facteur A d'agrégation) de
Staphylococcus aureus) dimere du disulfure entre la chaine lourde et
la chaine k de I'anticorps monoclonal Mus-musculus Aurexis
humanisé

inmunoglobulina G1, anti-(proteina CIfA (factor A de agregacién) de
Staphylococcus aureus) dimero del disulfuro entre la cadena pesada
y la cadena « del anticuerpo monoclonal humano Mus-musculus
Aurexis

C6548H 101 22N 173002034844

1R,2R,4S)-4-{(2R)-2-(3S,6R,7E,9R,10R,12R,14S,15E,17E,19E,
21S,23S,26R,27R,34aS)-9,27-dihydroxy-10,21-dimethoxy-
6,8,12,14,20,26-hexamethyl-1,5,11,28,29-pentaoxo-
1,4,5,6,9,10,11,12,13,14,21,22,23,24,25,26,27,28,29,31,32,33,34,34
a-tetracosahydro-3H-23,27-epoxypyrido[2,1-c][1,4]=
oxazacyclohentriacontin-3-yl]propyl}-2-methoxycyclohexyl
3-hydroxy-2-(hydroxymethyl)-2-methylpropanoate

droxy-2-(hydroxyméthyl)-2-méthylpropanoate de (1R,2R,4S)-
4-[(2R)-2-[(3S,6R,7E,9R,10R,12R,14S,15E,17E,19E,21S,23S,
26R,27R,34aS)-9,27-dihydroxy-10,21-diméthoxy-6,8,12,14,20,26-
hexaméthyl-1,5,11,28,29-pentaoxo-1,4,5,6,9,10,11,12,13,14,21,22,
23,24,25,26,27,28,29,31,32,33,34,34a-tétracosahydro-23,27-époxy-
3H-pyrido[2,1-c][1,4]oxazacyclohentriacontin-3-yl]propyl]-
2-méthoxycyclohexyle

3-hidroxi-2-(hidroximetil)-2-metilpropanoato de (1R,2R,4S)-4-[(2R)-2-
[(3S,6R,7E,9R,10R,12R,14S,15E,17E,19E,218,23S,26R,27R,34aS)-
9,27-dihidroxi-10,21-dimetoxi-6,8,12,14,20,26-hexametil-
1,5,11,28,29-pentaoxo-1,4,5,6,9,10,11,12,13,14,21,22,23,24,
25,26,27,28,29,31,32,33,34,34a-tetracosahidro-23,27-epoxi-
3H-pirido[2,1-c][1,4]oxazaciclohentriacontin-3-il]propil]-
2-metoxiciclohexilo
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tetomilastum
tetomilast 6-[2-(3,4

tétomilast acide

tetomilast acido

thrombomodulinum alfa
thrombomodulin alfa

thrombomoduline alfa

trombomodulina alfa

CssHg7NO16

-diethoxyphenyl)-1,3-thiazol-4-yl]pyridine-2-carboxylic acid
6-[2-(3,4-diéthoxyphényl)thiazol-4-yl]pyridine-2-carboxylique
6-[2-(3,4-dietoxifenil)tiazol-4-il]piridina-2-carboxilico

C19H1gN20,S

HsC O

N

Hs e O

1-498-thrombomodulin (human clone TMP26/TMJ1 protein moiety
reduced)

[473-valine]précurseur de la thrombomoduline humaine-(19-516)-
peptide (protéine soluble)

[473-valina]precursor de la trombomodulina humana-(19-516)-
péptido (proteina soluble)
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C2230H3357N6330718S50

AP
GPATFLﬁASQ ICDGLRGHLM
VGRRRLWIGL | QLPPGCGDPK
RWARLDLNGA | PLCGPLCVAV

AEPQPGGSQC
TVRSSVAADV
RLGPLRGFQW
SAAEATVPSE

VEHDCFALYP
[ ——

TSLLLNGDGG
VTGDNNTSYS
PIWEEQQCEV

KADGFLCEFH FPATCRPLAV
GADFQALPVG SSAAVAPLGL
-
GAWDCSVENG GCEHACNAIP

EPGAAAAAVS
QLMCTAPPGA
GAPRCQCPAG

ITYGTPFAAR
VOGHWAREAP
AALQADGRSC

-
TASATQSCND L?EHFCVPNP

DQPGéYSQM?

| T
HRCEDVDDCI LEPSPCPQRC
——

VNTQGGFECH

ETGYRLAADQ

?YPNYDLVDG

[ —
ECVEPVDPCF RANCEYQCQP

LﬁQTSYLgV?

PHRCQMFCNQ TACPADCDPN

TQASCECPEG

AEGFAPIPHE
YILDDGFICT

| |
DIDECENGGF qSGVCHNLPG

TFECICGPDS

ALVRHIGTDC

DSGKVDGGDS GSGEPPPSPT

pPGSTLTPPAV

* glycosylation sites
* sites de glycosylation
* posicioénes de glicosilacion

GLVHSG
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AMENDMENTS TO PREVIOUS LISTS |
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Proposed International Non Proprietary Names (Prop. INN): List 92
Dénominations communes internationales proposées (DCI Prop.): Liste 92
Denominaciones Comunes Internacionales Propuestas (DCI Prop.): Lista 92
(WHO Drug Information, Vol. 18, No. 4, 2004)

p. 351  suprimase insértese
temserolimusum temsirolimusum

temserolimus temsirolimus

p. 354 thrombomodulinum alfa
thrombomodulin alfa
thrombomoduline alfa
trombomodulina alfa

replace the graphic formula by the following:
remplacer la formule développée par:
sustituyase la férmula desarrollada por:
AP AEPQPGGSQC VEHDCFALYP

GPATFL&ASQ ICDGLRGHLM
VGRRRLWIGL | QLPPGCGDPK
RWARLDLNGA | PLCGPLCVAV

TVRSSVAADV
RLGPLRGFQW
SAAEATVPSE

TSLLLNGDGG
VTGDNNTSYS
PIWEEQQCEV

KADGFLCEFH FPATCRPLAV
GADFQALPVG SSAAVAPLGL
-
GAWDCSVENG GCEHACNAIP

EPGARAAAVS
QLMCTAPPGA
GAPRCOCPAG

ITYGTPFAAR
VQGHWAREAP
AALQADGRSC

| |
TASATQSCND LQEHFCVPNP

DQPGéYSQM?

[ v
HRCEDVDDCI LEPSPCPQRC

VNTQGGFECH

ETGYRLAADQ

?YPNYDLVDG

| T ]
ECVEPVDPCF RAN?EYQCQP

LﬁQTSYLQV?

PHRCQMFCNQ

TAQPAD?DPN

TQASCECPEG

AEGFAPIPHE
YILDDGFIQT

DIDECENGGF
DSGKVDGGDS

CSGVCHNLPG

TFECICGPDS

ALVRHIGTDC

GSGEPPPSPT

PGSTLTPPAV GLVHSG
* glycosylation sites

* sites de glycosylation
* posiciones de glicosilacion

Recommended International Nonproprietary Names (Rec. INN): List 16
Dénominations communes internationales recommandées (DCI Rec.): Liste 16
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 16
(WHO Drug Information, Vol. 30, No. 10, 1976)

p.6 nosiheptidum

nosiheptide replace the molecular formula by the following:
nosiheptide remplacer la formule brute par:
nosiheptida sustituyase la férmula empirica por:

CS1H43N1301286

Recommended International Nonproprietary Names (Rec. INN): List 34
Dénominations communes internationales recommandées (DCI Rec.): Liste 34
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 34
(WHO Drug Information, Vol. 8, No. 3, 1994)

p.5 suprimase insértese
bosentano bo sentan
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Recommended International Nonproprietary Names (Rec. INN): List 52
Dénominations communes internationales recommandées (DCI Rec.): Liste 52
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 52
(WHO Drug Information, Vol. 18, No. 3, 2004)

p. 252  suprimase insértese
esoxybutynina esox ibutinina

p. 258  suprimase insértese
rameltedn rame Itedn

Recommended International Nonproprietary Names (Rec. INN): List 53
Dénominations communes internationales recommandées (DCI Rec.): Liste 53
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 53
(WHO Drug Information, Vol. 19, No. 1, 2005)

p. 74  dasantafilum
dasantafil replace the chemical name by the following:

7-(3-bromo-4-methoxyphenylmethyl)-1-ethyl-8-{[(1R,2R)-2-hydroxycyclopentyl]=
amino}-3-(2-hydroxyethyl)-3,7-dihydro-1H-purine-2,6-dione

p. 75 deluceminum

delucemine replace the molecular formula by the following:
délucémine remplacer la formule brute par:
delucemina sustituyase la férmula empirica por:

C16H17F2N

p. 84 maravirocum
maraviroc replace the chemical name by the following:

4,4-difluoro-N-[(1S5)-3-{(1R,3s,5S)-3-[3-methyl-5-(propan-2-yl)-4H-1,2,4-triazol-
4-yl]-8-azabicyclo[3.2.1]octan-8-yl}-1-phenylpropyl]cyclohexanecarboxamide

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The t ext of t he Procedures for the Selection of Re commended Inte rnational Nonproprietary N ames for Pharmaceutical
Substances a nd General Principles for G uidance in Devising In ternational Nonp roprietary Names for P harmaceutical

Substances will be reproduced in proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances ph armaceutiques et d es Directives gé nérales po ur la fo rmation de d énominations communes int ernationales
applicables aux substances pharmaceutiques seront publiés seulement dans les listes des DCI proposées.

El texto de los Procedimientos de seleccién de denominaciones comunes internacionales recomendadas para las sustancias
farmacéuticas y d e | os Principios gen erales de orientacién para formar de nominaciones comune s internacionales pa ra

sustancias farmacéuticas aparece solamente en las listas de DCI propuestas.
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110 X - FIEFOREEEEHDFT LD

(1S,38,58)-2-[(25)-2-Amino-2-(3-hydroxytricyclo[3.3.1.1 3’7]dec—l-yl)acetyl]—2-

LT25mg) %254

s - g | >
azabicyclo[3.1.0]hexane-3-carbonitrile monohydrate
O H CN
HEr a’ +H,0
HO HN H
H H
#hie - 2R | 2 TBEIR
MiE - HE | @, RAKEYSY 270 FF e LCsmga 1 B 1 ERAKREGT S,
SRS DI E
B4A
- | A7 U BEE25mg [1 BERY XY 7Y FF KR 2.64 mg (XYY ST L
il e O

A7V YEES mg [1 8EFRY V27U 7F oKW 529 mg (BT ) FFoLl

LT5mg %5H]

Bt
=

Hi[A] MRS B0t = %
(mg/kg)
~ A o' ¢ : 4000
AN J: 4000
VA% 2: 50
k1B
—— &5 | &5 b= T ML NP
WM | B | (mg/kg/B) | (mg/kg/H)
Zv b |28 | &B |0, 2, 20, MERE © 20 | 200 mg/kg BE : WEME C oL K OV R R B oD
200 BATN, FALRRERAE, IR B 24,
34 | #&H |0, 300, | HERE: <300 | TNTORGEE  MERETEIN A R TR
A 600,1200 SRR, gD SR AR, i
AR ERIE,
600 mg/kg FELL I« HEARFELAY 22 PR 25 PR
i,
6 » | #0o |o, 2, 20, WEREE - 20 | 100 mg/kg Bf : HERE TR EE S OHN, M
H 100 Y > SRR AL

1.10 73 - BRSO EFEEROE LD

1
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4.2.1.1-04 |In Vitro and Ex Vivo Inhibition of Plasma DPP Activity From _ HEH2 A By |[HHREN Ealif=g s
Human, Rhesus and Cynomolgus Monkey by Saxagliptin (BMS- H
477118), Sitagliptin and Vildagliptin

4.2.1.1-05 |Effects of the Dipeptidyl Peptidase 4 (DPP4) Inhibitor BMS- l- HEH2 A B |[HRER STl &
477118 on GLP-1(7-36) Levels in Normal Rats H

4.2.1.1-06 |Antidiabetic Efficacy of Dipeptidyl Peptidase IV (DPP4) Inhibitor I- HEH2 A B |[HREH BTl &
BMS-477118 in Rats =|

4.2.1.1-07 |Effect of Saxagliptin and Sitagliptin in a Model of Non-insulin r 2 AdH~ By |HHREN Ealif=g s
Dependent Diabetes Induced by Streptozotocin in C57BL/6J ol =Ml Al e
Mice Fed a High Fat Diet

4.2.1.1-08 |The Effects of BMS-477118 and its Metabolite, BMS-510849, on_ - B/ |[HRER B &
Glucose Lowering in Normal and Diabetic Rats

42.1.2-01 |Summary of Effects of BMS-477118 and Other DPP4 Inhibitors | 2l & mBs |HREM Ealik=gs
on T Lymphocyte DPP4 Activity and Cell Activation

4.2.1.2-02 |Inhibition of T-cell Cell Surface Dipeptidylpeptidase Activity and (I wEH2 B B |[ERER SmE R
T-cell Activation During the Mixed Lymphocyte Reaction by H
Saxagliptin in Vitro
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4.2.1.3-02 |BMS-477118: Effects on hERG/IKr Currents and Rabbit I WER2 B [HREH S E £
Purkinje-fiber Action Potentials FMB

421303 |BMS-510849: Effects on hERG/IKr and Rabbit Purkinje Fiber | NN H/EH2 B B |[ERER SmE R
Action Potentials |. H

4.2.1.3-04 |BMS-477118: Single-dose Oral Cardiovascular Safety r 2 A8~ By |[HHREN Bl
Pharmacology Study in Dogs 2 FB

4.2.1.3-05 |Saxagliptin (BMS-477118): Single-dose Intravenous t 2 AfB~ By |[HHREN Balif=g s
Cardiovascular Telemetry Study in Monkeys 2 JEJ. H

42.1.3-06 |Saxagliptin (BMS-477118): Assessment of Nervous System |_ By |HHREH Bl
Function Following a Single Oral Dose in Rats

4.2.2.1-01  |Preparation of mono-labeled Saxagliptin ["*C]BMS-477118; (S)- |_ B (HREH SEAH
[1-"*C]-2-(3"-hydroxyadamantyl)glycine-L-cis-4, 5- .
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422102 |Preparation of Carbon-14 labeled Saxagliptin (BMS-477118) | NN & B |[HRER SEEH

4.2.2.1-03 |Cross Validation into Mouse Plasma for BMS-477118 and BMS-I- B/ |[HRER Bl &

510849 by LC/MS/MS
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422104 |Quantitative Determination of BMS-477118 and its Metabolite, | HER2 /i [HREH ST & R
BMS-510849, in Mouse EDTA Plasma by LC/MS/MS FlB

4.2.21-05 |Quantitative Determination of BMS-477118 and its Metabolite [N |5=652 J7 I |[HREN S & FF
BMS-510849 in Mouse EDTA Plasma by LC/MS/MS |.EI

4.2.21-06 |Quantitative Determination of BMS-477118 and its Metabolite, I_ 2 A8~ By |[HHREN Bl
BMS-510849, in Mouse Plasma by LC/MS/MS (On-line Solid- 2 FB
phase Extraction)

4.2.2.1-07 |Quantitative Determination of BMS-477118 and its Metabolite, I_ 2 FlB~ By |HHREH AT 2
BMS-510849, in Mouse Plasma by LC/MS/MS Using Off-line 2 Fl B8
Solid-phase Extraction and Enhanced Chromatography

4.2.2.1-08 |Revalidation of BMS-477118 and BMS-510849 in Rat Plasma I- 2 Pl E~ B (HREH Bl 2]
Using BMS-538305 and BMS-603276 as Internal Standards by 2 FEBE
LC/MS/MS

4.2.2.1-09 |Quantitative Determination of BMS-477118 and its Metabolite, I- wER2 B (HREH Bl
BMS-510849, in Rat EDTA Plasma by LC/MS/MS Ell=

4.2.2.1-10 |Quantitative Determination of BMS-477118 and its Metabolite, I- B |[HEREH Bl
BMS-510849, in Rat EDTA plasma by LC/MS/MS

42.2.1-11 |Quantitative Determination of BMS-477118 and its Metabolite | NN B |(AEH ST & 6

(BMS-510849) in Rat EDTA Plasma by LC/MS/MS
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422.1-12 |Quantitative Determination of BMS-477118 and BMS-510849 in [N |2 FlE~ B |[HRER STl &
Rat Plasma by LC/MS/MS 2 AlH

422113 |Quantitative Determination of BMS-477118 and its Metabolite [N |5=02 J2 B |[HAER & B
BMS-510849 in Rat EDTA Plasma by LC/MS/MS | [E

4.2.2.1-14  |Quantitative Determination of BMS-477118 and its Metabolite, I_ 2 FlB~ By |[HEREH AT 2
BMS-510849 in Rat Plasma by LC/MS/MS (On-line Solid-phase 2 FE
Extraction)

4.2.2.1-15 |Quantitative Determination of BMS-477118 and its Metabolite, I- 2 FIlE B (HREH Bl 2]
BMS-510849, in Rat Plasma by LC/MS/MS Using Off-line Solid- ~2 FE
phase Extraction and Enhanced Chromatography

42.21-16 |Quantitative Determination of BMS-477118 and its Metabolite [N B |(EREE Sl H
BMS-510849 in Rat EDTA Plasma by LC/MS/MS [ |

42.2.1-17 |Quantitative Determination of BMS-477118 and BMS-510849 in (I BN |HREN Ealik=gs]
Rat Brain Homogenate by LC/MS/MS

4.2.2.1-18 |Quantitative Determination of BMS-477118 and its Metabolite, _ B |[HRER FTAh &
BMS-510849, in Rabbit EDTA Plasma by LC/MS/MS

4.2.21-19 |Quantitative Determination of BMS-477118 and its Metabolite, I_ By |HHREH Ealifgs

BMS-510849, in Rabbit Plasma by LC/MS/MS Using Off-line
Solid-phase Extraction and Enhanced Chromatography
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4.2.21-20 |Quantitative Determination of BMS-477118 and its Metabolite, _ 2 AgB~ By |HEREH AT
BMS-510849, in Rabbit Plasma by LC/MS/MS (Off-line Solid 2 AR H
Phase Extraction)

422121 |Quantitative Determination of BMS-477118 and its Metabolite | NN HEH2 B |(ARER ST &
(BMS-510849) in Dog EDTA Plasma by LC/MS/MS JEI.EI

422122 |Quantitative Determination of BMS-477118 and BMS-510849 in [N |2 ElE~ B [(HREH ST
Dog Plasma by LC/MS/MS 2 FRA

4.2.2.1-23 |Quantitative Determination of BMS-477118 and its Metabolite, I. R H2 A B (HREH Bl 2]
BMS-510849, in Dog EDTA Plasma by LC/MS/MS H

4.2.2.1-24  |Quantitative Determination of BMS-477118 and its Metabolite, I_ 2 FlB~ By |HHREH AT 2
BMS-510849, in Dog Plasma by LC/MS/MS (On-line Solid- 2 FE
phase Extraction)

4.2.2.1-25 |Quantitative Determination of BMS-477118 and its Metabolite, I_ 2 FlB~ By |[HHREH A 2
BMS-510849, in Dog Plasma by LC/MS/MS Using Off-line 2 FE
Solid-phase Extraction and Enhanced Chromatography

422126 |Quantitative Determination of BMS-477118 and its Metabolite | NN & B | NE R FmEH
BMS-510849 in Dog EDTA Plasma by LC/MS/MS JEI.

422127 |Quantitative Determination of BMS-477118 and its Metabolite, | B |HREH &l & 4
BMS-510849, in Monkey EDTA Plasma by LC/MS/MS |.
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422128 |Quantitative Determination of BMS-477118 and its Metabolite, | HEH2 A B |[HREH FmE
BMS-510849, in Monkey EDTA Plasma by LC/MS/MS H

422129 |Quantitative Determination of BMS-477118 and its Metabolite, | 2 Z 5 B ([HREM T & 4
BMS-510849, in Cynomolgus Monkey Plasma by LC/MS/MS ~2 FlB
Using Off-line Solid-phase Extraction and Enhanced
Chromatography

4.2.2.1-30 |Quantitative Determination of BMS-477118 and its Metabolite, B (HREM T & 4
BMS-510849, in Cynomolgus Monkey Plasma by LC/MS/MS
(Off-line Solid-phase Extraction)

4.2.2.2-01 |Preclinical Evaluation of the Pharmacokinetics and Metabolism B (HREH Bl
of BMS-477118

4.2.2.2-02 |Mass Balance of Radioactivity After Oral Administration of By |[HEREH Ealif=g s
['“C]BMS-477118 to Male Rats

4.2.2.2-03 |Mass Balance of Radioactivity After Oral Administration of By |[HEREH Bl
['“C]BMS-477118 to Male Beagle Dogs

4.2.2.2-04 |Pharmacokinetics of Radiolabeled BMS-477118 and Excretion B |[HREH STl & 4
of Radioactivity After Oral Administration of [ *C]BMS-477118
to Male Cynomolgus Monkeys

4.22.2-05 |Saxagliptin (BMS-477118): Five-day Repeat-dose Oral By |HHREH Ealifgs

Investigative Pharmacokinetic and Pharmacodynamic Study in
Monkeys

L12 FATE R
10




AT E e = =5 = oo e 4 o * =+ S & -
ﬁ% 9 ’f l")[/ %% nﬁsﬁ%ﬁﬁ%ﬁFﬁﬁ nﬁgﬁ%ﬁﬁiﬁflﬁ #ﬁ*ﬁfﬁ #.Eﬁwﬁ\ ?%ﬁﬁ*ﬂ-@ﬂ“

4.2.2.3-01 |Brain Penetration of Radioactivity After Oral Administration of _ WEIT_ B (HREH Bl ]
['“C]BMS-477118 to Male and Female CD-1 Mice 2 AMA

4.2.2.3-02 |Tissue Distribution of Radioactivity in Male Long-Evans Rats _ 2 e~ B (HREH Bl 2]
Following Oral Administration of [*C]BMS-477118 2 AR

422303 |Tissue Distribution of BMS-477118 And BMS-510849 in [ B [RER AR
Sprague Dawley Rats and Zucker Diabetic Fatty Rats |.

4.2.2.3-04 |Brain Penetration of Radioactivity After Oral Administration of _ By |[HHREN Bl
['“C]BMS-477118 to Male and Female Rats

4.2.2.3-05 |Lacteal Excretion and Fetal Tissue Distribution of Radioactivity |_ B (HREH Bl
in Female Sprague Dawley Rats and Tissue Distribution of
Radioactivity in Male and Non-pregnant Female Sprague
Dawley Rats Following Oral Administration of ['*C]BMS-477118

4.2.2.3-06 |In Vitro Determination of Protein Binding of BMS-477118 and | NN HEH2 B B |[ERER ST & R
BMS-510849 in Mouse, Rat, Dog, Monkey and Human Serum |.EI

4.2.2.3-07 |Tissue Collection and Quantitative Tissue Distribution of Drug- _— 2 ARE~ B (HREH Bl 2]
Related Material Using Whole-Body Autoradiography and Micro- 2 FB
Autoradiography Following a Single and Multiple Daily Oral
Doses of [*C]BMS-477118 and [*C|BMS-477211 to
Cynomolgus Monkey

4.2.2.4-01 |Comparative Biotransformation of [ *C]Saxagliptin After Oral I. B/ | ERER Al 44

Administration to Bile-duct Cannulated Rats, Intact Rats, Dogs,
Monkeys, and Humans
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4.2.2.4-02  ||n Vitro Biotransformation of [*C]BMS-477118 in Mouse, Rat, _ 2 A~2 B/ (LA Al 3
Dog, and Human Liver Microsomes, and in cDNA-expressed AlE
Human CYPs

422403 |ldentification of Rat CYP Enzymes that Generate BMS-510849 [N |2 B~ B |(RER ST &
and the Des-Cyano Metabolite M4 From Saxagliptin 2 JEI.EI

4.2.2.4-04 |Formation of BMS-510849 (M2), a Hydroxylated Metabolite, in I. 2 A~2 By |HEREH A 2
Aroclor-induced Rat S9 Incubations With BMS-477118 FBE

4.2.2.4-05 |In Vitro Biotransformation of ['*C]Saxagliptin in Male and l- 2 B/ | EREH Al 44
Female Monkey Liver Microsomes A

42.2.7-01 |Pharmacokinetics and Bioavailability of BMS-510849 Following [N HEH2 B B |ARER ST &
Intravenous, Subcutaneous, and Oral Administration to Male |.EI (revised%s)
Harlan Sprague-Dawley Rats

4.2.2.7-02  |Biotransformation of ['*C]BMS-510849 in Mouse, Rat, Dog, ] 2 B/ | EAER Al 44
Monkey and Human Liver Microsomes and in Male and Female A
Bile-duct Cannulated Rats

4.2.2.7-03  |Biotransformation and Brain Distribution of [**C]Saxagliptin l- 2 A~2 B/ | ERER &l 5 4
(BMS-477118) in Male and Female Rats and Mice AlE

4.2.2.7-04  |Biotransformation of ['*C]Saxagliptin in Male Sprague Dawley __ 2 A~2 B |HRER a4
Rats After Pre-Treatment With Cimetidine A8
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4.2.2.7-05 |Measurement of Cyanide Release From Saxagliptin (BMS- _ A~2
477118) and BMS-510849 in Liver Microsomal and Expressed- FEB
enzyme Systems
423101 |BMS-477118: Single-dose Oral Toxicity Study in Mice R e~
FHMB
423102 |BMS-477118: Single-dose Oral Toxicity Study in Rats R il ~
FE
4.2.3.1-03 |BMS-477118: Single-dose Oral Range-finding Toxicity Study in _
Monkeys |.
42.3.1-04 |BMS-477118: Single-dose Oral Toxicity Study in Monkeys L
4.2.3.2-01 |BMS-477118: Three-month Oral Range-finding Toxicity Study inl-
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5.3.1.2-01 |CV181036 Bristol-Myers B |HREH SEEH
Study of Bioavailability of Saxagliptin Administered as 1 x 10 Squibb Company
mg Tablet Relative to Saxagliptin Administered as 2 x 5 mg
Tablets in Healthy Subjects

5.3.1.2-02 |CV181037 Bristol-Myers B |HREH SEEH
Study of the Bioavailability and Pharmacodynamics of Squibb Company
Saxagliptin Administered in 1 x 5 mg Tablet Relative to
Saxagliptin Administered in 1 x 5 mg Capsule in Healthy
Subjects
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Quantitative determination of BMS-477118 and its metabolite, [Squibb Company
BMS-510849, in human EDTA plasma by LC/MS/MS
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Quantitative determination of BMS-477118 and BMS-510849 in
human plasma by LC/MS/MS
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5.3.1.4-06 Bristol-Myers 2 Z wmo |HREN SEEN
Quantitative determination of BMS-477118 and its metabolite, |Squibb Company (FHREE5TR)

BMS-510849, in human EDTA plasma by LC/MS/MS
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.3.1.4-07
Quantitative determination of BMS-477118 and BMS-510849 in
human plasma by LC/MS/MS
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Quantitative determination of BMS-477118 and its metabolite,
BMS-510849, in human plasma by LC/MS/MS using enhanced
chromatography
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Quantitative determination of BMS-477118 and its metabolite,
BMS-510849, in human plasma by LC/MS/MS using enhanced
chromatography (Low Range)

|

5.3.1.4-10 Bristol-Myers
Quantitative determination of BMS-477118 and its metabolite, |Squibb Company (FREEZ5TR
BMS-510849, in human urine by LC/MS/MS
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Quantitative determination of BMS-477118 and BMS-510849 in

human urine by LC/MS/MS
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Quantitative determination of BMS-510849 and BMS-477118 in

human urine by LC/MS/MS

J
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Quantitative determination of BMS-477118 and its metabolite, |Squibb Company (FREZ5TR)
BMS-510849, in human urine by LC/MS/MS
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Quantitative determination of BMS-477118 and its metabolite,
BMS-510849,in Human Urine by LC/MS/MS using Off-Line
Solid-Phase extraction and enhanced chromatography
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Quantitative Evaluation of the Chromatographic Interference of |Squibb Company
Minor Monohydroxylated Saxagliptin Metabolites with its Major
Monohydroxylated Metabolite, BMS-510849, in Human Plasma
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Quantitative determination of BMS-477118 and BMS-510849 in
Human Dialysate by LC/MS/MS

531416 [N ARE By |[HREH SEEN
Quantitative determination of BMS-477118 and Its (FRESTH)
Metabolite,BMS-510849, in Dialysis Buffer by LC/MS/MS Using
Off-Line Solid-Phase Extraction and Enhanced Chromatography

5314-19 [N 2 FMB By |[HRENR SEEN
Validation of an Automated High Performance Liquid (FRESTR)
Chromatographic Method Using Tandem Mass Spectrometry
Detection for the Determination of Pioglitazone and
Hydroxyploglitazone in human EDTA K; Plasma
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Quantitation of Ketoconazole in Human Plasma via HPLC with
MS/MS Detection

Determination of Simvastatin and Simvastatin Acid in
Heparinized Human Plasma by LC-MS-MS

Method Validation for the Quantitation of Digoxin in Human
Serum by Turbo lon Spray LC/MS/MS

Validation of a High Performance Liquid Chromatographic
Method Using Tandem Mass Spectromety Detection and
Automated Extraction for the Determination of glyburide in
Human EDTA Plasma

Validation of a Method for the Determination of lohexol in
Human Plasma by HPLC with MS/MS Detection

Validation of a Method for the Determination of lohexol in
Human Urine by HPLC with MS/MS Detection

Method Validation Report for the Determination of Diltiazem in
Human Plasma by LC-MS/MS

Method Validation Report for the Determination of Lidocaine
and MEGX in Human Plasma (K,EDTA) Using LC-API/MS/MS
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Quantitation of Metformin in Human Plasma via HPLC with
MS/MS Detection

Determination of Norgestrel and Norelgestromin in K3-EDTA
Human Plasma by LC-MS-MS

Determination of Ethinyl Estradiol in Human K,-EDTA Plasma
by LC-MS-MS
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Validation of a Dipeptidyl Peptidase (DPP VI) Enzyme Activity
Assay in Human Plasma
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5.3.2.2-02 |Evaluation of BMS-477118 Membrane Permeability via Dual pH _ ;HER2 A B |[HRER FTAill &
PAMPA (Parallel Artificial Membrane Permeability Assay) |. H

5.3.2.2-03 |Assessment of PGP Mediated Transport in LLC-PK; Cell r 2 FlE~ B (HREH AT &
Monolayers (Study Report 300861090) 2 FMB

5.3.2.2-04 |Assessment of PGP Mediated Transport in LLC-PK; Cell r 2 FlE~ B (HREH Bl
Monolayers (Study Report 300877516) 2 FB

5.3.2.2-05 |Transporter Phenotyping Studies With Saxagliptin (BMS- I- wmEH2 B (HREH ST & A
477118) and BMS-510849 (5-Hydroxy Metabolite of Saxagliptin) JEI.EI

5.3.2.2-06 |Investigation of the Enzymes Involved in the in Vitro Formation _— 2 A~2 By |[HHREN Bl
of BMS-510849 From Saxagliptin in Human, and Kinetics of FI B
BMS-510849 Formation

5.3.2.2-07 |In Vitro Evaluation of BMS-477118 (Saxagliptin) as an Inhibitor I_ 2 FIl A By |[HHREN AT 2
of Human Cytochrome P450 Enzymes ~2 Fl B

5.3.2.2-08 |In Vitro Assessment of BMS-477118 as an Inducer of I mB |HREM Ealik=gs
Cytochrome P450 Expression in Cultured Human Hepatocytes

5.3.2.2-09 |In Vitro Assessment of BMS-510849 as an Inducer of |_ By |[HHREN Ealif=g s
Cytochrome P450 Expression in Cultured Human Hepatocytes
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5.3.3.1-02 [CVv181001 Bristol-Myers FRBE~ |
Placebo-Controlled, Ascending Single-Dose Study To Evaluate |Squibb Company EllE |
the Safety, Pharmacokinetics and Pharmacodynamics of BMS- ’
477118 in Healthy Subjects
5.3.3.1-03 [CV181004 Bristol-Myers H~ |
Mass Balance and Metabolism of [*C]BMS-477118 in Healthy |Squibb Company B |
Male Subjects |
5.3.3.1-04 |CV181010 Bristol-Myers
Placebo-Controlled, Ascending Multiple-Dose Study to Evaluate |Squibb Company
the Safety, Pharmacokinetics and Pharmacodynamics of Higher
Doses of Saxagliptin in Healthy Subjects
5.3.3.2-01 CVv181002 Bristol-Myers
Placebo-Controlled, Ascending Multiple-Dose Study To Squibb Company
Evaluate The Safety, Pharmacokinetics And
Pharmacodynamics of BMS-477118 In Diabetic Subjects
5.3.3.3-01 |CVv181018 Bristol-Myers
Effects of Age and Gender on the Single-Dose Squibb Company
Pharmacokinetics of BMS-477118 in Healthy Subjects
5.3.3.3-02 |CV181019 Bristol-Myers 2 F a8~
The Safety and Pharmacokinetics of Saxagliptin (BMS-477118) |Squibb Company |2 FB

in Subjects with Normal Renal Function, Mild, Moderate, and
Severe Renal Impairment, and in Hemodialysis Subijects
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5.3.3.3-03 [CV181020 Bristol-Myers 2 F B~ By |[HHREH sEE&H
Single-Dose Pharmacokinetics and Safety of 10 mg Saxagliptin |Squibb Company |2 Fg e
in Subjects with Hepatic Impairment Compared to Healthy Adult
Subijects
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5.3.3.4-02 |CV181034 Bristol-Myers B |HREH SEEH
Effect of a High-Fat Meal on the Pharmacokinetics of Squibb Company
Saxagliptin in Healthy Subjects

5.3.3.4-03 |CV181005 Bristol-Myers B |HEREH SEEN
Effect of Ketoconazole on the Pharmacokinetics of BMS- Squibb Company
477118 in Healthy Subjects

5.3.3.4-04 [CV181017 Bristol-Myers B |HHREH SEEN
Drug Interaction Study of Saxagliptin and Metformin in Healthy [Squibb Company
Subjects

5.3.3.4-05 [CV181026 Bristol-Myers By |HREH SEEH
Pharmacokinetic Drug Interaction Study with Saxagliptin and Squibb Company
Glyburide in Healthy Subjects

5.3.3.4-06 |[CV181028 Bristol-Myers By |[HRENR SEEN
Pharmacokinetic Drug Interaction Study with Saxagliptin and Squibb Company
Pioglitazone in Healthy Subjects
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Pharmacokinetic Drug Interaction Study with Saxagliptin and
Simvastatin in Healthy Subjects

Squibb Company
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5.3.3.4-08 |CV181035 Bristol-Myers By |[HRENR SEEN
Effect of Maalox Max ®, Effect of Famotidine, or Effect of Squibb Company
Omeprazole on the Pharmacokinetics of Saxagliptin in Healthy
Subjects
5.3.3.4-09 |CV181052 Bristol-Myers B |HREH SEEN
Pharmacokinetic Drug Interaction Study with Saxagliptin and Squibb Company
Digoxin in Healthy Subjects
5.3.3.4-10 |CV181053 Bristol-Myers B |HEREH SEEN
Effect of Diltiazem on the Single-dose Pharmacokinetics of Squibb Company
Saxagliptin in Healthy Subjects
5.3.34-11 |CV181059 Bristol-Myers B |HEREH SEEH
Effects of Rifampin on the Single-dose Pharmacokinetics of Squibb Company
Saxagliptin in Healthy Subjects
5.3.3.4-12 |CV181067 Bristol-Myers B |HEREH SEEN
Effect of Saxagliptin on the Pharmacokinetics of the Active Squibb Company
Moieties of a Combined Oral Contraceptive (COC) Containing
Ethinyl Estradiol and Norgestimate in Healthy Female Subjects
533501 |262]J006 SRS EE E — ER |[ARE R ST &
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533502 |CV181 Bristol-Myers n EEE — B |ANER SEEH
Saxagliptin and BMS-510849 Population Pharmacokinetic Squibb Company (FREEFTH)
Analyses in Healthy Subjects and Subjects with Type 2 Diabetes
Mellitus and Exposure-Response Analyses for Efficacy and
Safety in Subjects with Type 2 Diabetes Mellitus
5.3.4.1-01 |CV181022 Bristol-Myers 2 Aga~ B |HREH SEEN
A Study to Assess The Effects of Ketoconazole and BMS- Squibb Company |2 FB

477118 on Lymphocyte Count in Healthy Subjects

L12 FATE R
41




Sl 54 b £ HREEME | HREesm  |wEE seR | Ja

5.3.4.1-02 |CV181031 Bristol-Myers B |HREH SEEN
Effects on Lymphocyte Count and the Potential for Cyanide Squibb Company
Formation Following Single and Multiple Doses of Saxagliptin in
Healthy Subjects

5.3.4.1-03 |CV181032 Bristol-Myers B |HREH STl & A
Randomized, Double-Blind, Placebo-Controlled, 4-Way Squibb Company
Crossover, Active Comparator Study to Evaluate the
Electrocardiographic Effects of Saxagliptin in Healthy Subjects
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5.3.4.2-02 [CV181041 Bristol-Myers BN (HREH SEEH
Mechanism of Action and Efficacy of Saxagliptin (BMS-477118) |Squibb Company
in the Treatment of Type 2 Diabetic Patients

5.3.4.2-03 [CV181041LT Bristol-Myers KE B |HEREH SEEN
Clinical Study Report for Short-term + Long-term Treatment for [Squibb Company
Study CV181041
Mechanism of Action and Efficacy of Saxagliptin (BMS-477118)
in the Treatment of Type 2 Diabetic Patients
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535.1-03 |CV181008 Bristol-Myers 2!35.5 ~ k= B |[HAER sEZ&EH
A Multicenter, Randomized, Double-Blind, Placebo-Controlled |Squibb Company |2 FlgH
Phase 2 Trial to Evaluate the Safety and Efficacy of BMS-
477118 as Monotherapy in Subjects With Type 2 Diabetes
Mellitus Who Have Inadequate Glycemic Control
5.3.5.1-04 |CV181011 Bristol-Myers 2 AB~ [XE, ZTI)LrY BN |RER SEEHN
A Multicenter, Randomized, Double-Blind, Placebo-Controlled, |Squibb Company |2 FlE |2 AF4%, AF
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin >3, fo k>
(BMS-477118) as Monotherapy in Subjects with Type 2 V7. 8E
Diabetes Who have inadequate Glycemic Control with Diet and
Exercise
5351-05 |CV181011LT Bristol-Myers 2ma ~[RKE, JFTILFT [BI |[(ARERH SEEH
Short-Term + Long-term Clinical Study Report for Study Squibb Company |2 B (3. HhFE AFx
CV181011 >3, A=A+
A Multicenter, Randomized, Double-Blind, Placebo-Controlled, VT, B8E&
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin
(BMS-477118) as Monotherapy in Subjects with Type 2
Diabetes Who Have Inadequate Glycemic Control with Diet and
Exercise
5.3.5.1-06 [CV181038 Bristol-Myers KE By | HREH SEEH

A Multicenter, Randomized, Double-Blind, Placebo-Controlled,
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin
(BMS-477118) as Monotherapy with Titration in Subjects with
Type 2 Diabetes Who Have Inadequate Glycemic Control with
Diet and Exercise

Squibb Company
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Short-term + Long-term Clinical Study Report for Study Squibb Company ZWE vk, BE
Cv181038
A Multicenter, Randomized, Double-blind, Placebo-controlled,
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin
(BMS-477118) as Monotherapy with Titration in Subjects with
Type 2 Diabetes Who Have Inadequate Glycemic Control with
Diet and Exercise
5351-08 |CV181040 Bristol-Myers 2ﬁﬁla ~[XE, JS5on, [@ |[HREER SEEH
A Multicenter, Randomized, Double-blind, Placebo-controlled  |Squibb Company (2 FlAB |**>a, 41X3
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin T, m72Y
in Combination with Glyburide in Subjects with Type 2 Diabetes A, EEEI:J_\?”’"’-:
Who Have Inadequate Glycemic Control on Glyburide Alone vFr, 8& N
I—, 741JE
v, FTILRY
o, F& YUA
R—IL
5.3.5.1-09 |CV181040LT Bristol-Myers XKE, T2, |8 |[HREHR SEEH

Short-term + Long-term Clinical Study Report for Study
Cv181040

A Multicenter, Randomized, Double-blind, Placebo-controlled
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin
in Combination with Glyburide in Subjects with Type 2 Diabetes
Who Have Inadequate Glycemic Control on Glyburide Alone

Squibb Company

AxLa, 7L
VFU, ARSI
I, BE, m7 7
)Ah, R)L—,
J4YEY, &
& FE JIL
kya, YUH
R—IL

L12 Bk

44




oo, FILEY

A 24 kL % HREEME | MBEeSH  |wEE seR | Jal
5.3.5.1-10 |CV181013 Bristol-Myers 2 ABE~ [XKE, (> F, A7 [\ |[RER SEEH
A Multicenter, Randomized, Double-blind, Placebo-controlled, |Squibb Company 2m5 &, FILEVF
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin v, N—, AFx
(BMS-477118) in Combination with Thiazolidinedione Therapy ¥, FT)LhY
in Subjects with Type 2 Diabetes Who Have Inadequate 3, ZqaUkY
Glycemic Control on Thiazolidinedione Therapy Alone
535111 |CV181013LT Bristol-Myers 2!35‘5 ~[XE, AUF 5 B |[AREH SEEH
Short-term + Long-term Clinical Study Report for Study Squibb Company |2 Fla |75, 7LEVF
CVv181013 v, N)b—, AFx
A Multicenter, Randomized, Double-blind, Placebo-controlled, >3, 701)[;]‘ Y
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin 3, ZaUEY
(BMS-477118) in Combination with Thiazolidinedione Therapy
in Subjects with Type 2 Diabetes Who Have Inadequate
Glycemic Control on Thiazolidinedione Therapy Alone
5351-12 |CV181014 Bristol-Myers 2!35.5 ~[XE, h+%. X [B |[HREE SEEN
A Multicenter, Randomized, Double-blind, Placebo-controlled, |Squibb Company |2 AlE |¥ 3, \7)l{+2’>
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin Fr, TV,
(BMS-477118) in Combination with Metformin in Subjects with Tk,
Type 2 Diabetes Who Have Inadequate Glycemic Control on 1—2 h |7 U7,
Metformin Alone =& FU
5351-13 |CV181014LT Bristol-Myers 2!35.5 ~[XE, hF%. X [B |[HREH SEEN
2 FBE

Short-term + Long-term Clinical Study Report for Study
Cv181014

A Multicenter, Randomized, Double-blind, Placebo-controlled,
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin
(BMS-477118) in Combination with Metformin in Subjects with
Type 2 Diabetes Who Have Inadequate Glycemic Control on
Metformin Alone

Squibb Company

Fv, TV,
F—REZ )7,
JI)kya, &
=z FY

L12 FATE R
45




Sl 54 b1 B HREEME | MBEesm  |wEE seR | Ja
5.3.5.1-14 |CV181039 Bristol-Myers 2 B~ |0 7, KE, 7 |85 |[#HREH SEEH
A Multicenter, Randomized, Double-Blind, Active-Controlled, Squibb Company ZWE WEVFY, 4V
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin B, A%, F
in Combination with Metformin IR as Initial Therapy Compared 1Y, ? 75 1
to Saxagliptin Monotherapy and to Metformin IR Monotherapy in j_ ? ? V‘\)l"
Subjects with Type 2 Diabetes Who Have Inadequate Glycemic '-II_\_? »F 24
Control JEY, Tk
Jya, nvAh
)—, 437
5351-15 |CV181039LT Bristol-Myers ZWE ~[Bs7, XE, 7 |B5 |dREH SZ&H
Interim Short-term + Long-term Study Report for Study Squibb Company |2 g |VWVEVFY, 4V
CV181039 B,oA%ia, F
A Multicenter, Randomized, Double-Blind, Active-Controlled, 1Y, r_7 75 1
Phase 3 Trial to Evaluate the Efficacy and Safety of Saxagliptin T2 70:/”" .
in Combination with Metformin IR as Initial Therapy Compared Z’r U\\ £, -
- ) . SUR, Ik
to Saxagliptin Monotherapy and to Metformin IR Monotherapy in U3, nuh
Subjects with Type 2 Diabetes who have Inadequate Glycemic y _: 457
Control
5351-16 |CV181057 Bristol-Myers 2%5 KE, AFoa, @S |ARER SEEH
A Multicenter, Randomized, Double-Blind, Phase 3 Trial to Squibb Company ~2 FElB |h7+4% Bv7,
Evaluate the Efficacy and Safety of Saxagliptin Added to Insulin *f“/ k, 7|'§_5 ~
Monotherapy or to Insulin In Combination with Metformin in IRAC R o
Subjects with Type 2 Diabetes who have Inadequate Glycemic 27 ; ; 7/319&

Control on Insulin Alone or on Insulin in Combination with
Metformin

L12 FATE R
46




A 54 b £ HREEME | MBEeSH  |wEE seR | Jal
5.3.5.1-17 |CV181062 (D1680C00007) Astrazeneca 2 B~ |RI1L—2, o0 B |[HREH sEEH
A Short-term 12-Week, Multi-centre, Randomized, Parallel- 2m TF7, Fx3,
group, Double-blind, Placebo-controlled Study to Evaluate the TA f‘:7‘\v kA
Treatment Effect of Saxagliptin compared with Placebo in Adult ‘_J ’}’73 J—,
Patients with Type 2 Diabetes and Renal Impairment (Moderate, 7 hE 7 ! J‘ 7
Severe, and End-Stage) with an Additional 40-week, I7M/T;Z;
Randomized, Parallel-group, Double-blind, Placebo-controlled 0s o=
: . . 7. 0954
Long-term Observational Period (Short-term Clinical Study +. ®E
Report)
535118 |CV181062LT (D1680C00007) Astrazeneca 2ﬂﬁra ~[RSL—> 70 (BN |[aREH SEEH
A Short-term 12-Week, Multi-centre, Randomized, Parallel- 2 )z 1= FFF, Fx3,
group, Double-blind, Placebo-controlled Study to Evaluate the TA h:j, kA
Treatment Effect of Saxagliptin compared with Placebo in Adult 7, ’}’73 J—,
Patients with Type 2 Diabetes and Renal Impairment (Moderate, 7 hE 7 ! J‘ 7
Severe, and End-Stage) with an Additional 40-week, 17)[/T;2;
Randomized, Parallel-group, Double-blind, Placebo-controlled I:IL‘ R
: . 7., 0954
Long-term Observational Period (Short-term + Long-term + *E
Clinical Study Report)
5351-19 |CV181066 Bristol-Myers 2!3?‘5 ~ [RE, 4R3I &I |dREH SEEH
A 4-Week, Multicenter, Randomized, Double-Blind, Placebo- Squibb Company |2 FlE |V RVzI—T

Controlled Phase 3 Trial to Evaluate the Efficacy and Safety of
Saxagliptin in Comparison to Placebo as Add-On Treatment to
Metformin XR in ubjects with Type 2 Diabetes Who Have
Inadequate Glycemic Control with Diet and Exercise and a
Stable Dose of Metformin XR 2 1500 mg/day

v, A*%xva, 7
I)LkYya, 7
EoFy, 445
7, 74 VEY

L12 FATE R
47




TEH

RUELR

§ = 9 ’f l“)[/ %% Eﬁﬁﬁiﬁﬁ%ﬁfﬂ Eﬁﬁﬁiﬁﬁ%ﬁﬁ iﬁ*ﬁ#ﬁ *Eﬁ?:i:\ ;E%ié*:q_a)ﬂu
=5 23
535120 |CV181054 (D1680C00001) Astrazeneca 2%5 FLY, 24>35 @5 |[ftREH sEEH
A 52-Week International, Multi-center, Randomized, Parallel- ~2 FB “/ ~, OEE, /\\“/
group, Double-blind, Active-controlled, Phase Il study with a 52- A=, 42F,
Week Extension Period to Evaluate the Safety and Efficacy of BE A>54 .
Saxagliptin in Combination with Metformin compared with N == R~
Sulphonylurea in Combination with Metformin in Adult Patients z’hizl\$7’
with Type 2 Diabetes who have Inadequate Glycemic Control on
Metformin Therapy Alone
535121 |CV181056 (D1680C00002) Astrazeneca 2!315 ~ [TLECFY, R @ |[HREH SEEH
An 18-week, International, Multi-centre, Randomized, Parallel- 2 P B LF— TUT—
group, Double-blind, Active-controlled Phase Illb Study to 2, IR, A
Evaluate the Efficacy and Safety of Saxagliptin in Combination SUT, AxY
with Metformin in Comparison with Sitagliptin in Combination 3./ )Ibrb =
with Metformin in Adult Patients with Type 2 Diabetes Who @ZZ;?}J A
Have Inadequate Glycaemic Control on Metformin Therapy
Alone
5352-01 |2621-002 ABEHERARHE |2 FlE~ ER |[HREHN AR
2 BIMERRBEEXR E LT-OPC-262 DREAKR SHER (262- 2 FBE , 51
l-001 BB > DHEMEIZ S HER) M5k
5352-:02 |2621-004 AEHERR ST HREH &
2RERRBEENRE L1-OPC-262 D EHIR 5 HER
, {235 %
535203 |262J-005 AEHERRSH HRER I & B
2BIERBREE R FR E L1=OPC-2620 B AR IR 555 fi2, th943EEX
5.3.5.3-01 |US CTD 2.7.3 and Integrated Summary of Efficacy Bristol-Myers % E B | — BN |HREN SEEH

Squibb Company

(HRESZEM

H
)

L12 FATE R
48




Sl B4 R % HREEME | MBEeSH  |wEE seR | Jal
5.3.5.3-02 |US CTD 2.7.4 and Integrated Summary of Safety Bristol-Myers ZC.E.ﬁ.EI — B (HREH sEEH
Squibb Company (FHREE5TR)
535303 |USCTD27.2 Bristol-Myers % EE B — B |ANER SEEH
Squibb Company (FREZ5TR)
5.3.5.3-04 |FDA'’s Endocrinologic and Metabolic Drugs Advisory Committee |Bristol-Myers ZC.E._.EI — By |HHREH SEEN
Briefing Document for April 2009 Meeting Squibb Company (FRESTH)
535305 |BWERVREEOREEE (EN) SNy E E B — ER |[(RE S & B
(EREETK)
535306 |BNBEE HANCHITHMETRELEQTC DERICET 5 | KNEMERR S 2o.E.‘|E| — ER |HRER S &
et (REZTR
535307 |JXF5)IFomMETEREDPP4 BEEEOLCHERS |AEEErxaa 20l ElE — ER |HREE M E
HeE FREEZR)
535308 |¥x95)IF ECYPIAEEN TR BEEHALIENICH |NERERAR o.ElEla — EREEE:) FHIm & FF
(TH5EDERVREEDEED (FREZ5TR)
535300 |BMBRNRE SR E B E — B |[HREH SEEN
EREEEE S %I%Hé%%E REX (CV181019) D EEZEMF (FREEER)
RBB/INSA—ZTOEHE Kﬁ%%%/ﬁlﬁ?&’%ﬁ%tbd)ﬁ?’émﬁt%d)
90%ERERXE D HE H

112 iR p— 5
49




Sl 54 b1 B HREEME | MBEeSH  |wEE seR | Jal

5.3.6-01 6-MONTH PERIODIC SAFETY UPDATE REPORT (09/7/31-  |Bristol-Myers 2=l E — B (HREM SEEH
10/1/30) Squibb Company (FHREE5TR)

5.3.6-02 6-MONTH PERIODIC SAFETY UPDATE REPORT (10/1/31-  |Bristol-Myers 2 B — BN (HRER SEEH
10/7/30) Squibb Company GRE EEJZ)

5.3.6-03 6-MONTH PERIODIC SAFETY UPDATE REPORT (10/7/31-  |Bristol-Myers % EE E — BN (HRER SEEH
11/1/30) Squibb Company (FREZ5TR)

5.3.6-04 6-MONTH PERIODIC SAFETY UPDATE REPORT (11/1/31-  |Bristol-Myers % EE E — B |HREN SEEN
11/7/30) Squibb Company (FREZTH)

5.3.6-05 6-MONTH PERIODIC SAFETY UPDATE REPORT (11/7/31-  |Bristol-Myers 2(.El_. ] — B |HREN SEEN
12/1/30) Squibb Company | GREE5ER

5.3.6-06 6-MONTH PERIODIC SAFETY UPDATE REPORT (12/1/31-  |Bristol-Myers 2 B — BN (HEREH SEEH
12/7/30) Squibb Company | (k& ;EEJZ)

5.3.7.1-01 [EHI—BEXR BERCHER, RIEHER — — — BN |[#REM Ealik=gs]

5.3.7.2-01 |BMERERI—EX — — — ER |[HREH FHmE R

L12 Bk

50




TEH

24 kL

FERE AR

AERE ISP

Higs

1BEGE

RUELR

S ZEEHDH
53.7.3-01 |EELAETEREH—ER — — — EA |HREH STl & ¥
53.7.4-01 |BEERBREEEELTHEF—EX — — —_ EA |HREH STl &
262J-003:1 58

53.7.4-02 |BEERBREEEELTHEF—EX — — —_ EA |#HREH STl &
262 4M-001:%E8

53.7.4-03 |BEERBREEEELTHEF—EX — — — EA |HREH STl &
26248 -001:4E&

53.7.4-04 |BEERBREEEELTHEF—EX — — — EA |#HREH ST &
26248 -002:E&

53.7.4-05 |BEERBREEEELTHEF—EX — — — EA |#HREH STl &
26248 -004:1 88

53.7.4-06 |BREBEEEEZSLEEN—EX — — — EA |[HREHR FTE & #
26248-005: 88

53.7.5-01 |BBERBREEZEHX — — — EA |[#HREHR FTE & #

L12 FATE R
51




TEH
B

24 kL

)

FERE AR

AERE ISP

Higs

1BEGE

RUELR

5.4-01

Insulin secretion capacity in the development from normal
glucose tolerance to type 2 diabetes

Fukushima M,
Suzuki H, Seino Y

Diabetes Res
Clin Pract
2004; 66S:
S37-S43

SEBHDA

5.4-02

MEPRRAED BIREEE

BARRFRZR ()

FIEROARRLIZ
EOCHERKEZ
BHARSAY
2010 . FEiI1IE;
2010. p.21-9

5.4-03

BRAHDITH

BARRFZR (fR)

WERFPIA RS
1k 2010. X3
&,2010. p27-
32

5.4-04

2 BIRERREBEICH THEYEECEHTHIRERE(I) — YR
‘BemEar ko—)L— (JDDM7)

TR T IHF #E—,
FE #— KB FY
F. @R BX, M
1

#EFRI%E 2006
49:919-27

L12 FATE R
52




Sl 54 b1 B HREENE | MBEesm  |wEE sen | Jaa
5.4-05 Glycemic durability of rosiglitazone, metformin, or glyburide ADOPT Study — — — [N Engl J Med —
monotherapy Group 2006; 355:

2427-43.
5.4-06 Guideline for Management of Postmeal Glucose International — — — |International —
Diabetes Federation Diabetes
(IDF) Federation;
2007
5.4-07 Microalbuminuria is common in Japanese type 2 diabetic The Japan Diabetes — — — |Diabetes Care —
patients Clinical Data 2007; 30: 989-
Management Study 92
Group
5.4-08 A systematic assessment of cardiovascular outcomes in the Frederich R, — — — |Postgrad Med —
saxagliptin drug development program for type 2 diabetes Alexander JH, 2010; 122: 16-
Fiedorek FT, 27.
Donovan M,

Berglind N, Harris
S, et al

112 iR p— 5
53




5%171-;&*4 e E == = = =k 3 £ Ezﬂﬂﬁﬁ*il- "
B 24 ML =& At ER R £ARE AMEREEISAT | IRIEE BEEs SEEHO
5.4-09 BRENELIBEESENEZRIFICRETEITAN—ILO/NS |BRBREERIZH — — — |#ERR¥® 2006; —
AYrETILDOBE—TARE—ILA [CDNTOIHRE — (T 5 HERARBEERE 49:361-71.
DIZ#EIZETEE
BETAMS—/LEH
T—Xx2T 5 IL—7
5.4-10 MAERETREICKDEBER AR VER B A#ERFEER (1R) — — — (BRI —_
EOERKRZ
BAHARZ1>
2010. BILE;
2010. p.51-63
5.4-11 FEPR R A M & AiE BARERRER (1R) — — — (BRI —_
EOHERKRD
BAARZ1>
2010. BEILE;
2010. p.135-
52
5.4-12 The physiology of glucagon-like peptide 1 Holst JJ — — — [Physiol Rev —
2007; 87:
1409-39

112 IR ER—E
54




AT E e = =5 = oo e 4 o * =+ S & -
ﬁ% 9 'f I" )[/ %% nﬁsﬁ%ﬁﬁ%ﬁFﬁﬁ nﬁsﬁ%ﬁﬁiﬁflﬁ %E*E#E *Eﬁwﬁ\ ?%ﬁ*ﬂ-wﬂ“
5.4-13 U.K. prospective diabetes study 16. Overview of 6 years' U.K. Prospective — — — |Diabetes 1995; —
therapy of type Il diabetes: a progressive disease Diabetes Study 44: 1249-58

(UKPDS) Group

L12 FATE R
55




RATREERILLGTNIEE—E

3.2.A1 BEMR R U EKE
3.2.A.3 F&hnFl
32REBDEREH
3.3 &3k

4214 BENFNEVHEEERRER

4.2.2.5 Hitt
4.2.2.6 EMBEFNEMHEEEM

42342 FHAXIEHHANARMEHER
4.2.3.4.3 ZDthDEAER

42354 HERZERAVHER
4.2.3.7.4 {RTFMEHER

5311 N4 A TF7RASEY)F 4 (BA) HERHREE
5.3.1.3 In Vitro - In Vivo OEEE %5t L =R E
5321 MBELHEABRKESE

5323 E FEFKABEZRA W -HBRESE
5.3.5.4 TDDEERABRBEE

=

L12 IRfHER—%
56



	公開資料表紙
	m1-04-01 1.4 特許状況
	標題ページ
	1.4 特許状況

	m1-05-01 1.5 起原又は発見の経緯及び開発の経緯
	標題ページ
	目次
	1.5 起原又は発見の経緯及び開発の経緯
	1.5.1 起原又は発見の経緯
	1.5.1.1 2型糖尿病の実態
	1.5.1.2 2型糖尿病の治療

	1.5.2 開発の経緯
	1.5.2.1 品質に関する試験の経緯
	1.5.2.2 非臨床試験の開発の経緯
	1.5.2.3 臨床開発の経緯

	1.5.3 予定する効能・効果，用法・用量
	1.5.3.1 効能・効果
	1.5.3.2 用法・用量

	1.5.4 サキサグリプチンの臨床的有用性
	1.5.5 参考文献
	1-2

	3-7



	図

	図  1.5-1 サキサグリプチンの構造式
	図  1.5-2 サキサグリプチンの開発経緯図


	m1-06-01 1.6 外国における使用状況等に関する資料
	1.6 外国における使用状況等に関する資料
	表

	表  1.6-1 サキサグリプチンの承認年月日
	表  1.6-2 米国及び欧州における販売名，剤形・含量，効能・効果，用法・用量の要約


	m1-06-02 米国の添付文書の原文
	TITLE PAGE
	1 INDICATIONS AND USAGE
	1.1 Monotherapy and Combination Therapy
	1.2 Important Limitations of Use

	2 DOSAGE AND ADMINISTRATION
	2.1 Recommended Dosing
	2.2 Patients with Renal Impairment
	2.3 Strong CYP3A4/5 Inhibitors
	2.4 Concomitant Use with an Insulin Secretagogue (e.g., Sulfonylurea) or with Insulin

	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	5.1 Pancreatitis
	5.2 Use with Medications Known to Cause Hypoglycemia
	5.3 Hypersensitivity Reactions
	5.4 Macrovascular Outcomes

	6 ADVERSE REACTIONS
	6.1 Clinical Trials Experience
	6.2 Postmarketing Experience

	7 DRUG INTERACTIONS
	7.1 Strong Inhibitors of CYP3A4/5 Enzymes

	8 USE IN SPECIFIC POPULATIONS
	8.1 Pregnancy
	8.3 Nursing Mothers
	8.4 Pediatric Use
	8.5 Geriatric Use

	10 OVERDOSAGE
	11 DESCRIPTION
	12 CLINICAL PHARMACOLOGY
	12.1 Mechanism of Action
	12.2 Pharmacodynamics
	12.3 Pharmacokinetics

	13 NONCLINICAL TOXICOLOGY
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
	13.2 Animal Toxicology

	14 CLINICAL STUDIES
	14.1 Monotherapy
	14.2 Combination Therapy
	14.3 Renal Impairment

	16 HOW SUPPLIED/STORAGE AND HANDLING
	17 PATIENT COUNSELING INFORMATION
	17.1 Instructions
	17.2 Laboratory Tests

	Table
	Table 1: Adverse Reactions (Regardless of Investigator Assessment of Patients Treated with ONGLYZA 5 mg and More Commonly than
in Patients Treated with Placebo
	Table 2: Initial Therapy with Combination of ONGLYZA and Metformin in Treatment-Naive Patients: Adverse Reactions Reported (Regardless of Investigator Assessment of Causality) in ≥5% of Patients Treated with Combination Therapy of ONGLYZA 5 mg Plus Metformin (and More Commonly than in Patients Treated with Metformin Alone)
	Table 3: Effect of Coadministered Drugs on Systemic Exposures of Saxagliptin and its Active Metabolite, 5-hydroxy Saxagliptin
	Table 4: Effect of Saxagliptin on Systemic Exposures of Coadministered Drugs
	Table 5: Glycemic Parameters at Week 24 in a Placebo-Controlled Study of ONGLYZA Monotherapy in Patients with Type 2 Diabetes
	Table 6: Glycemic Parameters at Week 24 in a Placebo-Controlled Study of ONGLYZA as Add-On Combination Therapy with Metformin
	Table 7: Glycemic Parameters at Week 24 in a Placebo-Controlled Study of ONGLYZA as Add-On Combination Therapy with a Thiazolidinedione
	Table 8: Glycemic Parameters at Week 24 in a Placebo-Controlled Study of ONGLYZA as Add-On Combination Therapy with Glyburide
	Table 9: Glycemic Parameters at Week 24 in a Placebo-Controlled Trial of ONGLYZA Coadministration with Metformin in Treatment-Naive
Patients
	Table 10: Glycemic Parameters at Week 52 in an Active-Controlled Trial of ONGLYZA versus Glipizide in Combination with Metformin
	Table 11: Glycemic Parameters at Week 24 in a Placebo-Controlled Trial of ONGLYZA as Add-On Combination Therapy with Insulin
	Table 12: A1C at Week 12 in a Placebo-Controlled Trial of ONGLYZA in Patients with Renal Impairment
	Table 13: ONGLYZA Tablet Presentations

	Figure
	Figure 1: Mean Change from Baseline in A1C in a Placebo-Controlled Trial of ONGLYZA as Add-On Combination Therapy with Metformin


	m1-06-03 米国の添付文書の和訳
	標題ページ
	ONGLYZA (Saxagliptin) tablets 米国添付文書 和訳
	処方情報全文
	1 適応症及び使用法
	1.1 単剤療法及び併用療法
	1.2 重要な使用上の制限

	2 用法・用量
	2.1 推奨用量
	2.2 腎障害患者
	2.3 強力なCYP3A4/5阻害剤
	2.4 インスリン分泌促進剤（スルホニル尿素剤など）又はインスリンとの併用

	3 剤型及び含量
	4 禁忌
	5 警告及び使用上の注意
	5.1 膵炎
	5.2 低血糖症を引き起こすことが知られている薬剤との併用
	5.3 過敏症反応
	5.4 大血管系転帰

	6 副作用
	6.1 臨床試験
	6.2 市販後使用成績

	7 薬物相互作用
	7.1 強力なCYP3A4/5酵素阻害剤

	8 特殊集団における使用
	8.1 妊娠
	8.2 授乳婦
	8.3 小児への使用
	8.4 高齢者への使用

	10 過量投与
	11 性状
	12 臨床薬理
	12.1 作用機序
	12.2 薬力学
	12.3 薬物動態

	13 非臨床毒性試験
	13.1 癌原性，変異原性，生殖機能障害
	13.2 動物毒性試験

	14 臨床試験
	14.1 単剤療法
	14.2 併用療法
	14.3 腎障害

	16 包装/保管及び取り扱い
	17 患者へのカウンセリング情報
	17.1 指示
	17.2 臨床検査

	Figure
	図  1 メトホルミンへの上乗せ療法としてのONGLYZAのプラセボ対照試験におけるA1Cのベースラインからの平均変化


	Table
	表  1 プラセボ対照試験
においてONGLYZA 5 mg投与群の5%以上で報告され，かつプラセボ投与群より発現率が高かった副作用（因果関係についての治験責任医師の判定を問わない）
	表  2 未治療例を対象としたONGLYZAとメトホルミンとの初回併用療法：ONGLYZA 5 mg とメトホルミンを併用投与された患者（集団）の5%以上で報告された（及びメトホルミン単剤療法の患者（集団）におけるよりも発現率が高い）副作用（因果関係についての治験責任医師の判定を問わない）
	表  3 Saxagliptinとその活性代謝物（5-hydroxy saxagliptin）の全身曝露量への併用薬の影響
	表  4 併用薬の全身曝露量へのsaxagliptinの影響
	表  5 2型糖尿病患者を対象としたONGLYZA単剤療法のプラセボを対照とした試験における24週目の血糖パラメータ

	表  6 メトホルミンへの上乗せ療法としてのONGLYZAのプラセボ対照試験における24週目の血糖パラメータ

	表  7 チアゾリジンへの上乗せ療法としてのONGLYZAのプラセボ対照試験における24週目の血糖パラメータ

	表  8 グリブリドへの上乗せ療法としてのONGLYZAのプラセボ対照試験における24週目の血糖パラメータ

	表  9 未治療患者におけるメトホルミンとONGLYZAの併用療法のプラセボ対照試験における24週目の血糖パラメータ

	表  10 メトホルミン併用時のONGLYZAとグリピジドを用いた実薬対照試験における52週時の血糖パラメータ

	表  11 インスリン療法へONGLYZAを上乗せ療法したプラセボ対照試験における24週時の血糖パラメータ

	表  12 腎障害患者を対象としたONGLYZAのプラセボ対照試験における投与12週時のA1C
	表  13 ONGLYZA錠


	m1-06-04 欧州の添付文書の原文
	TITLE PAGE

	ANNEX I SUMMARY OF PRODUCT CHARACTERISTICS
	Onglyza 2.5 mg film-coated tablets
	1. NAME OF THE MEDICINAL PRODUCT
	2. QUALITATIVE AND QUANTITATIVE COMPOSITION
	3. PHARMACEUTICAL FORM
	4. CLINICAL PARTICULARS
	4.1 Therapeutic indications
	4.2 Posology and method of administration
	4.3 Contraindications
	4.4 Special warnings and precautions for use
	4.5 Interaction with other medicinal products and other forms of interaction
	4.6 Fertility, pregnancy and lactation
	4.7 Effects on ability to drive and use machines
	4.8 Undesirable effects
	4.9 Overdose

	5. PHARMACOLOGICAL PROPERTIES
	5.1 Pharmacodynamic properties
	5.2 Pharmacokinetic properties
	5.3 Preclinical safety data

	6. PHARMACEUTICAL PARTICULARS
	6.1 List of excipients
	6.2 Incompatibilities
	6.3 Shelf life
	6.4 Special precautions for storage
	6.5 Nature and contents of container
	6.6 Special precautions for disposal and other handling

	7. MARKETING AUTHORISATION HOLDER
	8. MARKETING AUTHORISATION NUMBER(S)
	9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
	10. DATE OF REVISION OF THE TEXT
	Table

	Table 1 Frequency of adverse reactions by system organ class
	Table 2 Frequency of additional adverse reactions by system organ class
	Table 3 Key efficacy results of Onglyza 5 mg per day in placebo-controlled monotherapy trials and in add-on combination therapy trials


	Onglyza 5 mg film-coated tablets
	1. NAME OF THE MEDICINAL PRODUCT
	2. QUALITATIVE AND QUANTITATIVE COMPOSITION
	3. PHARMACEUTICAL FORM
	4. CLINICAL PARTICULARS
	4.1 Therapeutic indications
	4.2 Posology and method of administration
	4.3 Contraindications
	4.4 Special warnings and precautions for use
	4.5 Interaction with other medicinal products and other forms of interaction
	4.6 Fertility, pregnancy and lactation
	4.7 Effects on ability to drive and use machines
	4.8 Undesirable effects
	4.9 Overdose

	5. PHARMACOLOGICAL PROPERTIES
	5.1 Pharmacodynamic properties
	5.2 Pharmacokinetic properties
	5.3 Preclinical safety data

	6. PHARMACEUTICAL PARTICULARS
	6.1 List of excipients
	6.2 Incompatibilities
	6.3 Shelf life
	6.4 Special precautions for storage
	6.5 Nature and contents of container
	6.6 Special precautions for disposal and other handling

	7. MARKETING AUTHORISATION HOLDER
	8. MARKETING AUTHORISATION NUMBER(S)
	9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
	10. DATE OF REVISION OF THE TEXT
	Table

	Table 1 Frequency of adverse reactions by system organ class
	Table 2 Frequency of additional adverse reactions by system organ class
	Table 3 Key efficacy results of Onglyza 5 mg per day in placebo-controlled monotherapy trials and in add-on combination therapy trials


	ANNEX II
	A. MANUFACTURING AUTHORISATION HOLDER(S) RESPONSIBLE FOR BATCH RELEASE
	B. CONDITIONS OF THE MARKETING AUTHORISATION

	ANNEX III LABELLING AND PACKAGE LEAFLET
	A. LABELLING
	B. PACKAGE LEAFLET


	m1-06-05 欧州の添付文書の和訳
	標題ページ
	Onglyza 2.5 mg, 5 mg film-coated tablets 欧州添付文書 和訳
	1 製品名
	2 組成・成分
	3 性状
	4 臨床特性
	4.1 効能・効果
	4.2 用法・用量及び投与方法
	4.3 禁忌
	4.4 警告及び使用上の注意
	4.5 他の医薬品との相互作用及びその他の相互作用
	4.6 受胎能，妊婦及び授乳婦
	4.7 運転及び機械操作能力に与える影響
	4.8 副作用
	4.9 過量投与

	5 薬理学的特性
	5.1 薬力学的特性
	5.2 薬物動態
	5.3 非臨床安全性

	6 薬剤特性
	6.1 添加物のリスト
	6.2 配合禁忌
	6.3 使用期限
	6.4 貯法上の留意点
	6.5 容器の性状及び含有量
	6.6 廃棄・処分上の注意

	7 販売承認取得者
	8 販売承認番号
	9 初回承認日／承認更新日
	10 改訂日
	Table
	表  1 器官別大分類ごとの副作用の発現頻度
	表  2 器官別大分類ごとの新たな副作用の発現頻度
	表  3 プラセボ対照の単剤療法試験及び併用療法（上乗せ療法）試験におけるOnglyza 1日5 mgの主要な有効性の結果


	m1-06-06 企業中核データシート（CCDS）
	TITLE PAGE


	m1-07-01 1.7 同種同効品一覧表
	表

	表  1.7-1 同種同効品一覧表（1/8）
	表  1.7-2 同種同効品一覧表（1/6）
	表  1.7-3 同種同効品一覧表（1/8）
	表  1.7-4 同種同効品一覧表（1/5）


	m1-08-01 添付文書（案）
	標題ページ
	【禁忌(次の患者には投与しないこと)】
	【組成・性状】
	【効能・効果】
	【用法・用量】
	【使用上の注意】
	【薬物動態】
	【臨床成績】
	【薬効薬理】
	【有効成分に関する理化学的知見】
	【取扱い上の注意】
	【包 装】
	【主要文献及び文献請求先】
	図

	図1 サキサグリプチン1，2.5，5 mg 空腹時単回経口投与時の未変化体及び主要活性代謝物の平均血漿中濃度推移（平均値 ± 標準偏差）

	表

	表1 サキサグリプチン空腹時単回経口投与時の未変化体 の血漿中薬物動態パラメータ
	表2 サキサグリプチン空腹時単回経口投与時の主要 活性代謝物の血漿中薬物動態パラメータ
	表 3 サキサグリプチン5 mg 単回経口投与時のサキサグリプチンの血漿中薬物動態パラメータ
	表4 プラセボ対照二重盲検比較試験（12 週時）の結果
	表 5 プラセボ対照二重盲検比較試験（24 週時）の結果
	表 6 長期継続単独療法試験（52 週時）の結果（投与前 からの変化量）
	表 7 非盲検単独療法試験（52 週時）の結果（投与前か らの変化量）
	表 8 非盲検併用療法試験（52 週時）の結果（投与前か らの変化量）


	m1-08-02　1.8.2 「効能・効果」，「用法・用量」及び「使用上の注意」設定根拠
	目次
	1.8.2 「効能・効果」，「用法・用量」及び「使用上の注意」設定根拠
	1.8.2.1 「効能・効果」の設定根拠
	1.8.2.2 「用法・用量」の設定根拠
	1.8.2.3 「使用上の注意」の設定根拠

	図

	図  1.8.2-1 262-09-002試験における52週間投与時までのHbA1c変化量の推移（平均値及び95％信頼区間）
	図  1.8.2-2 262-09-004試験における52週間投与時までのHbA1c変化量の推移（平均値及び95％信頼区間）
	図  1.8.2-3 本薬1～20 mgを空腹時単回投与したときの血漿中DPP-4活性変化率の推移（平均値 ± 標準偏差）（262-07-001試験）
	図  1.8.2-4 本薬5 mgを朝食前に1日1回14日間反復投与したときの投与1日目及び投与14日目の本薬投与後の血漿中DPP-4活性変化率の推移（平均値 ± 標準偏差）（262-09-003試験）
	図  1.8.2-5 本薬の投与開始前日及び本薬5 mgを朝食前に1日1回14日間反復投与したときの投与14日目の血糖値の推移（平均値 ± 標準偏差）（262-09-003試験）

	表

	表  1.8.2-1 262-08-001試験における12週投与時のHbA1c及び空腹時血糖のベースラインからの変化量
	表  1.8.2-2 262-09-001試験における24週投与時のHbA1c，空腹時血糖及び食後2時間血糖のベースラインからの変化量
	表  1.8.2-3 262-08-001試験の有害事象の要約
	表  1.8.2-4 262-09-001試験の有害事象の要約


	m1-09-01　1.9 一般的名称にかかわる文書
	〔JAN〕
	医薬品一般的名称届出書（INN収載品目）
	平成22 年11 月11 日付薬食審査発第1111 号第1 号
	サキサグリプチン水和物


	〔INN〕
	saxagliptin


	m1-10-01　1.10 毒薬・劇薬等の指定審査資料のまとめ
	m1-12-01　添付資料一覧
	第3部
	第4部
	第5部
	添付すべき資料がない項目一覧




