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BE—K

W5 AL TWZRWREL (3%) AL TV 72 WREL (H)

ANCOVA analysis of covariance WM

AUC area under the drug plasma (serum/blood) M (il /i) A 3Ry RE -y il AR T R
concentration-time curve

CI confidence interval 154 X [

Cmax maximal drug plasma (serum/blood) concentration  F & Mg (MLIE/MK) P

DPP-4 dipeptidyl peptidase-IV ORTF VNS FH—Y-4

EU European Union RN 8 S

FAS full analysis set R OIEHT I G 4EH

GIP glucose-dependent insulinotropic polypeptide T3 — ZKIFMEA AU AR AR U T

.

GLP-1 glucagon-like peptide-1 TNT TR T T R-1

HbAlc hemoglobin Alc NEZREV Ale

ICH International Conference on Harmonisation of H>k BU EHE S BHIRE R
Technical Requirements for Registration of
Pharmaceuticals for Human Use

JDDM Japan Diabetes Clinical Data Management Study AAMERIFT —Z <%V A v MFES
Group

IDS Japan Diabetes Society A AW PRI

JMIRI Japan Medical Information Research Institute Inc.  FEZCE - [E I HAA S WF 22T

LAF237 - -

LMF237 - -

NGSP National Glycohemoglobin Standardization -
Program

PMS post marketing surveillance RUERIR 5 R A

PT preferred term FEAGE

SE standard error PEUERR

SGLT sodium-dependent glucose transporter Na™/ 7' v o — 2 Aot H R

SU sulfonylurea Z VIR = )VIRZ
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REOEE—K
i TEFE
HbAlc OFKFD HbAlc (%) 1%, 1301 35k & O 1303 U8R Tld National Glycohemoglobin Standardization
Program (NGSP) fi, LAF1308 5% i Japan Diabetes Society (JDS) fETHFE L 7=,
AR ORFLITE IRREM I EE L, RRE S TR LT
CLMF237A1301 #Ak—1301 75k
CLAF237A1308 & —LAF1308 3k
IR DFRFEFE Vilda= EAZ 27U 7FF 2, Met= A AL, a-Gl=o-27 /b3 X —PRREK
BHREORTL S L 1301 7Bk
AL BES
Vilda + Met #f Vilda + Met
Vilda + Met 250 mg #f Vilda + Met 250 mg
Vilda + Met 500 mg #F: Vilda + Met 500 mg
Placebo (Met Hifh) Af Placebo + Met
1303 R
AL BES
LMF237 # LMF237
LMF237 50/250 mg #F LMF237 50/250 mg
LMF237 50/500 mg #¥ LMF237 50/500 mg
Placebo (Vilda HijM) 7 Placebo (Vilda)
LAF1308 &
AL X%
A MBI e Vilda + Met
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1 ERXEIRROER

LMF237 (94 @« =7 X v FEAEE, LT, K X, VXTFIONAXTFH—E4
(dipeptidyl peptidase-IV, DPP-4) fAEHK THLENLL T U FF L L7 T F A RIETHDH A MR
N R (LT, A RAAMIY) 2EATORAGHTHY, =7 Ay MREGHEL LT
501250 mg (EVH 7Y FF /A MRV IR & LT 50 mg/250 mg) KUY 50/500 mg (B V4
TN TF o)A MRS R S LT 50 mg/500mg) D 2 FIAEET S, KFNE, EAX 7Y
TFUROA NFAI CEEAOIEREFEA L, BAANCT 5 2 & CTREDORIEOFHEN:Z
LEEELZ 2RI, 2 BUERIE) 2408 - iR & LT, 2007 4 11 H I EU TK
RWENTLRE, 20154F 6 HEEA, 120 OFE & I CHRB I EH STV 5D,

AlElL, BARN 2 BUERIA BE T 2 AR O AR L BN ERIRRR L g Sz 2 &,
WS, AFL, ZhEnFEAEOSBEAITREA S O &AM FRIREE RSN Z &
M5, 2 BUBERI A TR 2R3 L LT, AHOAKBHFHE LT,

1.1 FHDOEEHS

ABNDOENK T D—>THDHENT T TF 0L, NRMEZ VA T 47 F R-1 (glucagon-
like peptide-1, GLP-1) M N7 /b2 — ZAKAFMEA X U 3 WRIEAR U X7 F K (glucose-
dependent insulinotropic polypeptide, GIP) DRIRZR/3FREZIIHI L, Z LD OTEMERL O f iR B
AN S 58170172 DPP-4 [AEHK TH 5, EWNTIE 2010 4 1 i 12 BHERE 7=
7ZL, FTROWTINOER THORDEDHZONRWEEICRS, O&FRE, EERLEDO R,
QEFFE, EIFRIEIZNZ TALKR= VY LT KIZER ] 2206 - i3 & L CTHRLERTEKGR
Hufs L7t%, 2013 4F2 HICA RARA I E DGR &G T 12 BUBEIRT ) OGBS LT,

Figure 1-1 ELFTTY TFonMmER
0O H

. H CN
\T-[F-“'-&,-*’N‘E;”HRI}T.&
-___}_____., IL____‘,-";

OH

H O —DODHNEIT T DA BN UL, HOREREAR K OV EE ORI Z I L, K
OA LAY AR NI N a— A HEEZEINSEDL 2 LI > TIfEZ K FSEH 87T
TA FHETHL, ENTIE 1961 FiTFiEIh, BSEROLGTHEH I TWD, 1970 FRE Y,
HETE T TFA REO—>THE 7 2RI THBT V F—Y ANREE o2 Z L&
ST T, ENTHARMRALIVOME - HESHIBRSh TEZ (KEHEEREELT 1 H
750 mg) . 1990 FARIT AV K TA hRL 2 v 2 o 72 KRG AR RBR S i S, ALk =
JVPRFE  (sulfonylurea, SU) 3 & b U CTREMEMNFE D Hivzevy, A A Y UkbuE & doE+



Novartis Confidential Page 7
CTD 15 BEXIIHEDRRBRUHHEDRE LMF237

DRNENRSH D72 ED A NRL I OEERIFEM A RE S, BERCKTA ML 0T 2 BUpER
B RIZIIT D8 B L LTRSS Ao iuTng, ENTI, 201045 AICA N7 L agE
IS, IEEGEE LT 1 H 2250 mg £ CHEMAERICZR 572, BIfE, ENTA ALY
RIANIEIFH RSN TOD, SAHETHWS Z ENAFER A MRV VIIFNI A B 7 v agED
HTdH D,

Figure 1-2 A bRV S ViIERIEOME
NH NH
L .-"C'H.':- = HC|
HNF" xN,
H I
CHy

HaM

1.2 2 BUBPRIR DER R 1%

2 BUBERIGIE, A v RV UBDWMARER A 2 ) ARG R X - TR 0BG ER R OB R
T (B, mAENE, EEARE, ML) PELYVEI ZLICXVRIET D, A AU Uk
RANE, HEATHEORE B MIMRERE IS A VR VMR NIC X 0 B8 - dER T2, 72, IF
22D OFERLH OHIRSORAG MR TOPER VAR e E2HERTHZ LT, A R RPN
BEET 5, %< O 2 BUERFEE TlIA VAU UM AREL A VA Y ARFIEO W #H & R Fr
DEBZOLNDN, RESCMEANCL > TEOEALDBRLL->TWD (@E i 2007) .

2 BURERIA OJRRED MBI 72 B IR T WL C o D m bl E, A AU WA s A4 v A Y U
PEDOWEDREGIZL DA VA AFHARTHEREZ SN D, 2 BRERFEE TIE, PIDICEH
EIAEAS, & OBZEEREIMAENFEL L, 03 TR SRR E~ L BT 5, Ak &Mk
1% 2 BUERIE ORFERO—>TH Y, BEHESCHITHWEND A 7 LTF U OIEREENZ DA
EEZHLNTWD (M fhiw 2007) .

Wk 24 FERERE - REFEOR R (RAET7EE /)R 2013) T, FERWEOTREMEZ SE
TERWE BERF AR 1% 1100 A, BERFES b sFE BERWAFE) 1T 950 77
N EHERE S ATz, SRR 19 HEOFE (B2 1320 T A, 890 T N) & LHEXT, BERIFO AIREME
ERETEROWEILFRL 9 FEOFIEBLAE 1D TRANTHEE U722y, BERFEA TR b 5 #1334
ILEeT T 5,

1.3 2 BRRRICHT 5aRmOBIK

BERFIERO B, BERAERE IR 2 213 & L0, BRI IR 2 ArE A UHE & 1R
BOHE, BERMICORE LT WA IHED R, HMEARX, (HES L MR B # AR OE 25D,
fEREHE L EDLRVEMERITHI L ThD, RIBFEORHARIRICL VMo bo—
REOREDS MRS T 2 &, B - BOMNLEE, ROBIREIE, SO I3mfeE, [k
REDSESERAMENRE, EETS (HAMRFEES M 2013) .
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BE, ENTEDRIEICHW LN 5 AMEERE THRIZIE, ©7 774 N, F7Y 0 DU,
DPP-4 [HEIE, SU 3, MM A RV o pWMEtESE, o-7 v a s ¥ —BHEHK (a-glucosidase
inhibitor, a-GI) }& 0" Na' /7 /b 22— A i 55 (K (sodium-dependent glucose transporter,
SGLT) 2 fLERKD 7 MEASH Y, WINORANGH —S#RE L L THMAMEETH S (Figure 1-
3) o £, TOERBFICED, A2 UREMESGER, 1 AU UOoUWMEER, K UWER
UL - PEEERETRIC 3 S, A MARAIVEEFLES T A l\% IA AU AARGTHESERIC,

S ) FF e Emte DPP-4 [HESRIIA R Y U WMRERICEIND,

Figure 1-3 mREICa&bhE-RO0MmMEE TEDRIR

[ IEBRAORE 42 01 1 $5R% T35
A RUSERLE #®F g TR
1 ES7FAFE || FRTOMEHLOMH
X <
i B R TOA2RY
K TSRS -FRTOIVRYY
-+ %& FPIIOUE BB ONE
N £
Y ARy -3 o
. RIVHR=JLRFRFE(SUZE AV RY 2 3B DR
4 BEEIE T ] dzau
1 1 BERBAVRYURBR || KYBODBALRYD B
- 4 EE:JU=FE ORE-BHEDBEORE
& 0)
| ARIERTR 5 amn
s 1 DA R) 5 b
* % DPP -4 FEER (R LS L HT 5B IE
/
= i " a-FLasd—4 B AL DR AR EEE -
E[ BB MR ] [ EE(-Gl) BEBELBORE
o) e
L] - i BCOBRNEEICELD
K[ ZE R B 7 I AR } = seLr2 R Rep T e B (R i

® )

Source : HEJRIGIRIR A A K 2014-2015) (HABERIFFS MW 2014) K0 5 %L

HARERIFE CIE, TR BEE 2440, Mmdif, feesksss, (RiffEofart, b — MEH
R EEEE L TEINCERETALERHLLDOD, SOHETOE-OOMmE= Y e —/L 3 FEE
%Z HbAlc 7.0% A0 & LCu\5% (Table 1-1) .

Table 1-1 mEa>y ro—)LEE
HiE M ERELZ BB B EHHETBED =00 B FE TR TR L DS R B 2R B oo B A
HbAlc (%) 6.0 Kt 7.0 i 8.0 it

Source : HERIFIGIEN A R 2014-2015] (A ABERIFFS i 2014)
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[RLEARRIU LS S HERIB W A RT 4 2 2013)  (BAF, BERIFEHA FT7A ) (HAKE
PRI f 2013) TiX, lx OEBOERFESCRIER 2 ZEICANZR D, {8~ OBEORH
REICIS U CHMARINT 2 2 L2532 L L b, HMEL CRIFR M= br—A 55
72 0E [HbAle (NGSP) 7.0%LL E2ske < 35&] 1%, 1EHF O R 2 bk TEOMFHEZ %
ET5ELTWND,

WEIRIR T — %~ ¥ A MF9E4 (Japan Diabetes Clinical Data Management Study Group,
JDDM) 7%, 2002 £E2>5 2011 /T TR D MR FEECiaiEh o 2 BURERRS B & %f 4 i
= b —/LIREEZFAA L7-#5L (JDDM32)  (Oishi et al. 2013) , HbAlc (EXJfHE) (% 2002
£ (N=6517) D 7.5%7>5 2011 £ (N=13011) D 7.1%~LIE T, BHFEEE (HbAlc 7.0%Ai)
Rk L7 BB OFEIGIE 2002 FFD 32.2%035 2011 0D 48.9% &ML CEY, M= ha—
JVIRRE IR SCEM I &R Lz, AHE T, b=y e — A p3idkE L CE72EKDO—D2|Z, DPP-
4 PHEK L A ML o OmAENER SN 2 BBEREOIRRERNEL L TEZZ LB8HITFH
n<Tnsd,

—J7, A< JIDDM32 TlE, PERBEDOEIA A 2002 FI2i 47.2% (3073/6517 4) , 2011 4F
2% 64.1% (8338/13011 4) (ZHEML, VRO EF RS EMBELED O OFAEIEICY 7 PLTE T
%o HMEEE & OERBERIO HbAle 2 /LD L, 2011 4ERES O BMERTETO HbAle CEXIMHE) |
7.0%A00 & BIFIZ a2y br— L IR TV A, ﬁ%%%?®lﬁAm(¥@@)ﬁﬂm%%ﬁK!
BELTWeY (Oishi et al. 2013) , ZORIRND, FFAFRESEBIICEHBINTETNDIHD
O, HEMPEICH AR THRABRENLEZRBE TO HbAle ITWELRFEHEICITEL TE LT,
KXV BEWEa he— 2B L AR LEMR TR SN FHBEEORBEICE 5T, 8BS
EELTHS STV AN ERRIBEIND,

PLEG, BIRTE 8% 0 MbERE FEORECOMBRIENE A TE 2 82k, 2fE LT
2 FRUPEFRIG R D HbAle DIENAHND B DD, witmﬁZ/Lm~w®%ﬁi+\kiw
272\, KRS, BOHE TR OO O BIEE TH D HbAle 7.0%ANM IZEE L TV R W EE TV
FLESHLULFHELTEY, ZhOOBEMNRREBELENRT 272DI121E, X0 bk T
TERZ & OB BRI LETH 5,

1.4 FH ORBAHFER VBREKRNER

HENICEBNGHEAEDHLETHS

EAKE T Y TF AL, T a—R g EOREROBRUEVIEE» DI ID A
7 LT DREESR T D DPP-4 %, BRI FHEIICIRET 5, ZOBEEMICEY, NE
AT VTF U OREL DD Z & TR, VR W ERESE L L &b, 7
3 3 DWE I UIFERE TIER 258855, —F, A MR UL, HFOREEA KR OHEEE
DO OFEWIZ I L, RO A AV VSR N v a — AR NS A R v
Byt ESET A Z LI TR TIEZ T, o T, £ RV VR WAREAL R
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EEEIC L mimbEE 2L TW5 2 BIERIGEFICEAL X T ) FF o e A MRV U ERET D
LT, ARV MR E A VA RGO W ER Z GETH Z LN FREE 7R D,

728, GLP-1 REZEOLIDIEENF TV TFUOERIEATHLIN, A FAALIITH
GLP-1 BEZE D 5 & OHE (Mannucci et al. 2004) 2°H V0, BEAX T ) TF o LA MRV v
EOFHBEGT 5 &, #5EIE B 5 U2 X Y M P GLP-1 JBEEAHEINT 2 Z & SR BT —
H THER ST D (D’Alessio et al. 2009) , EAX 7 U7 F b A MR PRSI A
DSFRINEYIE GLP-1 IR EZ EIFA1ERNH D LB 2 Hh, Zih OEAFITONHFEITA A o
Mk A BB S s TIER AR CE 5,

£, ATV TF D GLP-1 4 LicA v AU 3 WMREERIZ ISR CH D 2 & &,
A MR U OMPELEDRITA VAV VUMEEEZ S SN2 E D, b EA ORI
MAEDOFHEELY 27 NMEWHAEE LB LD,

BOREOHERFAA BT A 0 TlX, RIS O MR T3 o Bl G ¢+ 72 i = o
Fa— A3 G oA WIEEIE, BoRIUEOH R, X0 MAESEED R O MFERE T3~ DL E
Iz, VERBET O R 58 0 MpERE FEOOFRFIEZHESRE L T\ 5, DPP4 [HEKTH L EL
BTN TF €77 A RETHD A MBI OBRPRET 2 TBERBRE DA AU 55
WHEREAR B ROA AU ARG L W O B DIEMETF~O7 7o —F 2l L, FFEAOH
Mk A BB S s TIER AR CE 5,

EROEREFTAASILtAREOHEARHETHS

JDDM32 12 &k 5 &, 2011 FCOFHFRE & U O/ a7 #8 0 g RE T3 o MR LG #1413,
SU 3EAY 52.0% (6763/13011 4) , © 277 FA RIMN 47.7% (6200/13011 #4) , DPP-4 PHFEIKAH
30.7% (3995/13011 4) & Efi& iz, © 774 REOGAREE L COMTEA T 2002 4
D 28.7% (1869/6517 41) 7205, 2011 4T 47.7% (6200/13011 4) & KEEIZHIM L T2 (Oishi
etal. 2013) , 2014 4= 5 H K il ORAS AL ERE AAR S8R (Japan Medical Information Research
Institute Inc., JMIRI) ®F —# TlX, A hAR/LI 0% 500, 750, 1000, 1500 mg/H D3 THH
BCEICIAFEEE LTHO LR TV (Table 1-2) , 72, A AL v iR Ok T
HEIHL T D EED H B 7EIL, DPP-4EREOHHTH-T-,

INOMES OB D, A MR TEMEE L OFRRE AL TR Y, I
DPP-4 [HEHK L JFH SN TWD Z ERIE S LTz,

Table 1-2 A FRILS VARTORMBE L GFAREORS

N 500 mg/ H 750 mg/ A 1000 mg/ A 1500 mg/ H
N=16053 N=5676 N=3895 N=3174 N=2061
AR 16.6% 19.8% 14.4% 15.4% 12.4%
OF %A 83.4% 80.2% 85.6% 84.6% 87.6%

Source: IMIRT 2014 4E 5 A5 —#
N : 2014 £ 5 A D5
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REEAIXHAREZLELT 5 2BBRHFEEEDND7 FE7S VR EALEES

2 TR R ORYBIET, 7 Re 77 A (BENEBAIIREGEHEEICSMT 5 2 &
(X D1EFES) b= s P e — L DOUEOERO—D LD, T R T T AL & IZFF
fili L7z KRB = AR — F T, A MbERE TR o 2 BRI EEIZRBWT, T ReT7 7
AZADENBEF AT e 7 7 U ADOEWEE T HbAle CEYHE) 23 14%IKD o7z & OEDN
&5 (Schernthaner 2010, Guillausseau 2003) , F£7=, BIDZAMEMETIX, 7 Fe 77 AN
10%{X 9% Z°& 12 HbAlc 1% 0.10%~0.15%E(b 9% & #ds L T % (Schernthaner 2010)
TReT7ZUARKTIELERE LT, FIMEED S OFRFEICBATT 2 BR 0 3EH| O FEH
EEER DN (Thayer, et al, 2010, Dailey et al, 2001, Hutchins et al, 2011) , K OG- [m1Z N
(Paes AH et al. 1997, Guillausseau 2003, Kardas 2005) 2z i, HFREEOT Re 77 &
A ESELHRO—2E LTHARDEANEZ N, BEAIOBERICKY, 7 Re 77~
A2 ZAR T S D ER T H 2 FAIGEB O, BROEHMES, KOG BEEOHIN 4 [E1kE ATHE T &
%,

IBEIE (HbAle DIKT) &7 Re 7 7 U A& HEE L BAGH & ORI THIR L= A X T T
A (Han et al. 2012) TIE, FHEEOBRE LV LEASFTEREOBHE T HbAle ITHEIZKL
(-0.53%, p<0.0001, N=3386) , 7 K7 7 A IAEICEN>T= (8.6%, p=0.0162,
N=33309) ., £7z, AEHEANTSH, BHGESHIMFRIEOBE CIL, FHEECOIVEZX 580 b
BEANCEI D Z 25087 Re7 7 o2 dm <, AaENOFFRIE O B TiX, DFHRE &kt
THEDBEEGANCEIVERZDH5BT FeT 7 o A dEmhoiz,

FE72, DPP-4 BHFEHL X MR I CORAHINIRZZ T TWDEBEDINR, TNEZNDOHAIT
HAREEZZIT CVWAEE LY biffEa s o — L REA T, BEREEENEVD &V ) FHEHRE
H &5 (Benford et al. 2012)

PLEMD, EAZZYTFL b A MR L ORAHITHHARIL, BRI S D,
EWOEFHE I SN PHIFEOMAADETHY, 7 RET T2 A0 LSO B b
BAH L LTO=— KB L EZ D,

2 AEIDOBELDOGESIT

BUE, BERIRTEE CIIER OB ARINTHR STV DA, Tk T2 DPP-4 fHFEAIE £ hkv
SUERMAEDEERAFITAATIIHFEL TWARY, EALFE Y FF b X hRLI v ORLS
HIThAHAFIL, BEATMENRS Y, FEREOERBECILE XN 5 B REOHL A hHETh
D, 7ReT7 7 A0M EEORENL BEEAGAIE LTO=—XFEnWeEEX DL, S%EHEA b
A (1000 mg/HELE) OEHOBEIAHRFSND Z & HFE LT, KA 50250 mg K OVAK
# 50/500 mg @ 2 fHIZ TGS 5 2 & T, BEL B0 I3 2720 2 BBERFIER OB
BCHMRIRROBERL 20T 2 LN T, AFOBEREMERIIRE VW EE 2T,
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B, VATYT 4 v L Ea—T, BESAERIC L > TRENAHEOEECEREREOHN
WA LA SN TWA (Hutchins et al, 2011) . HATLESAOEMIZBEA ZHHTALILD L
LB AHRED, ERGOBRICEIRTE 5 LMFT S,

3 FROEE

B 38 OB E % Figure 3-1 (279,

Figure 3-1 AROERE

2001 — 2004 2005 2008 — 2009 2010 2011 2012 2013 2014
SEEE (H13) (H18] (H17) (H18) (H21) (H22) (H23] (H24) (H283) (H28)

TeE: s RSER 1305 g

e RS 13035 B&

AF FESIER LAF13085 &R

3.1 mBECET 55

FAHNL, BIRSCCNFT TV ST /A bR CEBE Y LT S0mg250 mg, X E S
TVTFAA MRV VEBEESL LT 50mg/500mg 80T A7 4 Aba—FT 4 TETHS,
Al oEREe Lo, (R L, SR URBFIEL, ICH TaBahiEg
A A BT A L L TRBREZIT, FORBERICESERE SNAEORER ORI
Ea EN O EHEIC - T L,
FHROEMERFRBREOMERARL, F3 0y FEHWTICH A4 K74 A2y, /30T
4 AREDAETCER Lz, £, REEMERBT, Hloy FERWTICH F4 F 74 VIfitn,
ST 4 AL A ETCE L, RAOFDMRZ, REERFAR 24 » B) ROIERBRO
RS, BAHIMEA 36 » B & Uiz, kB, o BHRERBIIE DB E ClkE-T 5T
ETHD,
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3.2 JERRERICBI I S EARR

AENL, EAX TV TFUROA MR OARHE - HIEO®RHANTHAGD I T\ 5,
EZ T FFF 2013 4E 2 AICA RARALS DO AT 2 BB RR OIS A B L TB
VD, FKFRHFERFCSR Y U 72 B PR SRBR BB e e OVAF ST )T, A O PF IR O JRER Je OVER
MENEE T 0 7 7 A VT LN IR TN D Z 0D, RAIOFSE I S 22T 5 72O OIEEKRR
B (CREERER, FENRERER) 13550 Lo 7z,

3.2.1 EMHHER

EAE T Y TF ol A RBRVI VOB GIC L2 FEERBRE LT, Ty PEROS XEH W
M EWE G EERER, 2 B EO 13 B ER G wERER, WNCT v PR F 2 v
- BRI T 2R A L Lz, EAZ T Y TF ol A MRV U ETE R ER RIS
BUFAARKIOEAEL 1:10 (EALE T Y FFo 0 A RV V) [ZESEOHKEE LIEREE, PF
MEGIZ L DH @ EORBUIA LT, FHRAOFEROHBLRD bNh oo, —HOE
PERBR O ML RIS 2B RIIAR 2R G Li-t hORERZ FRIHETH 720, AL
TV TFUROA MBI CHEAID ZE TORKRERIZISWT, BB TA L2 kicB
HLZRWERADRRD b TWRNZ &0 n, RAIDEKRERIZIB N Tz 22t o) 27 &
2B AREMEIEVW b D EE X b,

ARENZIT 2 —EBORMP DOBULAEDS, WA ORMMIZEAT 5 ICH A KT A > DHARSY
GHERO S LRBIORMMIZET 2 H A KZ 4> (ICH Q3B) | THUE SN HREMEDMER
DBLBIRAKOBRELZ B 2 Z & E, HEIRORERGEERER, 8RR E BRI DN
Yt R FEHRBROIEN O E OREEEZFTFM L, TORE, WTIHoORMMIZ O T H KM
FTCOREMEITMRINTNDHO LW LT,

3.3 ERTOREKREREDOER
AANOEWNTOBRRRIZEE LT, ShEE - 2% 2 BERFE) &L, BT T TFURD
A RKLVIUVOMHEGNLOUFEZ, WRICEVE T ) FF o E A bRV BB TR
RARFRBFICAAORE A REET D2 Z L2 HE LT

Bl AL, EAX 70 TTF o oRREMAE - A& S0mg 1 A 2 BICEbETCAFIORAEEZ 1 H
2EEL, 1 B2 EBEOHEICED A PRI VOEESHEZRINLEZ, A MERLIY (X TV
afE) OAGRAE - HEE, T1 B 500mg KVBHAAL, 1 H 2~3 BENCHEI L CRER]XITREH%
ICROE G595, HEFFRIIEZBE LN ORO L2, % 1 B 750~1500mg &35, 723,
BEORREIZE V EEHKT 528, 1 BicmAEZ 2250mg £TET5, | THY, EEWHE
BIRDAGE L o TS, A MRV UCORAEHERR, ERTOAERHE (750 mg/HLLT) 7207
T, 750mg/ H A B @ HEIDER=—XICHISREE 8D KO BE LT, KA 1 &
DA MRV OEAHEZ 250mg & 500 mg O 2 &4 3K L7z [2.5-1.2.2 18],
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PEARBA T TR D MBETE TR A ECET 204 KoM 28FBIHELE, ©
AV TF B A MR O EET 2 BIERKB) OMISEZIET AICER L~
LAF1308 BB T, UAF U 7F o LA MRALIvOfRT—4 254600, [FROMERT
HEORRRFEM I ECET AT A P74 (CBT5 QA T, (FREERMREHBIIZ M
DR ERMTH DL Z 26, BDILER FEOER S A OB D 4 i85 2 Barst & 1488
BT, MURTFA L ARARBRLETHL L Eh TWA, LERB-ST, 2011 LY,
LMF237 OBESH & L TOFIMERCEZEM2MEET 2809 T, A R4 o BEMERETHER
+4rde 2 RIERFEREE ZHRICCAT Z Y S F L A MR CEFR L, SR, T
Fofh, “HER, 77 ERHE, WITHERERERE (1301 B A5 - Eh Lz, 1301 ®
BECHE, A MRV CEMESETHREAR a0 2 MERBRECNTAH LTS TS0 EE

HRVR P REE S i,

1301 BB &AATL €, EELEFESEGEE LIT, 8 L3, -ﬁﬂuﬁ_.
e e % fi
L. G GBS A, A EEEA U TR
L7z,

INOOMEREER, AREHREAENE LEBET -2 0 r—VRFEL, 20134FL0,
ELF 7N TF o BIE B TNRR 57 2 B RR B E A A BT AR O AR U e A TE
T D, HakdtE, T oFafk, ZEER, U7 AR, ITEER R (1303 W5 &
FHEN - SEhE L7=, 1303 RBRCiL, v A4 7 ) 7 U BMES THRAH57% 2 BUERFERE IO
TAHA MR O EREAHEPBIES 117,

Zofh, §71 MERE L U CenymRStemERs o0, (0. 110 #BRU 1102
BE A M L7r, ZORR, A 50250mg BT S0/500mg X, EAF S0 TF o QB R OA
X COBEAEZAZRRARGA LisEe L AMFNICREF TH D I LR Sht,
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331 HBRERT—%1vi5—9

FARRFERB O DOBEERT —F % v —% Table 3-1 (27T,

HA ABEREHERRE 2t & LA REERR 2 35 (1101 3% (50500 mg ®A|) |
1102 3B (50250mg A 1, HAEA 2 BERFBET 25 L Lo a2 &% (2 b
TR TR RBHFICEANT T TR LRSS 0OF IR O E MR EE L~
1301 3Bk, oA ¥ 7 7F o CHRR o BEICERAZRE LomE OR MR OZ 23
fli L7 1303 A , ROCAF TV FF o5 A MRy, F770 00 oGl RO
Bl AU AW EEEL 2 AEMFRLABSOENZ 2+ MR LR EERR
(LAF1308 3B ZEFHER & U CERT —# N o r—VEERLEZ, 23, 1101 REE TR
Al O FEENEIC RIETREFEOLE GBI L,

LAF1308 BB T, eAd 7 ) FF o ROBEHEA MRAX 2 (1000 mg/H A E) 2 EHIGFH
BE LEEREHBBE LN TWARD, AEA 2 BIERFBREELZ S L LEHEA bR v E
B (52 AL E) FH L7 3 3B (LAF2308 3B, LAF2338 G, LAF2354 R offtsg7—
¥ERpEERE LR UL, £, A7) TF oo ERARERLE (LAT1404 3B T
EHEA FHAI Y (1000mg/HULE) A LEHAABEOT —FL2BTA52L L LA,

Table 3-1 BRT—% /v —

Xy B BE
st leadil ikt e 1101 35 -

1102 #53
Bk - 2t R BEEE 1301 #5 -

1303 355

T IR LAF1308 #5
(BEIEE)
Z Dfh HEEHFFET—7 (LAF2308 35, LAF2338 #E,
(R Hiz=ek) LAF2354 #58)

HTENE AR E (LAFL404 258) @

Q) BmAgA FAAT Y (00myB L) toftEr—r QA EE s cEEs KT LEEESER
ShiBEDT—4)

332 &EPFEaFFERER (110158, 1102 KE)

HAANEFERABME 48 438 L LTHA| 50/500mg & AT 7Y 7F U HEIRGA i
L HAIGH O AMFERIREES, B ARAERRASM 49 2558 UTHEA 50250mg & H
Al oA FRIREMEA BF Lz (1101 ABRR O 1102 #E) [2.7.1-2 TH], FA 50/500mg &
501250 mg DWW G, BESEl L HAIHHABO A Y S EF U RUA PR O Cmax (KBS
MmAFFEMIRE) RO AUClast [l d BAg s -ReE 8 TEfE (0~ B EEraERs) 1 @
(T PYHED O 00%EHEERITSBRERL O EMEHRESHRR T A KT (2012 £ 2 B
20 H, ERELTE 0229 F 10 5) OEMFHIREEOEE BT PHEEORD 00%EHEERH
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0.8~1.25) Ziii/= L7z, LLEX DY, AHl 50/500 mg F2X TN 50/250 mg SEIXENENOEAIGEH &
AR R S &l LT

REORE

1101 HERIZIBNT, BARNEERESR NG 24 4255 & UCTARAI 50/500 mg Z#2n#& 5L, &
HOFBERGH L72[2.7.1212 H], EAX 7Y 7F O Cmax & U AUClast (22T, ZEERERE
L g U CRBEGROMEIZZE (T, BFOREIALNRhoT, A ML IO Cmax
ITZE RS L B L CRBIREG T 26%IE8 T L7223, AUClast [3A BT, HAF G L
FEROFERThH o7, ULEDZ L LY, KFOEYBREICKIZTTREFEOFBORE L, KA O
HAZEG L EORFOPBLARE THD Z L0RB IR,

333 EALBWEEE (1301 KR)

A RENAI (250mg 1 H 2 [\ 500mg 1 H 2 [A]) OBMEE CTHER+72BARN 2 A
PERIFBE 139 42 xtg L LTz, ShiskitlF, 74 b, “HER, 77 2RME, 128
HoWATREM Ll ik B 2 £ L7=, RETHDIA MRAIVEFALTELE Y TF
50mg XIE778AR%E 1 H 2 EFAVICROBELG L, A ALV UVHEMEGICT 5 A AL v
~OENE 7Y TF o LR OB REE L7z,

FHEFARIE B T 5 BB D HbAle D_N—R2 T A b DL EDOEERZE [Vilda+ Met
¥ — Placebo (Met HJH) FE] 13-0.98%Th v, HEMLE ORISR, HRICARRENRO T
(p<0.001, ANCOVA) , SO ZREMZEE, 05% U EOETH D Z b, BEMICHERD
bbAELEEZ LD (Table3-2) .

Table 3-2 BARELERF D HbA1c DR—RXSA U LDOELROBRELE (1301 HER,

FAS)
Difference in adjusted mean change
(Vilda — Comparator)
Baseline Adjusted mean change
Treatment n mean (SE) (SE) Mean (SE) (95% CI) p-value
Vilda + Met 68 7.99 (0.10) —1.07 (0.06) —0.98 (0.09) (-1.15,-0.80) <0.001 *
Placebo + Met 70 8.01 (0.12) —0.09 (0.006) - - -

Source : 5.3.5.1-1-1301 #X%%-Table 14.2-1.1

HbAlc HAZ @ %

R—RAZ A % Day 1, Day 1 OREES KB OBEE, Day 1 L0 FIOENT GRENREE « HES KL Z D7)
D E N A R

BASTHIREX, N—A T4 % OHRE 12 BROBERTH £ TICE I lomit BEREE - BUESN KRBT A
R OREME

n 1IN —R T A U R OEAEFHGREO W )7 O EE 5 b AT R E 2K

FHIEEY e OV DIEHERRZE, 95%ETEX, pEIL, BEHEKOA MRV I v OHEEHEER, ~—AT414
fiti % M5 B & L7z ANCOVA E7 /L 1V i

*HEKEME 5% THE (RBREHZIEE THE L2 FRIRIC X 2 MR e Fikliz L 5)
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RBIKEHIIEE T 5 A AL A ENOREFAIRZI 1T 5 HbAle DRX—AT A b0
2k &L Vilda + Met 250 mg, Vilda + Met 500 mg & $12-1.06%ToH v, FEMEEETH D A AL
SVOHBICELT, WITNEXRXR—RATA UPLAEBEIKETL (WTFivd p<0.001,
ANCOVA) , FERIICERD B % 0.5%LL =D HbAlc (K F 2338 Hiv7z (Table 3-3)

Table 3-3 A FRILE VAR OBREEMEFD HbAlc DR—RXS4M U5 DELR
(1301 8%, FAS)

Adjusted mean change
(Endpoint — Baseline)

Treatment n Baseline mean (SE) Mean (SE) (95% CI) p-value
Vilda + Met 250 mg 34 7.91 (0.13) —1.06 (0.09) (—1.24,-0.88) <0.001 *
Vilda + Met 500 mg 34 8.07 (0.15) —1.06 (0.09) (—1.24,-0.88) <0.001 *

Source : 5.3.5.1-1-1301 #XB&-Table 14.2-1.2
HbAlc HAL : %

N—R2F A 3 Day 1, Day 1 OREMEH K OLEL, Day 1 XV EIOER RERPE « HESKREL 2 107
OYPEME ZER

AEFHRIRFE, R—=A T A &P DIRE 12 BERFOBIEREER £ TICFE S h okt BUERBE - HES ki z
fH3) OHEHE

n ([ IN—2 T A 2 R ORI O 7 OHIE T S ATz PR A5
RHIEE) S O OFRHERE, 95%(SHEHIXIH], pfEIX, ~—AT A Mz ILR L L7z ANCOVA £7 /L L0 H i
HEOKYE 5% CTHE (BBREMGEE CHE LMFIEIC & 5B RETIEIC L D)

HEFROFIFEL, Vilda+Met #ET 44.1% (30/68 %) , Placebo (Met HUH) #ET 41.4%
(29/70 4) Th v, EHEFEMTHREE Ch-o7-, EAFE (PT) BITHRHEARNRL@EH-oTAE
FRIIWTNOHRLGHETHARWEKXTH Y, TOHRBLEIT Vilda+Met B (74%, 5 4) &
Placebo (Met Hij) B (5.7%, 4 %) TRIEE CH-oT-, EAX TV TF X RKRALI U OHf
ABEEROEERGOITE A EDR, HEERORENR L HITA MRV I VHMBEGREE K& 7
HEWI o7z, WTNOEGEETHRMEOREIL 2L, BAAMIIRFTH T,

PLEORGENS, A hAA I (250mg 1 H 2 [AIX(X 500mg 1 H 2 [A]) OB 5 TEHEAR
437 2 BUERIBERE ISR T D A E 7 FF o 50mg 1 H 2 [0 EREBESKGE S T,

3.34 EALRMEHEE (1303 HAR)

B 7Y FFr (50mg 1 H 2 [E) OFMEE THHRA+FSAARN 2 BBERFEE 171 4
wRGE Uiz, ZhigkdeF, 72k, ZEHER, 77 BRR, 14 BRSO TR g
AR A S L 7=, LMF237 (50/250 mg 1% 50/500 mg) XX LMF237 7' Zt&HR (EAX 7 U 7T
> 50mg) & 1 H2REEASICRAO#KEE L, BEAZ 7Y 7FUBEME G555 LMF237 OERE
ZRREE LT,
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TR IEH TH 2 KD HbAle DR—RZ T A b DL EORERZE [LMF237
# — Placebo (Vilda Hifl) ] 13-098% Th v, BRI OKER, HEICARRENRD LI
(p<0.001, ANCOVA) , EAX 7Y FF MBIk 5 LMF237 OEBPEDREES 7z,
HbAlc DOEFRIIZERD B HUEIL 0.5%LL L& S TEY, B5ONTHMZEE, 0.5%L Loz

THHZ NS, BRMICHLE®RDHH7ELEZ BND (Table 34) .

Table 3-4 BAREFER D HbAlc DR—RASA UHMLDELROFMEE (1303 R,

FAS)
Difference in adjusted mean change
(LMF237 — Comparator)
Baseline Adjusted mean change
Treatment n mean (SE) (SE) Mean (SE) (95% CI) p-value
LMF237 115 7.91 (0.08) —0.83 (0.06) —0.98 (0.10) (-1.17,-0.79) <0.001 *
Placebo (Vilda) 56 7.97 (0.11) 0.14 (0.08) - - -

Source : 5.3.5.1-2-1303 #Hk-Table 14.2-1.1
HbAlc HAT : %
NR—2F A »iX Day 1, Day 1 OREENKBOLEE, Day 1 LV RIOENT GRENRBE « HES K2 MH7)
DN EAE A R
AT, N—A T A BN OERE 14 BRFOBENRPER  CloEf SRkt BUERPE - BUES KB %
M7 OHIEME

n 1IN —R T A R OEAETHGREO W )7 O EE 5 b AT R E 5K

IS e O OFEHERZE . O5%[SHEIXE, pEIE, REHEEZNEEK, N—2AT7 1 UfiztEEl L
ANCOVA EF /L L EH

A EOKYERT 5% CTAE (RBRIEME Rl E TRUE L72PATFIRIC X 2 BRI 7R BRIETTIEIC L D)

]

RIVGHHEE CTh D A FRL I VEA HER O RMEFAMRFIZIS 1T S HbAle DR—RAF A i
5O EIE, LMF237 50/250 mg #T-0.61%, LMF237 50/500 mg # T-1.04%TCTH YV, T D
BEHTHLRX—ATA UL EEIETL (WFivd p<0.001, ANCOVA) , FRKRMIZERD
HD 0.5%LL ED HbAle KT ABOH Bz, £72, LMF237 50/500 mg #Tl¥, HbAlc Z{L&EN
LMF237 50250 mg B LD & K& <, HEFPIBREITE/M L TH2RWNH D0, LMF237 50/500 mg
DOIHE = > b v — Lk ES T LMF237 50/250 mg £ ¥ & K& VMEA SR Sz (Table 3-5)

Table 3-5 * k7RIL 2 Y RARB ORIRERMEEFD HbAlc DR—RS A UhbDELR
(1303 BE®, FAS)

Adjusted mean change
(Endpoint — Baseline)

Treatment n Baseline mean (SE) Mean (SE) (95% CI) p-value
LMF237 50/250 mg 56 7.97 (0.11) —0.61 (0.06) (-0.73,-0.49) <0.001 *
LMF237 50/500 mg 59 7.86 (0.11) —1.04 (0.06) (-1.16 ,-0.92) <0.001 *

Source : 5.3.5.1-2-1303 #B&-Table 14.2-1.2
HbAlc B : %

~N—27J A % Day 1, Day 1 ORIEMHRKBOEEIE, Day 1 &V ATOET (BLERE - BUES KA f0T)
OREEZ R
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AEFHIIRFE, R—=A T A P DIRE 14 BRFOBUEREE R £ TICFEE S h okt (BUEEBE - HES Ktz
DT OMEMH

n AEN— R T A ¥ K O AEFHRE O 1t 5 O EAE 395 D AL 7= BBk E 2Kk
WIETFHE L O OFEHERRTE, 9S%IEMEIXE, pEIX, N—RTA fEx LR L Lz ANCOVA 7 /L L0 HEH
T EKERN 5% CTHE (RREmAMWECHE LIZMATIEIC X 2MENRBETIECLD)

HERGORERIT LMF237 BET 43.5% (50/115 4) , Placebo (Vilda HAl) AET 67.9%
(38/56 44) TdH YV, LMF237 BE T2 o7-, PT BITHRIENE L BL- T HEFRIT, WITN
OFEGRETHRIFER TH Y, TOIRBET LMF237 B (9.6%, 11/115 4) & # L Placebo
(Vilda Hh) & (17.9%, 10/56 4) TrEi->7-, LMF237 BED A hR/L I U HEROFEES:
DFEBLZRIT LMF237 50/250 mg #£ T 44.6% (25 4) , LMF237 50/500 mg ## T 42.4% (254) T®
D, WEECRKEREWVTRD bNehotc, LMF237 #EROEEESGRERIRIL, Ay s )7
F BB G & LN TERD o 720, AEFROBANKICERGHM TR E REWVTFEO bk
Mmoto, £, A MRV IVOHEEINCES CTHEFLORIEEE DOFERERRBILRN G
KB HRD LD o Tc, WTNORGHTHRMIEORBIL <, BRMEIIRG TH-
776

Y EORGENS, EAX 7Y TF o 50mg 1 H 2 [BIOEMBE TR 1572 2 BB RIS B
x4 DA by (250mg 1 H 2 [R130E500mg 1 H 2 [B) O EREBESHGES N,

335 BERERMEEHEE (LAF1308 BRAR)

A LAV Iy, FTYUIUIE, o-Gl, XiE7 VU= ROBEMBG TR RN 2 AlE
RIGERE Zxtge e U, ZhaxdeF, EEMR, R, R GRBRE L L7, EiEiETh
HEEOMAEE FHREGH L TEAL T Y FF o 50mg 2 1 H 2 [mEAXICRO%KEL, EAE 7
TF o ORMOFRRGREOR SR OGMMEEZFHME Lz (EAZ 70 7T v OREBIAGE S
RFZBEFR )

LAF1308 iR &R THAI SN HBRE 1L 245 4T, A bR v EOFH L7ogiBg 13 58 4
ThHoT,

A RRNV I UTHRAYS e 2 BIBEIRIFEE COREFEFROFBIEIT 948% (55/58 4) Th
D, BEENRD @D A FERGIIEWNIAK (293%, 17 4) THY, WWTHIAK (17.2%,
10 40) , 1B (15.5%, 9 %) Tholo, HEHHBIOE T, BREFMOERII > THE
FROAEFEEGIRILR O & OEIEE N BT 2T bhviehodz, 1 4 OPBRE K
MAEREIR 23588 BT, BAEFSITEE ©, 1R L OMEIIRE S e o7z,

£, EMOFRAESG L oy o — ek ES R ORI, R&FEIR O HbAlc
(JDS) DZEALFET-0.75% & BIRMICER DO & DK T 2R Lz, 72, UL EO#ERHE CIHE
HEEDSEER S [cfETHliRG O HbAle (JDS) 728 6.5%A0M ] , # 70%DHERE CHAK A E kD
%émmk(ﬂﬁ)@ﬁ?ﬂﬁ%ﬂt[ﬁ%ﬂﬁﬁ@HMUcmﬁ)®ﬁTEﬂ0ﬂ&Uﬂo



Novartis Confidential Page 20
CTD1.5 BEXITHEDER R UHAFEDER LMF237

EXy, ensd sl FF o bR rORMBAKREIZ DV REEPENTLHEFS
3, REHROERIZL Y, BAEFREREOEMRCEEEDS BT S L2 BRI
HohsZ &, RUEHMIChY BiFRMEa s bo—A B3 Eohs 2 & RShiz,

3.3.6 REMEARMKIFAE (LAF1404 HER) (%)

T 7 THE SOmg FrEERAEEHRAET [AA (=7 7)) SmoRomEETESA 2T 00
PEREERORMZ 2O BT T, =/ TERBMBENI A MRV 2 1000 mg/ B LAL % GFH
LTWEHEARA 2 BIERFERE 61 A& g, mArRHUHA LB L R LS
@0 @:-:7- 00 b7 ey smmEED |

BFEEST 3 A T 492%) (DS, T OWNFREMI FRERN - PR O 4,
B 1) i - SPELTE - EEEIRMARE - LREORE 04, 148 , EBOEE (O
A1) Thots, Z095 BEMFE®ASER L ORRBEGREE S LHESLE,

LLb, EEOFEREET T, BAA 2 BIFERAFARECEAF ) FF o ERARA ML
AREICHR LSS oZecMEIRD oY, CAF 7 ) TFUoIEARA PRIk
DHACE > THEMICOEVRZECHEHATEAEATHD Z EAREB ST,

4 HRINSHERE
AH| 50/250mg & 50/500mg AFEMAT A EALBEERL, AHFORSEEREE - 2 BIFERKFE
FHEg: Ll EEBRESZ D, UTo X 3lEERS,

1. ENFTVTFLEA PRALSVOHRBRETREL RS BN TLDHBEICHT 1Y)
B2
A 50250 mg & 50/500mg i, Wb, RABROEASF T FF o RBA MR 2O
PEH E EMFRICRIE THL Z b, EAF T I SF L A MRV COFRFRSICLVEE
LEBRSBOLNTWABHEICH LT, RAROESHSE2ER/T 2EH~OEZEEZ LN
b, ZOBE, REAES 1A/ E s bicky, TReT7ZrAa0MbicEd Mz Fo—
N ODEESTFE NS,

2. ELFTYITFUOBRBRECHRTTHLETIIHTHUER

2RIERFREENRICENTER L 1303 BT, eAF 70 7F 2 50me 1 H 2 EOBEM
BETHRAHS2BHEICHT S A MEA > (250mg 1 H 2 [HXi 500mg 1 H 2 E) @ L
WERNVEDSFRERE S, F, A N A aBEORMNIET R, AL A MR R
LT 1 H 500mg XV §5ZLBHRENATWS, ZhblZEIE, BEAF T TFw
50mg 1 A 2 [HOBEMIE 5 CERER5742BE L, AH 50250 mg BT 50/500 mg ORI AS S
B, YHBEHEICH LT, @, A4 50250mg B ERT A EAHLEANS, Z0BEL,
ARIEA S A ML 2 L, Mz b e — L OWESYFTE 5,
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3. FhRLSVERABRECHRFTTACREICATINER

2 TURERIG B & P RICENTHERM L7 1301 3BT, A FAL Iy (250mg 1 H 2 FIXIE
500mg 1 H 2 [E]) OHME G CHRAFTHREZ T LHELE 7Y 7F 2 50mg 1 H2EO E
FENEDHER SN, LEEN-T, A RALIL 250mg 1 H 2 BOBEMBE CRHER 07
BAEITIE, AH) 50250 mg ~OEIRFEZ N #EEITHY, A FFA/LI500mg 1 H 2 FOBEMEE T
R4y 72 B ITAH] 50/500 mg ~DEVEZNEZBND, ZORE, IREARE T =
L E0RDIME Y Fr—VOWEPHFFTE D,

4. X#|50/250 mg BE, XIZELXTYTFL 50mg RUA FHRILS L 250 mg 1 B 2 BB
SRR ETHRF+2 T BEICHT 5FH 50/500 mg ~DiER

2 AR PR IF B & i G [EIN T FEE L 7= 1303 BABR T, #MRHAMRIEITER L TH R0 oo,
AFH 50/500 mg DIMLFE= > b o —/VEBEERNRIIAA] 501250 mg LV b REVHmA RSN Z &
2, AFH 50250 mg HSAH] 50/500 mg ~DOHEEIC L Y M b — L OWENIIETE B,
L7=i3oC, KAl 50250 mg H5 THRA+HREHFIC, A MRV OEEHREZHFL T,
AHI 50/500 mg [ZEIV X THRETHZEIEFARETHY, Zo%EE, IREABEHSCTI LR
Iz o — L OWENREHETE S,

F7o, KAl 50250 mg DELAEHETHLENALX 7Y FF 50mg 1 H 2 FIRRRA FFRLI v
250mg 1 B 2 FEOPFHEG TR+ 70 8E S RARIZAH] 50/500 mg (2810 F 2 TRET 52
EHARETH Y, ZO8%d, bR TER ORI T, IREAED 1 FlLihd LickdT
Re7 7 Aomblcky, EokhdmEay he—LodER#MGFIND,

5 HEEUE A%

A#X, BATRHD, DPPAHEBEL A FRILIVOREHTHS

BOREOHERFAA BT A 2 TlX, RIS O MR T30 Bl G ¢+ 72 = o
M — LA LR WSS, BRSO E, X0 M E R OO IR PR~ H
Nz, VERBEF O 5% 0 MbERE TROJFRARIEAHE L D, LnLl, ZRETICA
AV A OEEE R %479 % DPP-4 BREIK L 1 2V UGB ER 2 AT 587 714 R
HEMAG DR IEAANITEARTIIFEL T o7z,

2 TUBEFRIE DIRREIZA » AV MR L A v 2 Y VRFMEA BRSSO L h, EAX S
TF LA RFNI L OGFIRETHE Z8GET 5 2 SIIREICEIC N o TERY, i,
MEMME R DB 72 20 OISR FROMAEDE] LW, WRBTA BT A > OHERS: 20
7eLTWb, EnF 7 FF %, BRC 2 BERFEEITS T2 A AL LD EIEE L
THENTERIN, BEEROEIMEPERSNTNDZEEHY, EALXT Y TF b X R
X OPFREGIIERBSG THIH SN TV AHAGEDE TH D,
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FHE, A FRLSVOEARLICHETRTHS

2010 T A hAL X ORI ELTT KGR S TLRE, MM A b I ORI L T
WAHDR, ZTHETIZA MR U EAEICHIST AEAFIE R,

AFN 1 EEF DA bV EE L 250 mg XU 500 mg O 2 HIETH 5, AH| 50250 mg %
WD Z &2 kY, ENTOA MR OMl e LTRbSNA FALIL 500mgH (1A 2
) (RS TATREZR 721 Tld /2 <, AR 50/500 mg % AV 5 = 22 k- T 1000mg/H (1 B 2 [@)
WIFIZH 1 IE] 1 ECTRUGATRE T d 5,

A AR O AR HET R T T, 2 BURR R RIS 2 S o R K OE s A
MBS 5 2 LASWREL 720, T RET 0 AR ESIRTE 5,

AHE, ELFT)TFORITA RIS Vo OFEBMBECHRF+5 14 2 2B R B o i
avhro—LEHETS

1301 BB L O 1303 BABR T, A FAL I UBMEL TR+, Ho0Iens s ) 7T
B G- CORAT0 R BARND 2 BFERIFEE KL, EAZ TV TFo, A MRV I &%
NENERETDARFNOEGNETHY, Biafpfiffas he—Lz2R_mdZ 2R, 2
AVETIZ, 2 BUREPRIN SR CIE B B ML iGRER Tl 15> & O Zh Rk & il L 72 Bl & A7
<, FHMPEETHa2bE = > b — A3 G oW BE D IFRFRIEICE D B 2 5 BRICARA %
WD Z & BRI LT 5,

EmMEDFRER Y XY HUEL

b, 2 BFERISEEOIRE CROEREZET HHERO—DOTH Y, KSR N bSR3
OPFFFRE CIHEIMAE ORI Y 27 2@z oy ba— L3252 LITEETH D,

1301 38R, 1303 &BR, WINORER T HRMBEERITRD bl o7c, E72, LAF1308 i
BRC, 52 EMORBRMIKIT, 1 4 OEBRE IRMLBERSEO bbb o0, Y%FEHOEEE
FRETTL— R 1 Tholo, Lo T, KANL, OFHBIENLEZ 2 BURER B CTIRMEE DI
BLU R MR8 0, BifpibE= ha—L B3l TddEEZRD,

GEFHMSEI L mBaY FA—LKTRETH S

ENET)TFr, A MBI L BICHMEBRE TIIARESEM LIS WE WS FEE A LT
W5,

1301 B Y 1303 &R, WO, WIho®RGH T HIREOREFHIRFOX—2 T A
b O bR CEE) X, FEAEEB Loz, F72, LAFI308 B CE AL X 7Y F'F
VEROA MBI & 52 HEEMOFH LIRS, REORKFMERFORX—Z 7 1 b 0ZE &
1% 0.51 kg ThHo72,

Uk, e 7V 7FFUoROA MRV 20 LIRLTREOE#R ITIZ L A LB LT,
AEFNIOEEGTHREDKRELIMSEL Z L bfa> he— L RAfRETH D EE XD,
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FHZ, BEOFHEXEZRMHT FEFSVRAZALIESH LT, REGIED Y FO—ILARE
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ELHE TN TF A NRAI O R EGEE TS 2 BIBERFEE AR EZ WD Z &
T, BEOREEHAWO T ENREE 2D, o, WT—HOHAORAENER < Z
& T, MESEROIARENAREE R, BEOT Re 7 7 VAN H %,

L7zl ->T, KA, eEAFZ T ) 7F oA MRV ARG CRE LM he—L
DFOLITND 2 HPERFTES, KOEAID OO ~OUE 2 B30 B 72 2 RUFEIR IS B TORRZE
OFUEMZ @D, 7T ReT7T 7 A %M LS5 2T, Bifmbiay b — Va2 RFT52 &
MAMRE L 72D,

6 EX X))

2 TR BB (SR DIRIRIERIR © & 2 0 M TR OFENS I 2, JFREE & DI
BRI PTONTWD OO, WELEMFE = h e — /b ORPUT 53 1TV 222, KR,
BOHETFBE DI ORI B TH D HbAle 7T.0%RIMICIE L TWHARWEZITWE 5 BILLEF
ELTW5, S, BAFNCLDT e 7 J v 20 ERHIRESH, BRBERCIZZNE TIC
BEORAFNERRBTHEHENTWD SO0, ZHETIC DPP4 HEKL 277 1 Rk
MAADOEZEABFNTH AR TII FEL T o7z, AAIL, DPP-4 JERTHLIEALZ Y 7
FLr T TFA RETHLA MRALIVOREHRITHY, 2 BPERFEE TOA LAY 030
fRAE & o o 2V ARBIMESCE DO 7> & ORI | FITHEEE 72D,

AN L7 HARN 2 BUBERIFBE 2RISR E L2 2 DO “EHEMILKHBRTIL, X FFLrIv
THIRAFZREE, CAX T Y TF U THRATZREE, ETNENITKT 2R K OFMER
Uﬁ PER R S iz,

WE, R 7 BRIE O OFFRIEICOI 0 B 2 DB, IREESER OB 5T Re T
VART RS SRS, KFIZHHTE, Wom ARHEAN LA 0FABREICTI VR LD Z L7
<, EHARAFZ AW OPRBIEICOERZAEETH Y, IRIEEEH A BINT 2 HER 2007 R
T T UABMER LT, £, EAE T Y TFUOBEMBIENDABRNCYI Y X HERICIE, B
NE T T T BRI & ZIT R U ERE COFEEICUI D B2 2 2 L3 ATRE T, BE O
HIEHE D700,

2 BUEEIRIFOIRFIT R KR S Z ENE L, RIMFEFEROFEBLY A 7 23 7e AR D 7e
U 2 BEIA RS LTEARAN, RO TEREDT Re T 7 AR LTV R THEZE
EEBEZD,

PLEXY, KFEINERFEBICHESN D Z & T, JEHERENLEZ 2 BUERIREE OB ERINAL
D—oL72BHZ LiE, MKRMICEREZAETDHEEZ, UTFONECTEARBRGEEZITO 2 & & Lin,
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[Bhee s R (%) ]
2 BB R I
72720, BTV TFUROA NV UEBEOPERIC X AR EY) & S a5 A
(2R %,
[HEERUOHE () ]
WE, RAIZEVZ T ) FF /A MRV R S LT 50 mg/250 mg X% 50 mg/500 mg
Z 1 H2EE, YICROEET 5,
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1 NREIZH T HERRRE
2015 4F 6 AETE, AT EU #i2 0, 120 DE I TEEINTWA, TEETORER
%, Table1-1 {2773,

Table 1-1 FEETORBKR

E# R e RFEEAH - S8 EEE - AR

EU Eucreas 200711 H14H &5 - 2 AER R
50850 mg  _ y pka 3 L EERRATHECRNEEL
01000me g mpga b E A B FACREATY
RVARABRE, XEBEcEA ST T
EOA FFRAI - OBEERETHEOEAN
e

- A RFRAS L ERIRRAR AT LT H
ALTHLHER+oam ABFIZBIT S,
BEEE R UNERESE~OBENEE L LT
7 3 F AL,

- BEAEOA AV CEA FFA I VB
Flame LTLRETR o ABEILE
B, BEEEROSEEE -~ 0EEE
L LTRA A waETe 3K EEL,

v HR—A  GalvusMet 200948 H 81 &2 - 2 BER R
50/500 mg - A RRAICRIZIEAL T TFHEFT
50/850 mg BRFESREE, XEFCEAL TSNS
S0/1000mg o BorA RRAI EBEREGSALTY
AHREICNT D EEEE L UNEE RS~
SERIT =

- A READ CRRAAFS AT LT B
THERSRBFIGTAEEFER QR
EEHEE~OIBNEEL LTOARALT A
LT H RS e 3 AR EE,

- BERBOA AN EUPA RFEALS B
HCHEFR S EBF T2 EEERER
TNEENRIE~OBINFEEL LTDOA R
V“@iﬁﬁﬂ%i@fo

- BEEERONESEE CHE R 2
PERR A T 2 HEE,

BEEEHRIR

- 1 BERRAE ITERFEESY F T F—
LADERC AT AE BB TE
DTEATE TR,

2 NEDOBRHTXNEEFORE

EU HBOHRMACE (2014 4 5 B OB % Table 2-1 i85 L, /7305 4 AfhopdEdls
F— & i— |+ (CDS / Core Data Sheet, -ﬁ.ﬁ B7E]) K UNEU iR 3 E0 B4 it
L7,
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Table 2-1 EU 358 DG 30E D
5E4 Eucreas
Tahbha— K 1EFICEANZ Y TF 2 50mg KA MR RN 850 mg (A R/
v ELT660mg) #EHT 5,
FIm . G

T bha— kL EFICELNE Y TF 50 mg KOVA bRV CHEEETE 1000 mg (A BRIV
»ELTT780mg) #EHT D,

2 BUBEIRIF DIEFE,

- A BRI UHEAIZRERFETROES L THEa > b — ARG 5 TRV
NBE, IRV F T ) TF U ROA RV OB E OB OB,

- ARMKAIVEORAVMKR=LY LT HIEGH L TOIRA TSRl NBFICBIT 5, BFE
BN QSEEhRIE~OBIIEE & L <o 3 FIFAEE,

- BEMBEDOA LAY U ROA MBI VHAIZRES L THIRA R ABEIZBIT D
BERER EIEIES~OBIMEEE LTOA A »EETe 3 K HEE,

& - &

ik - A&

SN

AR % MpERE TRIEICEA T 254813, BFEOBEDOIREE, 1BROA MR ORFMEICES
&, Ewﬁf)f%/®wkﬁﬂlB%;wm@%Ez&wﬁlf@ﬁ@%% IS CHEE
RETHZ &, AROBEHE, Ay 7 )79“//% ARV ERRE & LT 50 mg/850 mg
X 50 mg/1000mg & L, 1 H 2R 12X ICROBELET 5,

- A NFAI UHEAEZRERIETRAES L THRRA B
AFIOBIMAENE, BEICRATOA FAAIVORBROEALF ) FF o LT50mg % 1 H
20\ (1 Hig#E 5B 100mg) &3 2%,

- ERAE TN TFURRA MRV UEEBIORANBEI D B D EE
AR OBEAENY, BERICIRAFOENZ T ) T7F U A ARV OREET 5,

- ZANFRZATLTHROA MR UEERES L TCHLHREARA TSR

AANOREX, eAF 7V TF L TS0mg%a 1 H2E (1 BHgKE5E 100mg) KOBEIZR
AP ORBEFRBEDA MFRALVIVOHREET D, KElIZALF=LY LT R ERT 556
1, BMEED Y X7 T 572010, AVFRZ AT L TRIOBMEEZZE LTS LU,

- ARV U RURKRIED A SRV CEFRES LTS, IR RFORERE
AFNOREE, BAX 7V F7F L TS50mga 1 H2E (1 HRESE 100 mg) R OBEICHE
HEN-HELRBEDOA FRAALICOMEL TS,

FTIVoVA L E3HHRAKRE LD ENE T TF U KRR MRV D4k
R OE I ITREST LTy,

FERI 2R 4L

A (65 mLl L)

— I, EIBEITEHREOR T AR bND, A ML TR EN LTSN D DT, &
EE AR Z G920 L IXBHEOE=4 Y v 72 EHICIT) 2 &,

BHREIEE O b 5 EH
BHRENEE (7 LT F=r 2 VT TR 60 ML) Db D BEITIE, KHlERG Lan

o

=
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JFHERESE E D B> 5 BE
BEMWGRTIOT 9= T2 b7 A7 27— (ALT) XIETANRTEUBT I ) TR T
=7 —¥ (AST) DOENEFMEER (ULN) O3 28257 E, IMSREEEDH 5 BE 12T,
ARAENEHZG LW &,
. . /NEEE]
R R e (18 Bkl ~OAFIOR GIHERE S N, NER USRS (18 i) 1o
(ODF) | xp4 2 A DT RMER OHETREL L TR, F— 2 5720,
#5395
‘ofh,
AHP I BB ELICAFIZIRAT D Z LIk, * MR 0T & DI BEER OIS 7]
ETH D,
2=
- REIOF RS UTEIM R UIBBEUE D & 5 B
- BERIFMEA BT R =3 A TR RR AT A A D R
- BRAENIIZVTF=r I UT TR 60mLSHRTE L ExRT HEERED H 5 BE
- LIt # T 2R IR B A MU T R REE O & D AR R A A3 0
- WK,
- EJEDORYLE,
- vav7/,
- 3— FEEAOMENES,
- UTICRET 2 EHERR Z DK & 72 2 WHEMED & % Al TR B A AT 5 B
- DRI A4,
- DD Bl O REAE,
- vav7J,
- FFHgREREE
- AT Aa—AFRE, T a— U KTEE
- =
R EORE
EBERUER EOER
fi
KENTA A VIREEZLELTHIBREITHLTA 2T OB L IR 6200 T, 1 B
RIFEBEIIIARANZ G LT &,
AT v R—T R
HEET v R—Y A IO TENTH D0, EELRRBEOAIHETHY, A MBI URERT
DERBTIAMEMERD D, A MRAIEEFTORETOILRT ¥ R— AL, EIZEKLRE
RREAU LIEHRREE THRE STV D, B#EREDH 5 BE T, A7 VT 7 AR
BT4%, AT > F—3 Z0%BIE, 2 he— L RBOBERE, 7 h—3 2, EEfoze
i, @EDOT N a— B, A%, ROMERBFEICEET2H 5052 E, oo
T HERANFZFHET 5 Z SIS X VIS D 2 ERAEERD T, TR EDOFHliZTTH Z &,
HBET > N— X D2
T v =R, 7T K= AR R EE, I8 & ORIKIR & 2 0% OFIELZ R4 L35
KR THD, WBHFEREIC X 22T R, W pHE T, MmAETHILEEME 5 mmoll 8, YN T
=F Xy v RO/ EAE VB OBEMA S 5, REHET > =3 20N 5581,
HeEEPIEL, BEZELICARSEDLZ L,
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EHERER
A RFLI TR ESNADOT, MEZ VT F=ViBEOT=F 1 72 EHIITI 2 L,
IEH B REREARE TITE 1 mUL L
- VB VT F o RENERME ERORE TGRS TIE, £2~4 R L,
T ERE IR A BERERE E IS LA LN, FEIRICZ LV, BEIERISUIRIRANC X BT8R,
HDHWIIEAT oA FEHRIEROBREEZBGT D L &Y, BEEOBEENR TR INIGE
1, FRCEBT DL,
JFkRE R
BeH-BHAARIT O ALT SUE AST P IEHE LIRD 3 (528 2 570 &, TTHEERE O H 5 BEITITAA
TG LW &,
VIRAY: [ == e
FENTIEH AN, FHEEERE (Fha S5t NEAX ST Y FF o THREINTWD, BE IR
SRR CERIRIIRBIE 2 k3 2 & 7e <, IR EM A& 5P LR ICTEFICEE L, AFES
BRIARTIC IS AER AL 21T\, BB OR—RA T A MEEHERT D 2 &, AAB G HE, 58R1A%
L EMITDRSEL3 AT EIL, 20% b EMOICHEREREZITOZE, NT AT IF—
BEA L L7 BFIE, FEFEELZFM L CRAEMSREZME T2 L &b, BEENEFICE
BT DHET, FFEEREZIT) ZEICLVRBEEIET L2 L, ALT T AST NIEEME ERO
3ELL LR E T 25 A121E, RAIO®E G2 T2 Z ERHER I D, FHESCNTHGERE
I FoEE | EERBTIZOMOERN’S Sbni=Gaici, AFloEsGE2 P+ L,
(mox)

KA G- Pl L7 RIS RERR 2N B L7258 T, BEE2EMALRN I L,

SRS E

LT ) TF o OIEFERBIERR T, A OMNICKR R ONEGER % & e RN G &
NTW5, KRR TRIEREDRIRE FFIIRO bR - 1=0, KEAIHEZ I L-8E
TOMERARBRILIRE SN CWie, £z, TIRERE CHAREM K ORI SR N HE ST
W5, Lo T, BERFEE ISR 28% OB AT, KELXONBBKE S Lo K ERA
DE=F VT EITH T ENHERINS,

SRR

KT TF o O RITAMERER OFIE Y A 7 M E B LT 5, BEICAMEIER DR
FERIZOWTHT 5 Z &,

AEKaf it i

ZR=NT LT FNHERMBEZ S T2 ENabNTWDE, EALE T TF o R RALR
=1 LT A EZGAPOBRE R, RIEHED Y 27 NN+ 58Fn0ndH 5, LizR-T, KL
BERED Y 27 BB T D72 0OICANF =L LT RIOMEEZHRET5 2 &
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Fifr
FANIA FHRAI U EERLTWDEDOT, EEFREE LS FINAT 48 B3 52 F 1L, @
W, AR 48 BRI AGA TS F CIIR S EEB LW &,
I— RERAIOERS
IR A T3 — PSRRI ZMENICIEATD L, BREEZEZTRBENRH D, RENTELIL
BELTARNRAIVEERTAIEND, RENDUIRERIASZZEG L2 &, £z,
A% 48 R RGE T 5 F TIIAFIOREEHH Lenwz &, #5HIT, BHEL HaEmL
EETHD I ENHERENTEHEEICORTH Z &,
O ER L OMEERRUEOMOMEIER
AFNOFENEH 23140 L 7= 3 BRITEE STV, 2 OFDRSICONTESN TV DGR
LU TICFEHET 2,
CAE T TTF
EAE T TF L, PR SN D ER EFEER AR Z TR IERY, e 7 ) FF R
F k7 v—4 P450 (CYP 450)DFE T3/ <, CYP450 ZHEIIFE LW Z &5, b
RO, EDE N OFEEWE b 5 A9 & EAER 2 2 3wl etk g,
ROBERFIRREO A 7Y XY, A RNBFLVIVEROT VT Y ReeAZ 7 ) 750 L oftH
B 5% 30 U2 BB T3, BB R H TR0 C B AR SR B e AR AL E IR &
N pol=Z L EZRLTVND,
‘f’ffigﬁ BRI & R U T % oy (B BT ROULT 7 Uy (CYP2CO ED) -

R E/ERARBR T, AR 7Y FF oL oGS, KRR EE KRS A
ERIFZRED bNho-Z L2 R LTS,

F7, BEEREELRRICT L0, TITUN, NAYALE KRR RN ETF U E A
IR EAEARBR TIZ, EAX T Y FF oL OPFRBEE% I BRI BB 3B ie A
HERITRD LR o720, ARAIOREBEEN TIXZ ORI I TV,

R B RIFISIEIK & FEEIZ, EAX 7Y FPF oo TEMIF TR, arFazxsna
A K, FARIRAR LT, SR ALT R E, HOAMOFEYHSICL > THIHTLZ ENRH
Do

A MBIV

HELT S 7 O HESE

AHNIA RFRLI L EHYKSE LTERELTWADT, AT ra— i (Fro, Zeign,
KEANRRME, XIINTHEEREOLS) TIEHBT v R—Y A0 U A7 38N+ 5, 7/ra—u
BESUIT Vv a— LV EEG T HERLOMBERITRT S &,

JRAE W L VRSN A I T ROFERS (VAF U7 l) A MAAI U EEAT
HE, RHIEEERED > THAMMAEERNEL D Z LICk D A FAL I v OHEISEIES
LHDT, HET Y F— AOFKB Y A7 BNEINT 5, BEERE 2R E LIZHBRT, v AFY
> 400mg D 1 H 2 EHFGICE D A ML o OEFIREER (AUC) 23 50%EEM4 5 2 L AVRE
iz, RMEDZWIZE VPR END T AU ROERKILE A MRV 2T A & X%, b
ay hr—LORERE=2 Y T, HEREn D Ak - HEOSHENTO A ERE, BERmRTHE
DERLEZETH L,
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R EoRE
(mx)

I — REFAIZMENITEAT S E, BR2E2EIL, A MRLIUVRAEELCHLERT v F—v
ADY AT BELCLZBZENRD D, BEHBRRERUIRERHIA FAALI v EREG LRV L,
F7o, A% 48 BEIEA PRI OEG 2B LAV &, BEHERIE, BHEE 2 FEEn
L, ERTHD I EDRHERINTZZIZORTH T &,

1 _E D1 5 B9 5 G 3

IaaanFal R, B2 RSN ORI R T ERIERN S 5, BREICEFDOEEZHBL,
BRI G-BRMAR T X VRN =2 ) 7 %2475 2 &, HERIGAICIE, OHRER GOk
TP IERFICARIO HE 2T 2 Z &,

T VAT v B RS (ACE) FREANTMEHEA K T2 ¢083H5, LEISLT, £
OO EZ S & OOF A &5 Rk XX IERRC ERE TR AEE2RET5 2 &,

ATHRE, TR RO

IR

IR DARBNOE B L THo 32T — 213G o Ty, B 7Y 7F o OBk
TIEEHETOETEFEENTEN TS, A PRI O RER CITARETFEITR STV
W, EAVETYTFUROA MRV CEHEG LTEREBRTI, AR EITR SN
7=, R EES BT 5 AR CHREEEERIES b T D, HIRIIARZ &5 L7
Wk,

[ LURLTIN

BB TIE, EAF U TFURORA PRI ATnThRG, AT ~BITT 2 REN
TWb, EAF TV TFone NOILHTICBITT 20ENEIARHATH L3, A ML vidd
BRNLE FOWLPICBITT 5, A a3 B 5 3 AR AR IUEERE OER U 2 7 37
ETHIE, T R TOEALE T Y FFoOT—FRNELN TN LD, FHLFOEA
WIIARKIZ B L2 &y

ZIaHE

~ DEZREREIZ RS D AHN O 8 A FHAM L 72 3BT 32 hE S Tunien,

~

BB EORER CHBRRIERNIN T SRR
B0 50D JE S X OBEARERVERE /012569 2 AHI D528 2 Rl L 7 i1 M S Ty, BIFER
ELTHERERERBT 2B ENOH 2 EFE, BEHEOELER OEIREBIELEET 5 2 &,

BIfEA

REEAEHZ HWTZEBARBRIIE STy, L, KEARHIEEALZ 7Y TFFURA b
BV VB E OEMFNRIEMEITETE SN TV D, RIRMNCEICIERENTET — X%, A biE
NWINZENT T TF o8BS LIPSO LD TH D, BEAX T Y TFUAZA MR
VR BB LT RBR TS S Tun ey,

BT e 7 7 A VDT

BIEIZRENBE D> B LD TH Y, HEPIMIRECTH -7, BIER & FEil, BIE,
BeHHIME O B HE & ORICEEBEIFERD b Rd o7z,




Novartis Confidential Page 9
CTD 1.6 NEIZHEITHERKRFICET 2EH LMF237
584 Eucreas
FRTIEH AN, e E (HFREETe) NEAX Y FF o THEIN TS, IFEAED
BE, BETEER T, BRORBEETR <, BSPIEZICHHSEITERICRE L, ery
7Y FF v OEEIR G IO MBERE THRI~OBINER G % ok 24 BT - -6 REBRTIE, 1E
HAE EFRO 3 500 Ed ALT 3% AST #40 (2 B kadfifse U CHIE U 7ol S 38 5- 3R O Fec ks
SKBERFCIE LI HER) 28, EAZ U FF 1 B 1E S0mg T02%, EAZ T TF
1 B2[E 50mg T0.3%, T_RTOMBET2%THoT, I FEALEDHE, ThHDRT A
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Eucreas 50 mg/850 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 50 mg of vildagliptin and 850 mg of metformin hydrochloride
(corresponding to 660 mg of metformin).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Yellow, ovaloid film-coated tablet with bevelled edge, imprinted with “NVR” on one side and “SEH”
on the other side.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications

Eucreas is indicated in the treatment of type 2 diabetes mellitus:

- Eucreas is indicated in the treatment of adult patients who are unable to achieve sufficient
glycaemic control at their maximally tolerated dose of oral metformin alone or who are already
treated with the combination of vildagliptin and metformin as separate tablets.

- Eucreas is indicated in combination with a sulphonylurea (i.e. triple combination therapy) as an
adjunct to diet and exercise in adult patients inadequately controlled with metformin and a
sulphonylurea.

- Eucreas is indicated in triple combination therapy with insulin as an adjunct to diet and exercise
to improve glycaemic control in adult patients when insulin at a stable dose and metformin
alone do not provide adequate glycaemic control.

4.2 Posology and method of administration

Posology
Adults

The dose of antihyperglycaemic therapy with Eucreas should be individualised on the basis of the
patient’s current regimen, effectiveness and tolerability while not exceeding the maximum
recommended daily dose of 100 mg vildagliptin. Eucreas may be initiated at either the 50 mg/850 mg
or 50 mg/1000 mg tablet strength twice daily, one tablet in the morning and the other in the evening.

- For patients inadequately controlled at their maximal tolerated dose of metformin monotherapy:
The starting dose of Eucreas should provide vildagliptin as 50 mg twice daily (100 mg total daily
dose) plus the dose of metformin already being taken.

- For patients switching from co-administration of vildagliptin and metformin as separate tablets:
Eucreas should be initiated at the dose of vildagliptin and metformin already being taken.

- For patients inadequately controlled on dual combination with metformin and a sulphonylurea:
The doses of Eucreas should provide vildagliptin as 50 mg twice daily (100 mg total daily dose) and a
dose of metformin similar to the dose already being taken. When Eucreas is used in combination with
a sulphonylurea, a lower dose of the sulphonylurea may be considered to reduce the risk of
hypoglycaemia.



- For patients inadequately controlled on dual combination therapy with insulin and the maximal
tolerated dose of metformin:

The dose of Eucreas should provide vildagliptin dosed as 50 mg twice daily (100 mg total daily dose)

and a dose of metformin similar to the dose already being taken.

The safety and efficacy of vildagliptin and metformin as triple oral therapy in combination with a
thiazolidinedione have not been established.

Special populations

Elderly (= 65 years)

As metformin is excreted via the kidney, and elderly patients have a tendency to decreased renal
function, elderly patients taking Eucreas should have their renal function monitored regularly (see
sections 4.4 and 5.2).

Renal impairment
Eucreas should not be used in patients with creatinine clearance < 60 ml/min (see sections 4.3, 4.4 and
5.2).

Hepatic impairment

Eucreas should not be used in patients with hepatic impairment, including those with pre-treatment
alanine aminotransferase (ALT) or aspartate aminotransferase (AST) > 3 times the upper limit of
normal (ULN) (see sections 4.3, 4.4 and 4.8).

Paediatric population
Eucreas is not recommended for use in children and adolescents (< 18 years). The safety and efficacy
of Eucreas in children and adolescents (< 18 years) have not been established. No data are available.

Method of administration

Oral use.

Taking Eucreas with or just after food may reduce gastrointestinal symptoms associated with
metformin (see also section 5.2).

4.3 Contraindications

- Hypersensitivity to the active substances or to any of the excipients listed in section 6.1
- Diabetic ketoacidosis or diabetic pre-coma
- Renal failure or renal dysfunction defined as creatinine clearance < 60 ml/min (see section 4.4)
- Acute conditions with the potential to alter renal function, such as:
- dehydration,
- severe infection,
- shock,
- intravascular administration of iodinated contrast agents (see section 4.4).
- Acute or chronic disease which may cause tissue hypoxia, such as:
- cardiac or respiratory failure,
- recent myocardial infarction,
- shock.
- Hepatic impairment (see sections 4.2, 4.4 and 4.8)
— Acute alcohol intoxication, alcoholism
- Breast-feeding (see section 4.6)

4.4 Special warnings and precautions for use
General

Eucreas is not a substitute for insulin in insulin-requiring patients and should not be used in patients
with type 1 diabetes.



Lactic acidosis

Lactic acidosis is a very rare but serious metabolic complication that can occur due to metformin
accumulation. Reported cases of lactic acidosis in patients on metformin have occurred primarily in
diabetic patients with significant renal failure. In patients with impaired liver function, lactate
clearance may be restricted. The incidence of lactic acidosis can and should be reduced by also
assessing other associated risk factors, such as poorly controlled diabetes, ketosis, prolonged fasting,
excessive alcohol intake, hepatic insufficiency and any conditions associated with hypoxia (see also
sections 4.3 and 4.5).

Diagnosis of lactic acidosis

Lactic acidosis is characterised by acidotic dyspnoea, abdominal pain and hypothermia followed by
coma. Diagnostic laboratory findings are decreased blood pH, plasma lactate levels above 5 mmol/l
and increased anion gap and lactate/pyruvate ratio. If metabolic acidosis is suspected, treatment with
the medicinal product should be discontinued and the patient hospitalised immediately (see section
4.9).

Renal impairment

As metformin is excreted by the kidney, serum creatinine concentrations should be monitored

regularly:

- at least once a year in patients with normal renal function

- at least two to four times a year in patients with serum creatinine levels at the upper limit of
normal and in elderly patients.

Renal impairment in elderly patients is frequent and asymptomatic. Special caution should be
exercised in situations where renal function may become impaired, for example when initiating
antihypertensive or diuretic therapy or when starting treatment with an NSAID.

Hepatic impairment
Patients with hepatic impairment, including those with pre-treatment ALT or AST > 3x ULN, should
not be treated with Eucreas (see sections 4.2, 4.3 and 4.8).

Liver enzyme monitoring

Rare cases of hepatic dysfunction (including hepatitis) have been reported with vildagliptin. In these
cases, the patients were generally asymptomatic without clinical sequelae and liver function tests
(LFTs) returned to normal after discontinuation of treatment. LFTs should be performed prior to the
initiation of treatment with Eucreas in order to know the patient’s baseline value. Liver function
should be monitored during treatment with Eucreas at three-month intervals during the first year and
periodically thereafter. Patients who develop increased transaminase levels should be monitored with a
second liver function evaluation to confirm the finding and be followed thereafter with frequent LFTs
until the abnormality(ies) return(s) to normal. Should an increase in AST or in ALT of 3x ULN or
greater persist, withdrawal of Eucreas therapy is recommended. Patients who develop jaundice or
other signs suggestive of liver dysfunction should discontinue Eucreas.

Following withdrawal of treatment with Eucreas and LFT normalisation, treatment with Eucreas
should not be re-initiated.

Skin disorders

Skin lesions, including blistering and ulceration have been reported with vildagliptin 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 was limited experience in patients with diabetic skin
complications. Furthermore, there have been post-marketing reports of bullous and exfoliative skin
lesions. Therefore, in keeping with routine care of the diabetic patient, monitoring for skin disorders,
such as blistering or ulceration, is recommended.

Acute pancreatitis




Use of vildagliptin has been associated with a risk of developing acute pancreatitis. Patients should be
informed of the characteristic symptom of acute pancreatitis.

If pancreatitis is suspected, vildagliptin should be discontinued; if acute pancreatitis is confirmed,
vildagliptin should not be restarted. Caution should be exercised in patients with a history of acute
pancreatitis.

Hypoglycaemia
Sulphonylureas are known to cause hypoglycaemia. Patients receiving vildagliptin in combination

with a sulphonylurea may be at risk for hypoglycaemia. Therefore, a lower dose of sulphonylurea may
be considered to reduce the risk of hypoglycaemia.

Surgery
As Eucreas contains metformin, the treatment should be discontinued 48 hours before elective surgery

with general anaesthesia and should not usually be resumed earlier than 48 hours afterwards.

Administration of iodinated contrast agent

The intravascular administration of iodinated contrast agents in radiological studies can lead to renal
failure. Therefore, due to the metformin active substance, Eucreas should be discontinued prior to, or
at the time of] the test and not reinstituted until 48 hours afterwards, and only after renal function has
been re-evaluated and found to be normal (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

There have been no formal interaction studies for Eucreas. The following statements reflect the
information available on the individual active substances.

Vildagliptin

Vildagliptin has a low potential for interactions with co-administered medicinal products. Since
vildagliptin is not a cytochrome P (CYP) 450 enzyme substrate and does not inhibit or induce CYP
450 enzymes, it is not likely to interact with active substances that are substrates, inhibitors or inducers
of these enzymes.

Results from clinical trials conducted with the oral antidiabetics pioglitazone, metformin and
glyburide in combination with vildagliptin have shown no clinically relevant pharmacokinetic
interactions in the target population.

Drug-drug interaction studies with digoxin (P-glycoprotein substrate) and warfarin (CYP2C9
substrate) in healthy subjects have shown no clinically relevant pharmacokinetic interactions after co-
administration with vildagliptin.

Drug-drug interaction studies in healthy subjects were conducted with amlodipine, ramipril, valsartan
and simvastatin. In these studies, no clinically relevant pharmacokinetic interactions were observed
after co-administration with vildagliptin. However, this has not been established in the target
population.

As with other oral antidiabetic medicinal products the hypoglycaemic effect of vildagliptin may be
reduced by certain active substances, including thiazides, corticosteroids, thyroid products and
sympathomimetics.

Metformin

Combinations not recommended

There is increased risk of lactic acidosis in acute alcohol intoxication (particularly in the case of
fasting, malnutrition or hepatic insufficiency) due to the metformin active substance of Eucreas (see
section 4.4). Consumption of alcohol and medicinal products containing alcohol should be avoided.



Cationic active substances that are eliminated by renal tubular secretion (e.g. cimetidine) may interact
with metformin by competing for common renal tubular transport systems and hence delay the
elimination of metformin, which may increase the risk of lactic acidosis. A study in healthy volunteers
showed that cimetidine, administered as 400 mg twice daily, increased metformin systemic exposure
(AUC) by 50%. Therefore, close monitoring of glycaemic control, dose adjustment within the
recommended posology and changes in diabetic treatment should be considered when cationic
medicinal products that are eliminated by renal tubular secretion are co-administered (see section 4.4).

Intravascular administration of iodinated contrast media may lead to renal failure, resulting in
metformin accumulation with the risk of lactic acidosis. Metformin should be discontinued prior to, or
at the time of the test and not reinstituted until 48 hours afterwards, and only after renal function has
been re-evaluated and found to be normal.

Combinations requiring precautions for use

Glucocorticoids, beta-2-agonists, and diuretics have intrinsic hyperglycaemic activity. The patient
should be informed and more frequent blood glucose monitoring performed, especially at the
beginning of treatment. If necessary, the dosage of Eucreas may need to be adjusted during
concomitant therapy and on its discontinuation.

Angiotensin converting enzyme (ACE) inhibitors may decrease the blood glucose levels. If necessary,
the dosage of the antihyperglycaemic medicinal product should be adjusted during therapy with the
other medicinal product and on its discontinuation.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from the use of Eucreas in pregnant women. For vildagliptin studies in

animals have shown reproductive toxicity at high doses. For metformin, studies in animals have not

shown reproductive toxicity. Studies in animals performed with vildagliptin and metformin have not
shown evidence of teratogenicity, but foetotoxic effects at maternotoxic doses (see section 5.3). The
potential risk for humans is unknown. Eucreas should not be used during pregnancy.

Breast-feeding
Studies in animals have shown excretion of both metformin and vildagliptin in milk. It is unknown

whether vildagliptin is excreted in human milk, but metformin is excreted in human milk in low
amounts. Due to both the potential risk of neonate hypoglycaemia related to metformin and the lack of
human data with vildagliptin, Eucreas should not be used during breast-feeding (see section 4.3).

Fertility
No studies on the effect on human fertility have been conducted for Eucreas (see section 5.3).

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. Patients who
may experience dizziness as an adverse reaction should avoid driving vehicles or using machines.

4.8 Undesirable effects

There have been no therapeutic clinical trials conducted with Eucreas. However, bioequivalence of
Eucreas with co-administered vildagliptin and metformin has been demonstrated (see section 5.2). The
data presented here relate to the co-administration of vildagliptin and metformin, where vildagliptin
has been added to metformin. There have been no studies of metformin added to vildagliptin.

Summary of the safety profile

The majority of adverse reactions were mild and transient, not requiring treatment discontinuations.
No association was found between adverse reactions and age, ethnicity, duration of exposure or daily
dose.




Rare cases of hepatic dysfunction (including hepatitis) have been reported with vildagliptin. In these
cases, the patients were generally asymptomatic without clinical sequelae and liver function returned
to normal after discontinuation of treatment._In data from controlled monotherapy and add-on therapy
trials of up to 24 weeks in duration, the incidence of ALT or AST elevations > 3x ULN (classified as
present on at least 2 consecutive measurements or at the final on-treatment visit) was 0.2%, 0.3% and
0.2% for vildagliptin 50 mg once daily, vildagliptin 50 mg twice daily and all comparators,
respectively. These elevations in transaminases were generally asymptomatic, non-progressive in
nature and not associated with cholestasis or jaundice.

Rare cases of angioedema have been reported on vildagliptin at a similar rate to controls. A greater
proportion of cases were reported when vildagliptin was administered in combination with an ACE
inhibitor. The majority of events were mild in severity and resolved with ongoing vildagliptin
treatment.

Tabulated list of adverse reactions

Adverse reactions reported in patients who received vildagliptin in double-blind studies as
monotherapy and add-on therapies are listed below by system organ class and absolute frequency.
Adverse reactions listed in Table 5 are based on information available from the metformin Summary
of Product Characteristics available in the EU. 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); very rare
(<1/10,000), not known (cannot be estimated from the available data). Within each frequency
grouping, adverse reactions are presented in order of decreasing seriousness.

Table 1 Adverse reactions reported in patients who received vildagliptin 100 mg daily as
add-on therapy to metformin compared to placebo plus metformin in double-blind
studies (N=208)

Metabolism and nutrition disorders
Common Hypoglycaemia
Nervous system disorders
Common Tremor
Common Headache
Common Dizziness
Uncommon Fatigue
Gastrointestinal disorders
Common Nausea

Description of selected adverse reactions

In controlled clinical trials with the combination of vildagliptin 100 mg daily plus metformin, no
withdrawal due to adverse reactions was reported in either the vildagliptin 100 mg daily plus
metformin or the placebo plus metformin treatment groups.

In clinical trials, the incidence of hypoglycaemia was common in patients receiving vildagliptin in
combination with metformin (1%) and uncommon in patients receiving placebo + metformin (0.4%).
No severe hypoglycaemic events were reported in the vildagliptin arms.

In clinical trials, weight did not change from baseline when vildagliptin 100 mg daily was added to
metformin (+0.2 kg and -1.0 kg for vildagliptin and placebo, respectively).

Clinical trials of up to more than 2 years’ duration did not show any additional safety signals or
unforeseen risks when vildagliptin was added on to metformin.

Combination with a sulphonylurea

Table 2 Adverse reactions reported in patients who received vildagliptin 50 mg twice daily in
combination with metformin and a sulphonylurea (N=157)
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Metabolism and nutritional disorders
Common Hypoglycaemia
Nervous system disorders
Common Dizziness, tremor
Skin and subcutaneous tissue disorders
Common Hyperhidrosis
General disorders and administration site conditions
Common Asthenia

Description of selected adverse reactions
There were no withdrawals due to adverse reactions reported in the vildagliptin + metformin +
glimepiride treatment group versus 0.6% in the placebo + metformin + glimepiride treatment group.

The incidence of hypoglycaemia was common in both treatment groups (5.1% for the vildagliptin +
metformin + glimepiride group versus 1.9% for the placebo + metformin + glimepiride group). One
severe hypoglycaemic event was reported in the vildagliptin group.

At the end of the study, effect on mean body weight was neutral (+0.6 kg in the vildagliptin group and
-0.1 kg in the placebo group).

Combination with insulin

Table 3 Adverse reactions reported in patients who received vildagliptin 100 mg daily in
combination with insulin (with or without metformin) in double-blind studies
(N=371)
Metabolism and nutrition disorders
Common Decreased blood glucose
Nervous system disorders
Common Headache, chills
Gastrointestinal disorders
Common Nausea, gastro-oesophageal reflux disease
Uncommon Diarrhoea, flatulence

Description of selected adverse reactions

In controlled clinical trials using vildagliptin 50 mg twice daily in combination with insulin, with or
without concomitant metformin, the overall incidence of withdrawals due to adverse reactions was
0.3% in the vildagliptin treatment group and there were no withdrawals in the placebo group.

The incidence of hypoglycaemia was similar in both treatment groups (14.0% in the vildagliptin group
vs 16.4% in the placebo group). Two patients reported severe hypoglycaemic events in the vildagliptin
group, and 6 patients in the placebo group.

At the end of the study, effect on mean body weight was neutral (+0.6 kg change from baseline in the
vildagliptin group and no weight change in the placebo group).

Additional information on the individual active substances of the fixed combination

Vildagliptin

Table 4 Adverse reactions reported in patients who received vildagliptin 100 mg daily as
monotherapy in double-blind studies (N=1855)

Infections and infestations
Very rare Upper respiratory tract infection




Very rare Nasopharyngitis
Metabolism and nutrition disorders

Uncommon Hypoglycaemia
Nervous system disorders

Common Dizziness

Uncommon Headache
Vascular disorders

Uncommon Oedema peripheral
Gastrointestinal disorders

Uncommon Constipation
Musculoskeletal and connective tissue disorders

Uncommon Arthralgia

Description of selected adverse reactions

The overall incidence of withdrawals from controlled monotherapy trials due to adverse reactions was
no greater for patients treated with vildagliptin at doses of 100 mg daily (0.3%) than for placebo
(0.6%) or comparators (0.5%).

In comparative controlled monotherapy studies, hypoglycaemia was uncommon, reported in 0.4% (7
of 1,855) of patients treated with vildagliptin 100 mg daily compared to 0.2% (2 of 1,082) of patients
in the groups treated with an active comparator or placebo, with no serious or severe events reported.

In clinical trials, weight did not change from baseline when vildagliptin 100 mg daily was
administered as monotherapy (-0.3 kg and -1.3 kg for vildagliptin and placebo, respectively).

Clinical trials of up to 2 years’ duration did not show any additional safety signals or unforeseen risks
with vildagliptin monotherapy.

Metformin

Table 5 Adverse reactions for metformin component

Metabolism and nutrition disorders
Very Rare Decrease of vitamin B, absorption and lactic acidosis*
Nervous system disorders
Common Metallic taste
Gastrointestinal disorders
Very common Nausea, vomiting, diarrhoea, abdominal pain and loss of appetite
Hepatobiliary disorders
Very rare Liver function test abnormalities or hepatitis**
Skin and subcutaneous tissue disorders
Very rare Skin reactions such as erythema, pruritus and urticaria

*4 decrease in vitamin B12 absorption with decrease in serum levels has been very rarely observed in
patients treated long-term with metformin. Consideration of such aetiology is recommended if a
patient presents with megaloblastic anaemia.

**[solated cases of liver function test abnormalities or hepatitis resolving upon metformin
discontinuation have been reported.

Gastrointestinal adverse reactions occur most frequently during initiation of therapy and resolve
spontaneously in most cases. To prevent them, it is recommended that metformin be taken in 2 daily
doses during or after meals. A slow increase in the dose may also improve gastrointestinal tolerability.



Post-marketing experience

Table 6 Post-marketing adverse reactions

Gastrointestinal disorders

Not known Pancreatitis
Hepatobiliary disorders
Not known Hepeatitis (reversible upon discontinuation of the medicinal product)

Abnormal liver function tests (reversible upon discontinuation of the
medicinal product)
Skin and subcutaneous tissue disorders
Not known Urticaria
Bullous or exfoliative skin lesions

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose
No data are available with regard to overdose of Eucreas.

Vildagliptin
Information regarding overdose with vildagliptin is limited.

Symptoms
Information on the likely symptoms of overdose with vildagliptin was taken from a rising dose

tolerability study in healthy subjects given vildagliptin for 10 days. At 400 mg, there were three cases
of muscle pain, and individual cases of mild and transient paraesthesia, fever, oedema and a transient
increase in lipase levels. At 600 mg, one subject experienced oedema of the feet and hands, and
increases in creatine phosphokinase (CPK), AST, C-reactive protein (CRP) and myoglobin levels.
Three other subjects experienced oedema of the feet, with paraesthesia in two cases. All symptoms and
laboratory abnormalities resolved without treatment after discontinuation of the study medicinal
product.

Metformin

A large overdose of metformin (or co-existing risk of lactic acidosis) may lead to lactic acidosis,
which is a medical emergency and must be treated in hospital.

Management
The most effective method of removing metformin is haemodialysis. However, vildagliptin cannot be

removed by haemodialysis, although the major hydrolysis metabolite (LAY 151) can. Supportive
management is recommended.
5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs used in diabetes, combinations of oral blood glucose lowering
drugs, ATC code: A10BDOS

Mechanism of action
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Eucreas combines two antihyperglycaemic agents with complimentary mechanisms of action to
improve glycaemic control in patients with type 2 diabetes: vildagliptin, a member of the islet
enhancer class, and metformin hydrochloride, a member of the biguanide class.

Vildagliptin, a member of the islet enhancer class, is a potent and selective dipeptidyl-peptidase-4
(DPP-4) inhibitor. Metformin acts primarily by decreasing endogenous hepatic glucose production.

Pharmacodynamic effects

Vildagliptin

Vildagliptin acts primarily by inhibiting DPP-4, the enzyme responsible for the degradation of the
incretin hormones GLP-1 (glucagon-like peptide-1) and GIP (glucose-dependent insulinotropic

polypeptide).

The administration of vildagliptin results in a rapid and complete inhibition of DPP-4 activity resulting
in increased fasting and postprandial endogenous levels of the incretin hormones GLP-1 and GIP.

By increasing the endogenous levels of these incretin hormones, vildagliptin enhances the sensitivity
of beta cells to glucose, resulting in improved glucose-dependent insulin secretion. Treatment with
vildagliptin 50-100 mg daily in patients with type 2 diabetes significantly improved markers of beta
cell function including HOMA- (Homeostasis Model Assessment—f3), proinsulin to insulin ratio and
measures of beta cell responsiveness from the frequently-sampled meal tolerance test. In non-diabetic
(normal glycaemic) individuals, vildagliptin does not stimulate insulin secretion or reduce glucose
levels.

By increasing endogenous GLP-1 levels, vildagliptin also enhances the sensitivity of alpha cells to
glucose, resulting in more glucose-appropriate glucagon secretion.

The enhanced increase in the insulin/glucagon ratio during hyperglycaemia due to increased incretin
hormone levels results in a decrease in fasting and postprandial hepatic glucose production, leading to
reduced glycaemia.

The known effect of increased GLP-1 levels delaying gastric emptying is not observed with
vildagliptin treatment.

Metformin

Metformin is a biguanide with antihyperglycaemic effects, lowering both basal and postprandial
plasma glucose. It does not stimulate insulin secretion and therefore does not produce hypoglycaemia
or increased weight gain.

Metformin may exert its glucose-lowering effect via three mechanisms:

- by reduction of hepatic glucose production through inhibition of gluconeogenesis and
glycogenolysis;

- in muscle, by modestly increasing insulin sensitivity, improving peripheral glucose uptake and
utilisation;

- by delaying intestinal glucose absorption.

Metformin stimulates intracellular glycogen synthesis by acting on glycogen synthase and increases

the transport capacity of specific types of membrane glucose transporters (GLUT-1 and GLUT-4).

In humans, independently of its action on glycaemia, metformin has favourable effects on lipid
metabolism. This has been shown at therapeutic doses in controlled, medium-term or long-term
clinical studies: metformin reduces serum levels of total cholesterol, LDL cholesterol and
triglycerides.

The prospective randomised UKPDS (UK Prospective Diabetes Study) study has established the long-

term benefit of intensive blood glucose control in type 2 diabetes. Analysis of the results for
overweight patients treated with metformin after failure of diet alone showed:
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- a significant reduction in the absolute risk of any diabetes-related complication in the metformin
group (29.8 events/1,000 patient-years) versus diet alone (43.3 events/1,000 patient-years),
p=0.0023, and versus the combined sulphonylurea and insulin monotherapy groups
(40.1 events/1,000 patient-years), p=0.0034;

- a significant reduction in the absolute risk of diabetes-related mortality: metformin
7.5 events/1,000 patient-years, diet alone 12.7 events/1,000 patient-years, p=0.017;

- a significant reduction in the absolute risk of overall mortality: metformin
13.5 events/1,000 patient-years versus diet alone 20.6 events/1,000 patient-years (p=0.011), and
versus the combined sulphonylurea and insulin monotherapy groups 18.9 events/1,000 patient-
years (p=0.021);

- a significant reduction in the absolute risk of myocardial infarction: metformin
11 events/1,000 patient-years, diet alone 18 events/1,000 patient-years (p=0.01).

Clinical efficacy and safety

Vildagliptin added to patients whose glycaemic control was not satisfactory despite treatment with
metformin monotherapy resulted after 6-month treatment in additional statistically significant mean
reductions in HbA . compared to placebo (between group differences of -0.7% to -1.1% for
vildagliptin 50 mg and 100 mg, respectively). The proportion of patients who achieved a decrease in
HbA,.of > 0.7% from baseline was statistically significantly higher in both vildagliptin plus
metformin groups (46% and 60%, respectively) versus the metformin plus placebo group (20%).

In a 24-week trial, vildagliptin (50 mg twice daily) was compared to pioglitazone (30 mg once daily)
in patients inadequately controlled with metformin (mean daily dose: 2020 mg). Mean reductions from
baseline HbA . of 8.4% were -0.9% with vildagliptin added to metformin and -1.0% with pioglitazone
added to metformin. A mean weight gain of +1.9 kg was observed in patients receiving pioglitazone
added to metformin compared to +0.3 kg in those receiving vildagliptin added to metformin.

In a clinical trial of 2 years’ duration, vildagliptin (50 mg twice daily) was compared to glimepiride
(up to 6 mg/day — mean dose at 2 years: 4.6 mg) in patients treated with metformin (mean daily dose:
1894 mg). After 1 year mean reductions in HbA . were -0.4% with vildagliptin added to metformin
and -0.5% with glimepiride added to metformin, from a mean baseline HbA,. of 7.3%. Body weight
change with vildagliptin was -0.2 kg vs +1.6 kg with glimepiride. The incidence of hypoglycaemia
was significantly lower in the vildagliptin group (1.7%) than in the glimepiride group (16.2%). At
study endpoint (2 years), the HbA . was similar to baseline values in both treatment groups and the
body weight changes and hypoglycaemia differences were maintained.

In a 52-week trial, vildagliptin (50 mg twice daily) was compared to gliclazide (mean daily dose:
229.5 mg) in patients inadequately controlled with metformin (metformin dose at baseline

1928 mg/day). After 1 year, mean reductions in HbA,. were -0.81% with vildagliptin added to
metformin (mean baseline HbA . 8.4%) and -0.85% with gliclazide added to metformin (mean
baseline HbA . 8.5%)); statistical non-inferiority was achieved (95% CI -0.11 — 0.20). Body weight
change with vildagliptin was +0.1 kg compared to a weight gain of +1.4 kg with gliclazide.

In a 24-week trial the efficacy of the fixed dose combination of vildagliptin and metformin (gradually
titrated to a dose of 50 mg/500 mg twice daily or 50 mg/1000 mg twice daily) as initial therapy in
drug-naive patients was evaluated. Vildagliptin/metformin 50 mg/1000 mg twice daily reduced HbA .
by -1.82% ,vildagliptin/metformin 50 mg/500 mg twice daily by -1.61%, metformin 1000 mg twice
daily by -1.36% and vildagliptin 50 mg twice daily by -1.09% from a mean baseline HbA . of 8.6%.
The decrease in HbA | observed in patients with a baseline >10.0% was greater.

A 24-week randomised, double-blind, placebo-controlled trial was conducted in 318 patients to
evaluate the efficacy and safety of vildagliptin (50 mg twice daily) in combination with metformin
(21500 mg daily) and glimepiride (>4 mg daily). Vildagliptin in combination with metformin and
glimepiride significantly decreased HbA,. compared with placebo. The placebo-adjusted mean
reduction from a mean baseline HbA . of 8.8% was -0.76%.

12



A 24-week randomised, double-blind, placebo-controlled trial was conducted in 449 patients to
evaluate the efficacy and safety of vildagliptin (50 mg twice daily) in combination with a stable dose
of basal or premixed insulin (mean daily dose 41 units), with concomitant use of metformin (N=276)
or without concomitant metformin (N=173). Vildagliptin in combination with insulin significantly
decreased HbA . compared with placebo. In the overall population, the placebo-adjusted mean
reduction from a mean baseline HbA . 8.8% was -0.72%. In the subgroups treated with insulin with or
without concomitant metformin the placebo-adjusted mean reduction in HbA;, was -0.63% and
-0.84%, respectively. The incidence of hypoglycaemia in the overall population was 8.4% and 7.2% in
the vildagliptin and placebo groups, respectively. Patients receiving vildagliptin experienced no
weight gain (+0.2 kg) while those receiving placebo experienced weight reduction (-0.7 kg).

In another 24-week study in patients with more advanced type 2 diabetes not adequately controlled on
insulin (short and longer acting, average insulin dose 80 [U/day), the mean reduction in HbA . when
vildagliptin (50 mg twice daily) was added to insulin was statistically significantly greater than with
placebo plus insulin (0.5% vs. 0.2%). The incidence of hypoglycaemia was lower in the vildagliptin
group than in the placebo group (22.9% vs. 29.6%).

Cardiovascular risk

A meta-analysis of independently and prospectively adjudicated cardiovascular events from 25 phase
III clinical studies of up to more than 2 years duration was performed and showed that vildagliptin
treatment was not associated with an increase in cardiovascular risk versus comparators. The
composite endpoint of adjudicated cardiovascular and cerebrovascular (CCV) events [acute coronary
syndrome (ACS), transient ischaemic attack (with imaging evidence of infarction), stroke or CCV
death], was similar for vildagliptin versus combined active and placebo comparators [Mantel—
Haenszel risk ratio 0.84 (95% confidence interval 0.63-1.12)]. In total, 99 out of 8956 patients
reported an event in the vildagliptin group vs 91 out of 6061 patients in the comparator group.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
vildagliptin in combination with metformin in all subsets of the paediatric population with type 2
diabetes mellitus (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Eucreas

Absorption

Bioequivalence has been demonstrated between Eucreas at three dose strengths (50 mg/500 mg,
50 mg/850 mg and 50 mg/1000 mg) versus free combination of vildagliptin and metformin
hydrochloride tablets at the corresponding doses.

Food does not affect the extent and rate of absorption of vildagliptin from Eucreas. The rate and extent
of absorption of metformin from Eucreas 50 mg/1000 mg were decreased when given with food as
reflected by the decrease in C,,.x by 26%, AUC by 7% and delayed T.x (2.0 to 4.0 h).

The following statements reflect the pharmacokinetic properties of the individual active substances of
Eucreas.

Vildagliptin

Absorption

Following oral administration in the fasting state, vildagliptin is rapidly absorbed with peak plasma
concentrations observed at 1.7 hours. Food slightly delays the time to peak plasma concentration to
2.5 hours, but does not alter the overall exposure (AUC). Administration of vildagliptin with food
resulted in a decreased Cux (19%) compared to dosing in the fasting state. However, the magnitude of
change is not clinically significant, so that vildagliptin can be given with or without food. The absolute
bioavailability is 85%.

Distribution
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The plasma protein binding of vildagliptin is low (9.3%) and vildagliptin distributes equally between
plasma and red blood cells. The mean volume of distribution of vildagliptin at steady-state after
intravenous administration (V) is 71 litres, suggesting extravascular distribution.

Biotransformation

Metabolism is the major elimination pathway for vildagliptin in humans, accounting for 69% of the
dose. The major metabolite (LAY 151) is pharmacologically inactive and is the hydrolysis product of
the cyano moiety, accounting for 57% of the dose, followed by the amide hydrolysis product (4% of
dose). DPP-4 contributes partially to the hydrolysis of vildagliptin based on an in vivo study using
DPP-4 deficient rats. Vildagliptin is not metabolised by CYP 450 enzymes to any quantifiable extent,
and accordingly the metabolic clearance of vildagliptin is not anticipated to be affected by co-
medications that are CYP 450 inhibitors and/or inducers. In vitro studies demonstrated that
vildagliptin does not inhibit/induce CYP 450 enzymes. Therefore, vildagliptin is not likely to affect
metabolic clearance of co-medications metabolised by CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19,
CYP 2D6, CYP 2E1 or CYP 3A4/5.

Elimination

Following oral administration of ['*C] vildagliptin, approximately 85% of the dose was excreted into
the urine and 15% of the dose was recovered in the faeces. Renal excretion of the unchanged
vildagliptin accounted for 23% of the dose after oral administration. After intravenous administration
to healthy subjects, the total plasma and renal clearances of vildagliptin are 41 and 13 1/h, respectively.
The mean elimination half-life after intravenous administration is approximately 2 hours. The
elimination half-life after oral administration is approximately 3 hours.

Linearity / non-linearity
The Cp.x for vildagliptin and the area under the plasma concentrations versus time curves (AUC)
increased in an approximately dose proportional manner over the therapeutic dose range.

Characteristics in patients

Gender: No clinically relevant differences in the pharmacokinetics of vildagliptin were observed
between male and female healthy subjects within a wide range of age and body mass index (BMI).
DPP-4 inhibition by vildagliptin is not affected by gender.

Age: In healthy elderly subjects (> 70 years), the overall exposure of vildagliptin (100 mg once daily)
was increased by 32%, with an 18% increase in peak plasma concentration as compared to young
healthy subjects (18-40 years). These changes are not considered to be clinically relevant, however.
DPP-4 inhibition by vildagliptin is not affected by age.

Hepatic impairment: In subjects with mild, moderate or severe hepatic impairment (Child-Pugh A-C)
there were no clinically significant changes (maximum ~30%) in exposure to vildagliptin.

Renal impairment: In subjects with mild, moderate, or severe renal impairment, systemic exposure to
vildagliptin was increased (C.x 8-66%; AUC 32-134%) and total body clearance was reduced
compared to subjects with normal renal function.

Ethnic group: Limited data suggest that race does not have any major influence on vildagliptin
pharmacokinetics.

Metformin

Absorption

After an oral dose of metformin, the maximum plasma concentration (C,,,) is achieved after about
2.5 h.. Absolute bioavailability of a 500 mg metformin tablet is approximately 50-60% in healthy
subjects. After an oral dose, the non-absorbed fraction recovered in faeces was 20-30%.

After oral administration, metformin absorption is saturable and incomplete. It is assumed that the
pharmacokinetics of metformin absorption are non-linear. At the usual metformin doses and dosing
schedules, steady state plasma concentrations are reached within 24-48 h and are generally less than
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1 pg/ml. In controlled clinical trials, maximum metformin plasma levels (Cy,y) did not exceed
4 pg/ml, even at maximum doses.

Food slightly delays and decreases the extent of the absorption of metformin. Following
administration of a dose of 850 mg, the plasma peak concentration was 40% lower, AUC was
decreased by 25% and time to peak plasma concentration was prolonged by 35 minutes. The clinical
relevance of this decrease is unknown.

Distribution
Plasma protein binding is negligible. Metformin partitions into erythrocytes. The mean volume of
distribution (V4) ranged between 63-276 litres.

Metabolism
Metformin is excreted unchanged in the urine. No metabolites have been identified in humans.

Elimination

Metformin is eliminated by renal excretion. Renal clearance of metformin is > 400 ml/min, indicating
that metformin is eliminated by glomerular filtration and tubular secretion. Following an oral dose, the
apparent terminal elimination half-life is approximately 6.5 h. When renal function is impaired, renal
clearance is decreased in proportion to that of creatinine and thus the elimination half-life is
prolonged, leading to increased levels of metformin in plasma.

5.3 Preclinical safety data

Animal studies of up to 13-week duration have been conducted with the combined substances in
Eucreas. No new toxicities associated with the combination were identified. The following data are
findings from studies performed with vildagliptin or metformin individually.

Vildagliptin
Intra-cardiac impulse conduction delays were observed in dogs with a no-effect dose of 15 mg/kg (7-
fold human exposure based on Cyy).

Accumulation of foamy alveolar macrophages in the lung was observed in rats and mice. The no-
effect dose in rats was 25 mg/kg (5-fold human exposure based on AUC) and in mice 750 mg/kg (142-
fold human exposure).

Gastrointestinal symptoms, particularly soft faeces, mucoid faeces, diarrhoea and, at higher doses,
faecal blood were observed in dogs. A no-effect level was not established.

Vildagliptin was not mutagenic in conventional in vitro and in vivo tests for genotoxicity.

A fertility and early embryonic development study in rats revealed no evidence of impaired fertility,
reproductive performance or early embryonic development due to vildagliptin. Embryofoetal toxicity
was evaluated in rats and rabbits. An increased incidence of wavy ribs was observed in rats in
association with reduced maternal body weight parameters, with a no-effect dose of 75 mg/kg (10-fold
human exposure). In rabbits, decreased foetal weight and skeletal variations indicative of
developmental delays were noted only in the presence of severe maternal toxicity, with a no-effect
dose of 50 mg/kg (9-fold human exposure). A pre- and postnatal development study was performed in
rats. Findings were only observed in association with maternal toxicity at > 150 mg/kg and included a
transient decrease in body weight and reduced motor activity in the F1 generation.

A two-year carcinogenicity study was conducted in rats at oral doses up to 900 mg/kg (approximately
200 times human exposure at the maximum recommended dose). No increases in tumour incidence
attributable to vildagliptin were observed. Another two-year carcinogenicity study was conducted in
mice at oral doses up to 1000 mg/kg. An increased incidence of mammary adenocarcinomas and
haemangiosarcomas was observed with a no-effect dose of 500 mg/kg (59-fold human exposure) and
100 mg/kg (16-fold human exposure), respectively. The increased incidence of these tumours in mice
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is considered not to represent a significant risk to humans based on the lack of genotoxicity of
vildagliptin and its principal metabolite, the occurrence of tumours only in one species, and the high
systemic exposure ratios at which tumours were observed.

In a 13-week toxicology study in cynomolgus monkeys, skin lesions have been recorded at doses

> 5 mg/kg/day. These were consistently located on the extremities (hands, feet, ears and tail). At

5 mg/kg/day (approximately equivalent to human AUC exposure at the 100 mg dose), only blisters
were observed. They were reversible despite continued treatment and were not associated with
histopathological abnormalities. Flaking skin, peeling skin, scabs and tail sores with correlating
histopathological changes were noted at doses > 20 mg/kg/day (approximately 3 times human AUC
exposure at the 100 mg dose). Necrotic lesions of the tail were observed at > 80 mg/kg/day. Skin
lesions were not reversible in the monkeys treated at 160 mg/kg/day during a 4-week recovery period.

Metformin

Non-clinical data on metformin reveal no special hazard for humans based on conventional studies of
safety pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential and toxicity to
reproduction.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:
Hydroxypropylcellulose
Magnesium stearate

Film-coating:
Hypromellose

Titanium dioxide (E 171)
Iron oxide, yellow (E 172)
Macrogol 4000

Talc

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

PA/Alu/PVC/Alu 18 months
PCTFE/PVC/Alu 18 months

6.4 Special precautions for storage

Do not store above 30°C.
Store in the original package (blister) in order to protect from moisture.

6.5 Nature and contents of container

Aluminium/Aluminium (PA/Alu/PVC/Alu) blister
Available in packs containing 10, 30, 60, 120,180 or 360 film-coated tablets and in multi-packs
containing 120 (2 packs of 60), 180 (3 packs of 60) or 360 (6 packs of 60) film-coated tablets.

Polychlorotrifluoroethylene (PCTFE)/PVC/Alu blister
Available in packs containing 10, 30, 60, 120, 180 or 360 film-coated tablets and in multi-packs
containing 120 (2 packs of 60), 180 (3 packs of 60) or 360 (6 packs of 60) film-coated tablets.
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Not all pack sizes and tablet strengths may be marketed.
6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5SAB
United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/425/001-006

EU/1/07/425/013-015

EU/1/07/425/019-024

EU/1/07/425/031-033

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 14 November 2007

Date of latest renewal: 14 November 2012

10. DATE OF REVISION OF THE TEXT

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

Eucreas 50 mg/1000 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 50 mg of vildagliptin and 1000 mg of metformin hydrochloride
(corresponding to 780 mg of metformin).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Dark yellow, ovaloid film-coated tablet with bevelled edge, imprinted with “NVR” on one side and
“FLO” on the other side.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications

Eucreas is indicated in the treatment of type 2 diabetes mellitus:

- Eucreas is indicated in the treatment of adult patients who are unable to achieve sufficient
glycaemic control at their maximally tolerated dose of oral metformin alone or who are already
treated with the combination of vildagliptin and metformin as separate tablets.

- Eucreas is indicated in combination with a sulphonylurea (i.e. triple combination therapy) as an
adjunct to diet and exercise in adult patients inadequately controlled with metformin and a
sulphonylurea.

- Eucreas is indicated in triple combination therapy with insulin as an adjunct to diet and exercise
to improve glycaemic control in adult patients when insulin at a stable dose and metformin
alone do not provide adequate glycaemic control.

4.2 Posology and method of administration

Posology
Adults

The dose of antihyperglycaemic therapy with Eucreas should be individualised on the basis of the
patient’s current regimen, effectiveness and tolerability while not exceeding the maximum
recommended daily dose of 100 mg vildagliptin. Eucreas may be initiated at either the 50 mg/850 mg
or 50 mg/1000 mg tablet strength twice daily, one tablet in the morning and the other in the evening.

- For patients inadequately controlled at their maximal tolerated dose of metformin monotherapy:
The starting dose of Eucreas should provide vildagliptin as 50 mg twice daily (100 mg total daily
dose) plus the dose of metformin already being taken.

- For patients switching from co-administration of vildagliptin and metformin as separate tablets:
Eucreas should be initiated at the dose of vildagliptin and metformin already being taken.

- For patients inadequately controlled on dual combination with metformin and a sulphonylurea:
The doses of Eucreas should provide vildagliptin as 50 mg twice daily (100 mg total daily dose) and a
dose of metformin similar to the dose already being taken. When Eucreas is used in combination with
a sulphonylurea, a lower dose of the sulphonylurea may be considered to reduce the risk of
hypoglycaemia.
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- For patients inadequately controlled on dual combination therapy with insulin and the maximal
tolerated dose of metformin

The dose of Eucreas should provide vildagliptin dosed as 50 mg twice daily (100 mg total daily dose)

and a dose of metformin similar to the dose already being taken.

The safety and efficacy of vildagliptin and metformin as triple oral therapy in combination with a
thiazolidinedione have not been established.

Special populations

Elderly (= 65 years)

As metformin is excreted via the kidney, and elderly patients have a tendency to decreased renal
function, elderly patients taking Eucreas should have their renal function monitored regularly (see
sections 4.4 and 5.2).

Renal impairment
Eucreas should not be used in patients with creatinine clearance < 60 ml/min (see sections 4.3, 4.4 and
5.2).

Hepatic impairment

Eucreas should not be used in patients with hepatic impairment, including those with pre-treatment
alanine aminotransferase (ALT) or aspartate aminotransferase (AST) > 3 times the upper limit of
normal (ULN) (see sections 4.3, 4.4 and 4.8).

Paediatric population
Eucreas is not recommended for use in children and adolescents (< 18 years). The safety and efficacy
of Eucreas in children and adolescents (< 18 years) have not been established. No data are available.

Method of administration

Oral use.

Taking Eucreas with or just after food may reduce gastrointestinal symptoms associated with
metformin (see also section 5.2).

4.3 Contraindications

- Hypersensitivity to the active substances or to any of the excipients listed in section 6.1
- Diabetic ketoacidosis or diabetic pre-coma
- Renal failure or renal dysfunction defined as creatinine clearance < 60 ml/min (see section 4.4)
- Acute conditions with the potential to alter renal function, such as:
- dehydration,
- severe infection,
- shock,
- intravascular administration of iodinated contrast agents (see section 4.4).
- Acute or chronic disease which may cause tissue hypoxia, such as:
- cardiac or respiratory failure,
- recent myocardial infarction,
- shock.
- Hepatic impairment (see sections 4.2, 4.4 and 4.8)
— Acute alcohol intoxication, alcoholism
- Breast-feeding (see section 4.6)

4.4 Special warnings and precautions for use
General

Eucreas is not a substitute for insulin in insulin-requiring patients and should not be used in patients
with type 1 diabetes.

19



Lactic acidosis

Lactic acidosis is a very rare but serious metabolic complication that can occur due to metformin
accumulation. Reported cases of lactic acidosis in patients on metformin have occurred primarily in
diabetic patients with significant renal failure. In patients with impaired liver function, lactate
clearance may be restricted. The incidence of lactic acidosis can and should be reduced by also
assessing other associated risk factors, such as poorly controlled diabetes, ketosis, prolonged fasting,
excessive alcohol intake, hepatic insufficiency and any conditions associated with hypoxia (see also
sections 4.3 and 4.5).

Diagnosis of lactic acidosis

Lactic acidosis is characterised by acidotic dyspnoea, abdominal pain and hypothermia followed by
coma. Diagnostic laboratory findings are decreased blood pH, plasma lactate levels above 5 mmol/l
and increased anion gap and lactate/pyruvate ratio. If metabolic acidosis is suspected, treatment with
the medicinal product should be discontinued and the patient hospitalised immediately (see section
4.9).

Renal impairment

As metformin is excreted by the kidney, serum creatinine concentrations should be monitored

regularly:

- at least once a year in patients with normal renal function

- at least two to four times a year in patients with serum creatinine levels at the upper limit of
normal and in elderly patients.

Renal impairment in elderly patients is frequent and asymptomatic. Special caution should be
exercised in situations where renal function may become impaired, for example when initiating
antihypertensive or diuretic therapy or when starting treatment with an NSAID.

Hepatic impairment
Patients with hepatic impairment, including those with pre-treatment ALT or AST > 3x ULN, should
not be treated with Eucreas (see sections 4.2, 4.3 and 4.8).

Liver enzyme monitoring

Rare cases of hepatic dysfunction (including hepatitis) have been reported with vildagliptin. In these
cases, the patients were generally asymptomatic without clinical sequelae and liver function tests
(LFTs) returned to normal after discontinuation of treatment. LFTs should be performed prior to the
initiation of treatment with Eucreas in order to know the patient’s baseline value. Liver function
should be monitored during treatment with Eucreas at three-month intervals during the first year and
periodically thereafter. Patients who develop increased transaminase levels should be monitored with a
second liver function evaluation to confirm the finding and be followed thereafter with frequent LFTs
until the abnormality(ies) return(s) to normal. Should an increase in AST or in ALT of 3x ULN or
greater persist, withdrawal of Eucreas therapy is recommended. Patients who develop jaundice or
other signs suggestive of liver dysfunction should discontinue Eucreas.

Following withdrawal of treatment with Eucreas and LFT normalisation, treatment with Eucreas
should not be re-initiated.

Skin disorders

Skin lesions, including blistering and ulceration have been reported with vildagliptin 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 was limited experience in patients with diabetic skin
complications. Furthermore, there have been post-marketing reports of bullous and exfoliative skin
lesions. Therefore, in keeping with routine care of the diabetic patient, monitoring for skin disorders,
such as blistering or ulceration, is recommended.

Acute pancreatitis
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Use of vildagliptin has been associated with a risk of developing acute pancreatitis. Patients should be
informed of the characteristic symptom of acute pancreatitis.

If pancreatitis is suspected, vildagliptin should be discontinued; if acute pancreatitis is confirmed,
vildagliptin should not be restarted. Caution should be exercised in patients with a history of acute
pancreatitis.

Hypoglycaemia
Sulphonylureas are known to cause hypoglycaemia. Patients receiving vildagliptin in combination

with a sulphonylurea may be at risk for hypoglycaemia. Therefore, a lower dose of sulphonylurea may
be considered to reduce the risk of hypoglycaemia.

Surgery
As Eucreas contains metformin, the treatment should be discontinued 48 hours before elective surgery

with general anaesthesia and should not usually be resumed earlier than 48 hours afterwards.

Administration of iodinated contrast agent

The intravascular administration of iodinated contrast agents in radiological studies can lead to renal
failure. Therefore, due to the metformin active substance, Eucreas should be discontinued prior to, or
at the time of] the test and not reinstituted until 48 hours afterwards, and only after renal function has
been re-evaluated and found to be normal (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

There have been no formal interaction studies for Eucreas. The following statements reflect the
information available on the individual active substances.

Vildagliptin

Vildagliptin has a low potential for interactions with co-administered medicinal products. Since
vildagliptin is not a cytochrome P (CYP) 450 enzyme substrate and does not inhibit or induce CYP
450 enzymes, it is not likely to interact with active substances that are substrates, inhibitors or inducers
of these enzymes.

Results from clinical trials conducted with the oral antidiabetics pioglitazone, metformin and
glyburide in combination with vildagliptin have shown no clinically relevant pharmacokinetic
interactions in the target population.

Drug-drug interaction studies with digoxin (P-glycoprotein substrate) and warfarin (CYP2C9
substrate) in healthy subjects have shown no clinically relevant pharmacokinetic interactions after co-
administration with vildagliptin.

Drug-drug interaction studies in healthy subjects were conducted with amlodipine, ramipril, valsartan
and simvastatin. In these studies, no clinically relevant pharmacokinetic interactions were observed
after co-administration with vildagliptin. However, this has not been established in the target
population.

As with other oral antidiabetic medicinal products the hypoglycaemic effect of vildagliptin may be
reduced by certain active substances, including thiazides, corticosteroids, thyroid products and
sympathomimetics.

Metformin

Combinations not recommended

There is increased risk of lactic acidosis in acute alcohol intoxication (particularly in the case of
fasting, malnutrition or hepatic insufficiency) due to the metformin active substance of Eucreas (see
section 4.4). Consumption of alcohol and medicinal products containing alcohol should be avoided.
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Cationic active substances that are eliminated by renal tubular secretion (e.g. cimetidine) may interact
with metformin by competing for common renal tubular transport systems and hence delay the
elimination of metformin, which may increase the risk of lactic acidosis. A study in healthy volunteers
showed that cimetidine, administered as 400 mg twice daily, increased metformin systemic exposure
(AUC) by 50%. Therefore, close monitoring of glycaemic control, dose adjustment within the
recommended posology and changes in diabetic treatment should be considered when cationic
medicinal products that are eliminated by renal tubular secretion are co-administered (see section 4.4).

Intravascular administration of iodinated contrast media may lead to renal failure, resulting in
metformin accumulation with the risk of lactic acidosis. Metformin should be discontinued prior to, or
at the time of the test and not reinstituted until 48 hours afterwards, and only after renal function has
been re-evaluated and found to be normal.

Combinations requiring precautions for use

Glucocorticoids, beta-2-agonists, and diuretics have intrinsic hyperglycaemic activity. The patient
should be informed and more frequent blood glucose monitoring performed, especially at the
beginning of treatment. If necessary, the dosage of Eucreas may need to be adjusted during
concomitant therapy and on its discontinuation.

Angiotensin converting enzyme (ACE) inhibitors may decrease the blood glucose levels. If necessary,
the dosage of the antihyperglycaemic medicinal product should be adjusted during therapy with the
other medicinal product and on its discontinuation.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from the use of Eucreas in pregnant women. For vildagliptin studies in

animals have shown reproductive toxicity at high doses. For metformin, studies in animals have not

shown reproductive toxicity. Studies in animals performed with vildagliptin and metformin have not
shown evidence of teratogenicity, but foetotoxic effects at maternotoxic doses (see section 5.3). The
potential risk for humans is unknown. Eucreas should not be used during pregnancy.

Breast-feeding
Studies in animals have shown excretion of both metformin and vildagliptin in milk. It is unknown

whether vildagliptin is excreted in human milk, but metformin is excreted in human milk in low
amounts. Due to both the potential risk of neonate hypoglycaemia related to metformin and the lack of
human data with vildagliptin, Eucreas should not be used during breast-feeding (see section 4.3).

Fertility
No studies on the effect on human fertility have been conducted for Eucreas (see section 5.3).

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. Patients who
may experience dizziness as an adverse reaction should avoid driving vehicles or using machines.

4.8 Undesirable effects

There have been no therapeutic clinical trials conducted with Eucreas. However, bioequivalence of
Eucreas with co-administered vildagliptin and metformin has been demonstrated (see section 5.2). The
data presented here relate to the co-administration of vildagliptin and metformin, where vildagliptin
has been added to metformin. There have been no studies of metformin added to vildagliptin.

Summary of the safety profile

The majority of adverse reactions were mild and transient, not requiring treatment discontinuations.
No association was found between adverse reactions and age, ethnicity, duration of exposure or daily
dose.
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Rare cases of hepatic dysfunction (including hepatitis) have been reported with vildagliptin. In these
cases, the patients were generally asymptomatic without clinical sequelae and liver function returned
to normal after discontinuation of treatment._In data from controlled monotherapy and add-on therapy
trials of up to 24 weeks in duration, the incidence of ALT or AST elevations > 3x ULN (classified as
present on at least 2 consecutive measurements or at the final on-treatment visit) was 0.2%, 0.3% and
0.2% for vildagliptin 50 mg once daily, vildagliptin 50 mg twice daily and all comparators,
respectively. These elevations in transaminases were generally asymptomatic, non-progressive in
nature and not associated with cholestasis or jaundice.

Rare cases of angioedema have been reported on vildagliptin at a similar rate to controls. A greater
proportion of cases were reported when vildagliptin was administered in combination with an ACE
inhibitor. The majority of events were mild in severity and resolved with ongoing vildagliptin
treatment.

Tabulated list of adverse reactions

Adverse reactions reported in patients who received vildagliptin in double-blind studies as
monotherapy and add-on therapies are listed below by system organ class and absolute frequency.
Adverse reactions listed in Table 5 are based on information available from the metformin Summary
of Product Characteristics available in the EU. 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); very rare
(<1/10,000), not known (cannot be estimated from the available data). Within each frequency
grouping, adverse reactions are presented in order of decreasing seriousness.

Table 1 Adverse reactions reported in patients who received vildagliptin 100 mg daily as
add-on therapy to metformin compared to placebo plus metformin in double-blind
studies (N=208)

Metabolism and nutrition disorders
Common Hypoglycaemia
Nervous system disorders
Common Tremor
Common Headache
Common Dizziness
Uncommon Fatigue
Gastrointestinal disorders
Common Nausea

Description of selected adverse reactions

In controlled clinical trials with the combination of vildagliptin 100 mg daily plus metformin, no
withdrawal due to adverse reactions was reported in either the vildagliptin 100 mg daily plus
metformin or the placebo plus metformin treatment groups.

In clinical trials, the incidence of hypoglycaemia was common in patients receiving vildagliptin in
combination with metformin (1%) and uncommon in patients receiving placebo + metformin (0.4%).
No severe hypoglycaemic events were reported in the vildagliptin arms.

In clinical trials, weight did not change from baseline when vildagliptin 100 mg daily was added to
metformin (+0.2 kg and -1.0 kg for vildagliptin and placebo, respectively).

Clinical trials of up to more than 2 years’ duration did not show any additional safety signals or
unforeseen risks when vildagliptin was added on to metformin.

Combination with a sulphonylurea

Table 2 Adverse reactions reported in patients who received vildagliptin 50 mg twice daily in
combination with metformin and a sulphonylurea (N=157)
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Metabolism and nutritional disorders
Common Hypoglycaemia
Nervous system disorders
Common Dizziness, tremor
Skin and subcutaneous tissue disorders
Common Hyperhidrosis
General disorders and administration site conditions
Common Asthenia

Description of selected adverse reactions
There were no withdrawals due to adverse reactions reported in the vildagliptin + metformin +
glimepiride treatment group versus 0.6% in the placebo + metformin + glimepiride treatment group.

The incidence of hypoglycaemia was common in both treatment groups (5.1% for the vildagliptin +
metformin + glimepiride group versus 1.9% for the placebo + metformin + glimepiride group). One
severe hypoglycaemic event was reported in the vildagliptin group.

At the end of the study, effect on mean body weight was neutral (+0.6 kg in the vildagliptin group and
-0.1 kg in the placebo group).

Combination with insulin

Table 3 Adverse reactions reported in patients who received vildagliptin 100 mg daily in
combination with insulin (with or without metformin) in double-blind studies
(N=371)
Metabolism and nutrition disorders
Common Decreased blood glucose
Nervous system disorders
Common Headache, chills
Gastrointestinal disorders
Common Nausea, gastro-oesophageal reflux disease
Uncommon Diarrhoea, flatulence

Description of selected adverse reactions

In controlled clinical trials using vildagliptin 50 mg twice daily in combination with insulin, with or
without concomitant metformin, the overall incidence of withdrawals due to adverse reactions was
0.3% in the vildagliptin treatment group and there were no withdrawals in the placebo group.

The incidence of hypoglycaemia was similar in both treatment groups (14.0% in the vildagliptin group
vs 16.4% in the placebo group). Two patients reported severe hypoglycaemic events in the vildagliptin
group, and 6 patients in the placebo group.

At the end of the study, effect on mean body weight was neutral (+0.6 kg change from baseline in the
vildagliptin group and no weight change in the placebo group).

Additional information on the individual active substances of the fixed combination

Vildagliptin

Table 4 Adverse reactions reported in patients who received vildagliptin 100 mg daily as
monotherapy in double-blind studies (N=1855)

Infections and infestations
Very rare Upper respiratory tract infection
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Very rare Nasopharyngitis
Metabolism and nutrition disorders

Uncommon Hypoglycaemia
Nervous system disorders

Common Dizziness

Uncommon Headache
Vascular disorders

Uncommon Oedema peripheral
Gastrointestinal disorders

Uncommon Constipation
Musculoskeletal and connective tissue disorders

Uncommon Arthralgia

Description of selected adverse reactions

The overall incidence of withdrawals from controlled monotherapy trials due to adverse reactions was
no greater for patients treated with vildagliptin at doses of 100 mg daily (0.3%) than for placebo
(0.6%) or comparators (0.5%).

In comparative controlled monotherapy studies, hypoglycaemia was uncommon, reported in 0.4% (7
of 1,855) of patients treated with vildagliptin 100 mg daily compared to 0.2% (2 of 1,082) of patients
in the groups treated with an active comparator or placebo, with no serious or severe events reported.

In clinical trials, weight did not change from baseline when vildagliptin 100 mg daily was
administered as monotherapy (-0.3 kg and -1.3 kg for vildagliptin and placebo, respectively).

Clinical trials of up to 2 years’ duration did not show any additional safety signals or unforeseen risks
with vildagliptin monotherapy.

Metformin

Table 5 Adverse reactions for metformin component

Metabolism and nutrition disorders
Very Rare Decrease of vitamin B, absorption and lactic acidosis™
Nervous system disorders
Common Metallic taste
Gastrointestinal disorders
Very common Nausea, vomiting, diarrhoea, abdominal pain and loss of appetite
Hepatobiliary disorders
Very rare Liver function test abnormalities or hepatitis**
Skin and subcutaneous tissue disorders
Very rare Skin reactions such as erythema, pruritus and urticaria

*4 decrease in vitamin B12 absorption with decrease in serum levels has been very rarely observed in
patients treated long-term with metformin. Consideration of such aetiology is recommended if a
patient presents with megaloblastic anaemia.

**[solated cases of liver function test abnormalities or hepatitis resolving upon metformin
discontinuation have been reported.

Gastrointestinal adverse reactions occur most frequently during initiation of therapy and resolve

spontaneously in most cases. To prevent them, it is recommended that metformin be taken in 2 daily
doses during or after meals. A slow increase in the dose may also improve gastrointestinal tolerability.
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Post-marketing experience

Table 6 Post-marketing adverse reactions

Gastrointestinal disorders

Not known Pancreatitis
Hepatobiliary disorders
Not known Hepeatitis (reversible upon discontinuation of the medicinal product)

Abnormal liver function tests (reversible upon discontinuation of the
medicinal product)
Skin and subcutaneous tissue disorders
Not known Urticaria
Bullous or exfoliative skin lesions

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose
No data are available with regard to overdose of Eucreas.

Vildagliptin
Information regarding overdose with vildagliptin is limited.

Symptoms
Information on the likely symptoms of overdose with vildagliptin was taken from a rising dose

tolerability study in healthy subjects given vildagliptin for 10 days. At 400 mg, there were three cases
of muscle pain, and individual cases of mild and transient paraesthesia, fever, oedema and a transient
increase in lipase levels. At 600 mg, one subject experienced oedema of the feet and hands, and
increases in creatine phosphokinase (CPK), AST, C-reactive protein (CRP) and myoglobin levels.
Three other subjects experienced oedema of the feet, with paraesthesia in two cases. All symptoms and
laboratory abnormalities resolved without treatment after discontinuation of the study medicinal
product.

Metformin

A large overdose of metformin (or co-existing risk of lactic acidosis) may lead to lactic acidosis,
which is a medical emergency and must be treated in hospital.

Management
The most effective method of removing metformin is haemodialysis. However, vildagliptin cannot be

removed by haemodialysis, although the major hydrolysis metabolite (LAY 151) can. Supportive
management is recommended.
5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs used in diabetes, combinations of oral blood glucose lowering
drugs, ATC code: A10BDOS

Mechanism of action
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Eucreas combines two antihyperglycaemic agents with complimentary mechanisms of action to
improve glycaemic control in patients with type 2 diabetes: vildagliptin, a member of the islet
enhancer class, and metformin hydrochloride, a member of the biguanide class.

Vildagliptin, a member of the islet enhancer class, is a potent and selective dipeptidyl-peptidase-4
(DPP-4) inhibitor. Metformin acts primarily by decreasing endogenous hepatic glucose production.

Pharmacodynamic effects

Vildagliptin

Vildagliptin acts primarily by inhibiting DPP-4, the enzyme responsible for the degradation of the
incretin hormones GLP-1 (glucagon-like peptide-1) and GIP (glucose-dependent insulinotropic

polypeptide).

The administration of vildagliptin results in a rapid and complete inhibition of DPP-4 activity resulting
in increased fasting and postprandial endogenous levels of the incretin hormones GLP-1 and GIP.

By increasing the endogenous levels of these incretin hormones, vildagliptin enhances the sensitivity
of beta cells to glucose, resulting in improved glucose-dependent insulin secretion. Treatment with
vildagliptin 50-100 mg daily in patients with type 2 diabetes significantly improved markers of beta
cell function including HOMA- (Homeostasis Model Assessment—f3), proinsulin to insulin ratio and
measures of beta cell responsiveness from the frequently-sampled meal tolerance test. In non-diabetic
(normal glycaemic) individuals, vildagliptin does not stimulate insulin secretion or reduce glucose
levels.

By increasing endogenous GLP-1 levels, vildagliptin also enhances the sensitivity of alpha cells to
glucose, resulting in more glucose-appropriate glucagon secretion.

The enhanced increase in the insulin/glucagon ratio during hyperglycaemia due to increased incretin
hormone levels results in a decrease in fasting and postprandial hepatic glucose production, leading to
reduced glycaemia.

The known effect of increased GLP-1 levels delaying gastric emptying is not observed with
vildagliptin treatment.

Metformin

Metformin is a biguanide with antihyperglycaemic effects, lowering both basal and postprandial
plasma glucose. It does not stimulate insulin secretion and therefore does not produce hypoglycaemia
or increased weight gain.

Metformin may exert its glucose-lowering effect via three mechanisms:

- by reduction of hepatic glucose production through inhibition of gluconeogenesis and
glycogenolysis;

- in muscle, by modestly increasing insulin sensitivity, improving peripheral glucose uptake and
utilisation;

- by delaying intestinal glucose absorption.

Metformin stimulates intracellular glycogen synthesis by acting on glycogen synthase and increases

the transport capacity of specific types of membrane glucose transporters (GLUT-1 and GLUT-4).

In humans, independently of its action on glycaemia, metformin has favourable effects on lipid
metabolism. This has been shown at therapeutic doses in controlled, medium-term or long-term
clinical studies: metformin reduces serum levels of total cholesterol, LDL cholesterol and
triglycerides.

The prospective randomised UKPDS (UK Prospective Diabetes Study) study has established the long-

term benefit of intensive blood glucose control in type 2 diabetes. Analysis of the results for
overweight patients treated with metformin after failure of diet alone showed:
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- a significant reduction in the absolute risk of any diabetes-related complication in the metformin
group (29.8 events/1,000 patient-years) versus diet alone (43.3 events/1,000 patient-years),
p=0.0023, and versus the combined sulphonylurea and insulin monotherapy groups
(40.1 events/1,000 patient-years), p=0.0034;

- a significant reduction in the absolute risk of diabetes-related mortality: metformin
7.5 events/1,000 patient-years, diet alone 12.7 events/1,000 patient-years, p=0.017;

- a significant reduction in the absolute risk of overall mortality: metformin
13.5 events/1,000 patient-years versus diet alone 20.6 events/1,000 patient-years (p=0.011), and
versus the combined sulphonylurea and insulin monotherapy groups 18.9 events/1,000 patient-
years (p=0.021);

- a significant reduction in the absolute risk of myocardial infarction: metformin
11 events/1,000 patient-years, diet alone 18 events/1,000 patient-years (p=0.01).

Clinical efficacy and safety

Vildagliptin added to patients whose glycaemic control was not satisfactory despite treatment with
metformin monotherapy resulted after 6-month treatment in additional statistically significant mean
reductions in HbA . compared to placebo (between group differences of -0.7% to -1.1% for
vildagliptin 50 mg and 100 mg, respectively). The proportion of patients who achieved a decrease in
HbA,.of > 0.7% from baseline was statistically significantly higher in both vildagliptin plus
metformin groups (46% and 60%, respectively) versus the metformin plus placebo group (20%).

In a 24-week trial, vildagliptin (50 mg twice daily) was compared to pioglitazone (30 mg once daily)
in patients inadequately controlled with metformin (mean daily dose: 2020 mg). Mean reductions from
baseline HbA . of 8.4% were -0.9% with vildagliptin added to metformin and -1.0% with pioglitazone
added to metformin. A mean weight gain of +1.9 kg was observed in patients receiving pioglitazone
added to metformin compared to +0.3 kg in those receiving vildagliptin added to metformin.

In a clinical trial of 2 years’ duration, vildagliptin (50 mg twice daily) was compared to glimepiride
(up to 6 mg/day — mean dose at 2 years: 4.6 mg) in patients treated with metformin (mean daily dose:
1894 mg). After 1 year mean reductions in HbA . were -0.4% with vildagliptin added to metformin
and -0.5% with glimepiride added to metformin, from a mean baseline HbA,. of 7.3%. Body weight
change with vildagliptin was -0.2 kg vs +1.6 kg with glimepiride. The incidence of hypoglycaemia
was significantly lower in the vildagliptin group (1.7%) than in the glimepiride group (16.2%). At
study endpoint (2 years), the HbA . was similar to baseline values in both treatment groups and the
body weight changes and hypoglycaemia differences were maintained.

In a 52-week trial, vildagliptin (50 mg twice daily) was compared to gliclazide (mean daily dose:
229.5 mg) in patients inadequately controlled with metformin (metformin dose at baseline

1928 mg/day). After 1 year, mean reductions in HbA,. were -0.81% with vildagliptin added to
metformin (mean baseline HbA . 8.4%) and -0.85% with gliclazide added to metformin (mean
baseline HbA . 8.5%)); statistical non-inferiority was achieved (95% CI -0.11 — 0.20). Body weight
change with vildagliptin was +0.1 kg compared to a weight gain of +1.4 kg with gliclazide.

In a 24-week trial the efficacy of the fixed dose combination of vildagliptin and metformin (gradually
titrated to a dose of 50 mg/500 mg twice daily or 50 mg/1000 mg twice daily) as initial therapy in
drug-naive patients was evaluated. Vildagliptin/metformin 50 mg/1000 mg twice daily reduced HbA .
by -1.82%, vildagliptin/metformin 50 mg/500 mg twice daily by -1.61%, metformin 1000 mg twice
daily by -1.36% and vildagliptin 50 mg twice daily by -1.09% from a mean baseline HbA . of 8.6%.
The decrease in HbA | observed in patients with a baseline >10.0% was greater.

A 24-week randomised, double-blind, placebo-controlled trial was conducted in 318 patients to
evaluate the efficacy and safety of vildagliptin (50 mg twice daily) in combination with metformin
(21500 mg daily) and glimepiride (>4 mg daily). Vildagliptin in combination with metformin and
glimepiride significantly decreased HbA,. compared with placebo. The placebo-adjusted mean
reduction from a mean baseline HbA . of 8.8% was -0.76%.

28



A 24-week randomised, double-blind, placebo-controlled trial was conducted in 449 patients to
evaluate the efficacy and safety of vildagliptin (50 mg twice daily) in combination with a stable dose
of basal or premixed insulin (mean daily dose 41 units), with concomitant use of metformin (N=276)
or without concomitant metformin (N=173). Vildagliptin in combination with insulin significantly
decreased HbA . compared with placebo. In the overall population, the placebo-adjusted mean
reduction from a mean baseline HbA . 8.8% was -0.72%. In the subgroups treated with insulin with or
without concomitant metformin the placebo-adjusted mean reduction in HbA;, was -0.63% and
-0.84%, respectively. The incidence of hypoglycaemia in the overall population was 8.4% and 7.2% in
the vildagliptin and placebo groups, respectively. Patients receiving vildagliptin experienced no
weight gain (+0.2 kg) while those receiving placebo experienced weight reduction (-0.7 kg).

In another 24-week study in patients with more advanced type 2 diabetes not adequately controlled on
insulin (short and longer acting, average insulin dose 80 [U/day), the mean reduction in HbA . when
vildagliptin (50 mg twice daily) was added to insulin was statistically significantly greater than with
placebo plus insulin (0.5% vs. 0.2%). The incidence of hypoglycaemia was lower in the vildagliptin
group than in the placebo group (22.9% vs. 29.6%).

Cardiovascular risk

A meta-analysis of independently and prospectively adjudicated cardiovascular events from 25 phase
III clinical studies of up to more than 2 years duration was performed and showed that vildagliptin
treatment was not associated with an increase in cardiovascular risk versus comparators. The
composite endpoint of adjudicated cardiovascular and cerebrovascular (CCV) events [acute coronary
syndrome (ACS), transient ischaemic attack (with imaging evidence of infarction), stroke or CCV
death], was similar for vildagliptin versus combined active and placebo comparators [Mantel—
Haenszel risk ratio 0.84 (95% confidence interval 0.63-1.12)]. In total, 99 out of 8956 patients
reported an event in the vildagliptin group vs 91 out of 6061 patients in the comparator group.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
vildagliptin in combination with metformin in all subsets of the paediatric population with type 2
diabetes mellitus (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Eucreas

Absorption

Bioequivalence has been demonstrated between Eucreas at three dose strengths (50 mg/500 mg,
50 mg/850 mg and 50 mg/1000 mg) versus free combination of vildagliptin and metformin
hydrochloride tablets at the corresponding doses.

Food does not affect the extent and rate of absorption of vildagliptin from Eucreas. The rate and extent
of absorption of metformin from Eucreas 50 mg/1000 mg were decreased when given with food as
reflected by the decrease in C,,.x by 26%, AUC by 7% and delayed T.x (2.0 to 4.0 h).

The following statements reflect the pharmacokinetic properties of the individual active substances of
Eucreas.

Vildagliptin

Absorption

Following oral administration in the fasting state, vildagliptin is rapidly absorbed with peak plasma
concentrations observed at 1.7 hours. Food slightly delays the time to peak plasma concentration to
2.5 hours, but does not alter the overall exposure (AUC). Administration of vildagliptin with food
resulted in a decreased Cux (19%) compared to dosing in the fasting state. However, the magnitude of
change is not clinically significant, so that vildagliptin can be given with or without food. The absolute
bioavailability is 85%.

Distribution
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The plasma protein binding of vildagliptin is low (9.3%) and vildagliptin distributes equally between
plasma and red blood cells. The mean volume of distribution of vildagliptin at steady-state after
intravenous administration (V) is 71 litres, suggesting extravascular distribution.

Biotransformation

Metabolism is the major elimination pathway for vildagliptin in humans, accounting for 69% of the
dose. The major metabolite (LAY 151) is pharmacologically inactive and is the hydrolysis product of
the cyano moiety, accounting for 57% of the dose, followed by the amide hydrolysis product (4% of
dose). DPP-4 contributes partially to the hydrolysis of vildagliptin based on an in vivo study using
DPP-4 deficient rats. Vildagliptin is not metabolised by CYP 450 enzymes to any quantifiable extent,
and accordingly the metabolic clearance of vildagliptin is not anticipated to be affected by co-
medications that are CYP 450 inhibitors and/or inducers. In vitro studies demonstrated that
vildagliptin does not inhibit/induce CYP 450 enzymes. Therefore, vildagliptin is not likely to affect
metabolic clearance of co-medications metabolised by CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19,
CYP 2D6, CYP 2E1 or CYP 3A4/5.

Elimination

Following oral administration of ['*C] vildagliptin, approximately 85% of the dose was excreted into
the urine and 15% of the dose was recovered in the faeces. Renal excretion of the unchanged
vildagliptin accounted for 23% of the dose after oral administration. After intravenous administration
to healthy subjects, the total plasma and renal clearances of vildagliptin are 41 and 13 1/h, respectively.
The mean elimination half-life after intravenous administration is approximately 2 hours. The
elimination half-life after oral administration is approximately 3 hours.

Linearity / non-linearity
The Cp.x for vildagliptin and the area under the plasma concentrations versus time curves (AUC)
increased in an approximately dose proportional manner over the therapeutic dose range.

Characteristics in patients

Gender: No clinically relevant differences in the pharmacokinetics of vildagliptin were observed
between male and female healthy subjects within a wide range of age and body mass index (BMI).
DPP-4 inhibition by vildagliptin is not affected by gender.

Age: In healthy elderly subjects (> 70 years), the overall exposure of vildagliptin (100 mg once daily)
was increased by 32%, with an 18% increase in peak plasma concentration as compared to young
healthy subjects (18-40 years). These changes are not considered to be clinically relevant, however.
DPP-4 inhibition by vildagliptin is not affected by age.

Hepatic impairment: In subjects with mild, moderate or severe hepatic impairment (Child-Pugh A-C)
there were no clinically significant changes (maximum ~30%) in exposure to vildagliptin.

Renal impairment: In subjects with mild, moderate, or severe renal impairment, systemic exposure to
vildagliptin was increased (C.x 8-66%; AUC 32-134%) and total body clearance was reduced
compared to subjects with normal renal function.

Ethnic group: Limited data suggest that race does not have any major influence on vildagliptin
pharmacokinetics.

Metformin

Absorption

After an oral dose of metformin, the maximum plasma concentration (C,,,) is achieved after about
2.5 h.. Absolute bioavailability of a 500 mg metformin tablet is approximately 50-60% in healthy
subjects. After an oral dose, the non-absorbed fraction recovered in faeces was 20-30%.

After oral administration, metformin absorption is saturable and incomplete. It is assumed that the
pharmacokinetics of metformin absorption are non-linear. At the usual metformin doses and dosing
schedules, steady state plasma concentrations are reached within 24-48 h and are generally less than
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1 pg/ml. In controlled clinical trials, maximum metformin plasma levels (Cy,y) did not exceed
4 pg/ml, even at maximum doses.

Food slightly delays and decreases the extent of the absorption of metformin. Following
administration of a dose of 850 mg, the plasma peak concentration was 40% lower, AUC was
decreased by 25% and time to peak plasma concentration was prolonged by 35 minutes. The clinical
relevance of this decrease is unknown.

Distribution
Plasma protein binding is negligible. Metformin partitions into erythrocytes. The mean volume of
distribution (V4) ranged between 63-276 litres.

Metabolism
Metformin is excreted unchanged in the urine. No metabolites have been identified in humans.

Elimination

Metformin is eliminated by renal excretion. Renal clearance of metformin is > 400 ml/min, indicating
that metformin is eliminated by glomerular filtration and tubular secretion. Following an oral dose, the
apparent terminal elimination half-life is approximately 6.5 h. When renal function is impaired, renal
clearance is decreased in proportion to that of creatinine and thus the elimination half-life is
prolonged, leading to increased levels of metformin in plasma.

5.3 Preclinical safety data

Animal studies of up to 13-week duration have been conducted with the combined substances in
Eucreas. No new toxicities associated with the combination were identified. The following data are
findings from studies performed with vildagliptin or metformin individually.

Vildagliptin
Intra-cardiac impulse conduction delays were observed in dogs with a no-effect dose of 15 mg/kg (7-
fold human exposure based on Cyy).

Accumulation of foamy alveolar macrophages in the lung was observed in rats and mice. The no-
effect dose in rats was 25 mg/kg (5-fold human exposure based on AUC) and in mice 750 mg/kg (142-
fold human exposure).

Gastrointestinal symptoms, particularly soft faeces, mucoid faeces, diarrhoea and, at higher doses,
faecal blood were observed in dogs. A no-effect level was not established.

Vildagliptin was not mutagenic in conventional in vitro and in vivo tests for genotoxicity.

A fertility and early embryonic development study in rats revealed no evidence of impaired fertility,
reproductive performance or early embryonic development due to vildagliptin. Embryofoetal toxicity
was evaluated in rats and rabbits. An increased incidence of wavy ribs was observed in rats in
association with reduced maternal body weight parameters, with a no-effect dose of 75 mg/kg (10-fold
human exposure). In rabbits, decreased foetal weight and skeletal variations indicative of
developmental delays were noted only in the presence of severe maternal toxicity, with a no-effect
dose of 50 mg/kg (9-fold human exposure). A pre- and postnatal development study was performed in
rats. Findings were only observed in association with maternal toxicity at > 150 mg/kg and included a
transient decrease in body weight and reduced motor activity in the F1 generation.

A two-year carcinogenicity study was conducted in rats at oral doses up to 900 mg/kg (approximately
200 times human exposure at the maximum recommended dose). No increases in tumour incidence
attributable to vildagliptin were observed. Another two-year carcinogenicity study was conducted in
mice at oral doses up to 1000 mg/kg. An increased incidence of mammary adenocarcinomas and
haemangiosarcomas was observed with a no-effect dose of 500 mg/kg (59-fold human exposure) and
100 mg/kg (16-fold human exposure), respectively. The increased incidence of these tumours in mice
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is considered not to represent a significant risk to humans based on the lack of genotoxicity of
vildagliptin and its principal metabolite, the occurrence of tumours only in one species, and the high
systemic exposure ratios at which tumours were observed.

In a 13-week toxicology study in cynomolgus monkeys, skin lesions have been recorded at doses

> 5 mg/kg/day. These were consistently located on the extremities (hands, feet, ears and tail). At

5 mg/kg/day (approximately equivalent to human AUC exposure at the 100 mg dose), only blisters
were observed. They were reversible despite continued treatment and were not associated with
histopathological abnormalities. Flaking skin, peeling skin, scabs and tail sores with correlating
histopathological changes were noted at doses > 20 mg/kg/day (approximately 3 times human AUC
exposure at the 100 mg dose). Necrotic lesions of the tail were observed at > 80 mg/kg/day. Skin
lesions were not reversible in the monkeys treated at 160 mg/kg/day during a 4-week recovery period.

Metformin

Non-clinical data on metformin reveal no special hazard for humans based on conventional studies of
safety pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential and toxicity to
reproduction.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:
Hydroxypropylcellulose
Magnesium stearate

Film-coating:
Hypromellose

Titanium dioxide (E 171)
Iron oxide, yellow (E 172)
Macrogol 4000

Talc

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

PA/Alu/PVC/Alu 18 months
PCTFE/PVC/Alu 18 months

6.4 Special precautions for storage

Do not store above 30°C.
Store in the original package (blister) in order to protect from moisture.

6.5 Nature and contents of container

Aluminium/Aluminium (PA/Alu/PVC/Alu) blister
Available in packs containing 10, 30, 60, 120,180 or 360 film-coated tablets and in multi-packs
containing 120 (2 packs of 60), 180 (3 packs of 60) or 360 (6 packs of 60) film-coated tablets.

Polychlorotrifluoroethylene (PCTFE)/PVC/Alu blister
Available in packs containing 10, 30, 60, 120, 180 or 360 film-coated tablets and in multi-packs
containing 120 (2 packs of 60), 180 (3 packs of 60) or 360 (6 packs of 60) film-coated tablets.
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Not all pack sizes and tablet strengths may be marketed.
6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5SAB
United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/425/007-012

EU/1/07/425/016-018

EU/1/07/425/025-030

EU/1/07/425/034-036

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 14 November 2007

Date of latest renewal: 14 November 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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ANNEX IT
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Novartis Pharma GmbH
Roonstrasse 25
D-90429 Niirnberg
Germany

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety update reports for this product in
accordance with the requirements set out in the list of Union reference dates (EURD list) provided for
under Article 107¢(7) of Directive 2001/83/EC and published on the European medicines web-portal.

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

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in
the agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed
subsequent updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

If the dates for submission of a PSUR and the update of a RMP coincide, they can be submitted at the
same time.

An updated RMP shall be submitted every three years.
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ANNEX IIT

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

FOLDING BOX FOR UNIT PACK

1. NAME OF THE MEDICINAL PRODUCT

Eucreas 50 mg/850 mg film-coated tablets
vildagliptin/metformin hydrochloride

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 50 mg vildagliptin and 850 mg metformin hydrochloride (corresponding to
660 mg of metformin).

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

10 film-coated tablets
30 film-coated tablets
60 film-coated tablets
120 film-coated tablets
180 film-coated tablets
360 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 SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.

38



Store in the original package (blister) in order to protect from moisture.

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

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/425/001 10 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/002 30 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/003 60 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/004 120 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/005 180 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/006 360 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/019 10 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/020 30 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/021 60 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/022 120 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/023 180 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/024 360 film-coated tablets (PCTFE/PVC/Alu)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Eucreas 50 mg/850 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Eucreas 50 mg/850 mg film-coated tablets
vildagliptin/metformin hydrochloride

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTIPACKS (WITHOUT BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Eucreas 50 mg/850 mg film-coated tablets
vildagliptin/metformin hydrochloride

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 50 mg vildagliptin and 850 mg metformin hydrochloride (corresponding to
660 mg of metformin).

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

60 film-coated tablets. Component of a multipack. Not to be sold separately.

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 SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
Store in the original package (blister) in order to protect from moisture.
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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

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/425/013 120 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/014 180 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/015 360 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/031 120 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/032 180 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/033 360 film-coated tablets (PCTFE/PVC/Alu)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Eucreas 50 mg/850 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF MULTIPACKS (INCLUDING BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Eucreas 50 mg/850 mg film-coated tablets
vildagliptin/metformin hydrochloride

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 50 mg vildagliptin and 850 mg metformin hydrochloride (corresponding to
660 mg of metformin).

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Multipack: 120 (2 packs of 60) film-coated tablets.
Multipack: 180 (3 packs of 60) film-coated tablets.
Multipack: 360 (6 packs of 60) 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 SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
Store in the original package (blister) in order to protect from moisture.
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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

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
United Kingdom

12. MARKETING AUTHORISATION NUMBERC(S)

EU/1/07/425/013 120 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/014 180 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/015 360 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/031 120 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/032 180 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/033 360 film-coated tablets (PCTFE/PVC/Alu)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Eucreas 50 mg/850 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

FOLDING BOX FOR UNIT PACK

1. NAME OF THE MEDICINAL PRODUCT

Eucreas 50 mg/1000 mg film-coated tablets
vildagliptin/metformin hydrochloride

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 50 mg vildagliptin and 1000 mg metformin hydrochloride (corresponding to
780 mg of metformin).

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

10 film-coated tablets
30 film-coated tablets
60 film-coated tablets
120 film-coated tablets
180 film-coated tablets
360 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 SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
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Store in the original package (blister) in order to protect from moisture.

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

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/425/007 10 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/008 30 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/009 60 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/010 120 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/011 180 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/012 360 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/025 10 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/026 30 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/027 60 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/028 120 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/029 180 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/030 360 film-coated tablets (PCTFE/PVC/Alu)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Eucreas 50 mg/1000 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Eucreas 50 mg/1000 mg film-coated tablets
vildagliptin/metformin hydrochloride

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTIPACKS (WITHOUT BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Eucreas 50 mg/1000 mg film-coated tablets
vildagliptin/metformin hydrochloride

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 50 mg vildagliptin and 1000 mg metformin hydrochloride (corresponding to
780 mg of metformin).

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

60 film-coated tablets. Component of a multipack. Not to be sold separately.

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 SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
Store in the original package (blister) in order to protect from moisture.
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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

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/425/016 120 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/017 180 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/018 360 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/034 120 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/035 180 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/036 360 film-coated tablets (PCTFE/PVC/Alu)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Eucreas 50 mg/1000 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF MULTIPACKS (INCLUDING BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Eucreas 50 mg/1000 mg film-coated tablets
vildagliptin/metformin hydrochloride

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 50 mg vildagliptin and 1000 mg metformin hydrochloride (corresponding to
780 mg of metformin).

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Multipack: 120 (2 packs of 60) film-coated tablets.
Multipack: 180 (3 packs of 60) film-coated tablets.
Multipack: 360 (6 packs of 60) 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 SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
Store in the original package (blister) in order to protect from moisture.
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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

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
United Kingdom

12. MARKETING AUTHORISATION NUMBERC(S)

EU/1/07/425/016 120 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/017 180 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/018 360 film-coated tablets (PA/Alu/PVC/Alu)
EU/1/07/425/034 120 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/035 180 film-coated tablets (PCTFE/PVC/Alu)
EU/1/07/425/036 360 film-coated tablets (PCTFE/PVC/Alu)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Eucreas 50 mg/1000 mg
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Eucreas 50 mg/850 mg film-coated tablets
Eucreas 50 mg/1000 mg film-coated tablets

vildagliptin/metformin hydrochloride

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or diabetes nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Eucreas is and what it is used for

2. What you need to know before you take Eucreas
3. How to take Eucreas

4. Possible side effects

5. How to store Eucreas

6. Contents of the pack and other information

1. What Eucreas is and what it is used for

The active substances of Eucreas, vildagliptin and metformin, belong to a group of medicines called
“oral antidiabetics”.

Eucreas is used to treat adult patients with type 2 diabetes. This type of diabetes is also known as non-
insulin-dependent diabetes mellitus.

Type 2 diabetes develops if the body does not make enough insulin or if the insulin that the body
makes does not work as well as it should. It can also develop if the body produces too much glucagon.

Both insulin and glucagon are made in the pancreas. Insulin helps to lower the level of sugar in the
blood, especially after meals. Glucagon triggers the liver to make sugar, causing the blood sugar level
to rise.

How Eucreas works

Both active substances, vildagliptin and metformin, help to control the level of sugar in the blood. The
substance vildagliptin works by making the pancreas produce more insulin and less glucagon. The
substance metformin works by helping the body to make better use of insulin. This medicine has been
shown to reduce blood sugar, which may help to prevent complications from your diabetes.

2. What you need to know before you take Eucreas

Do not take Eucreas

- if you are allergic to vildagliptin, metformin or any of the other ingredients of this medicine
(listed in section 6). If you think you may be allergic to any of these, talk to your doctor before
taking Eucreas.

- if you have or have had serious complications of your diabetes, such as diabetic ketoacidosis (a
complication of diabetes with rapid weight loss, nausea and/or vomiting) or diabetic coma.

- if you have recently had a heart attack or if you have heart failure or serious problems with your
blood circulation or difficulties in breathing which could be a sign of heart problems.
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- if you have kidney problems.

- if you have a severe infection or are seriously dehydrated (have lost a lot of water from your
body).

- if you are going to have a contrast x-ray (a specific type of x-ray involving an injectable dye).
Please also see information about this in section “Warnings and precautions”.

- if you have liver problems.

- if you drink alcohol excessively (whether every day or only from time to time).

- if you are breast-feeding (see also “Pregnancy and breast-feeding”).

Warnings and precautions

Stop taking this medicine and talk to your doctor if you experience one or more of the following
symptoms which may be related to a condition called “lactic acidosis™:

- feeling cold or uncomfortable

- muscle pain

- severe nausea or vomiting

- pain in or around your stomach (abdominal pain)

- drowsiness or dizziness

- rapid breathing

Eucreas is not a substitute for insulin. Therefore, you should not receive Eucreas for the treatment of
type 1 diabetes.

Talk to your doctor, pharmacist or diabetes nurse before taking Eucreas if you have or have had a
disease of the pancreas.

Talk to your doctor, pharmacist or diabetes nurse before taking Eucreas if you are taking an anti-
diabetic medicine known as a sulphonylurea. Your doctor may want to reduce your dose of the
sulphonylurea when you take it together with Eucreas in order to avoid low blood glucose
(hypoglycaemia).

If you have previously taken vildagliptin but had to stop taking it because of liver disease, you should
not take this medicine.

Diabetic skin lesions are a common complication of diabetes. You are advised to follow the
recommendations for skin and foot care that you are given by your doctor or nurse. You are also
advised to pay particular attention to new onset of blisters or ulcers while taking Eucreas. Should these
occur, you should promptly consult your doctor.

If you have stopped using Eucreas due to surgery (you should stop at least 48 hours before planned
surgery with general anesthesia and should not start again until at least 48 hours afterwards) or due to
an x-ray involving an injectable dye, talk to your doctor before taking Eucreas again.

A test to determine your liver function will be performed before the start of Eucreas treatment, at
three-month intervals for the first year and periodically thereafter. This is so that signs of increased

liver enzymes can be detected as early as possible.

At least once a year, your doctor will check that your kidneys are working normally. Your doctor will
test your blood and urine for sugar regularly.

Elderly patients taking Eucreas should have their kidney function monitored regularly. This will
happen more often in patients with kidney problems.

Children and adolescents
The use of Eucreas in children and adolescents up to 18 years of age is not recommended.

Other medicines and Eucreas
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Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines. This is particularly important if you are already taking any medicine to treat a heart
condition or problems with your blood sugar, kidneys or blood pressure such as medicines containing
- glucocorticoids generally used to treat inflammation

- beta-2 agonists generally used to treat respiratory disorders

- other medicines used to treat diabetes

- diuretics (also called water tablets)

- ACE inhibitors generally used to treat high blood pressure

- certain medicines affecting the thyroid, or

- certain medicines affecting the nervous system.

Eucreas with alcohol
Avoid alcohol while taking Eucreas since alcohol may increase the risk of lactic acidosis (please see
section “Possible side effects”).

Pregnancy and breast-feeding

- Tell your doctor if you are pregnant, if you think you might be pregnant, or if you are planning
to become pregnant. Your doctor will discuss with you the potential risk of taking Eucreas
during pregnancy.

- Do not use Eucreas if you are pregnant or breast-feeding (see also “Do not take Eucreas”).

Ask your doctor or pharmacist for advice before taking any medicine.

Driving and using machines
If you feel dizzy while taking Eucreas, do not drive or use any tools or machines.

3. How to take Eucreas

The amount of Eucreas that people have to take varies depending on their condition. Your doctor will
tell you exactly the dose of Eucreas to take.

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist
if you are not sure.

The recommended dose is one film-coated tablet of either 50 mg/850 mg or 50 mg/1000 mg taken
twice a day

If you have kidney problems, your doctor may prescribe a lower dose. Also if you are taking an anti-
diabetic medicine known as a sulphonylurea your doctor may prescribe a lower dose.

Your doctor may prescribe this medicine alone or with certain other medicines that lower the level of
sugar in your blood.

When and how to take Eucreas

- Swallow the tablets whole with a glass of water,

- Take one tablet in the morning and the other in the evening with or just after food. Taking the
tablet just after food will lower the risk of an upset stomach.

Continue to follow any advice about diet that your doctor has given you. In particular, if you are
following a diabetic weight control diet, continue with this while you are taking Eucreas.

If you take more Eucreas than you should

If you take too many Eucreas tablets, or if someone else takes your tablets, talk to a doctor or
pharmacist immediately. Medical attention may be necessary. If you have to go to a doctor or
hospital, take the pack and this leaflet with you.
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If you forget to take Eucreas
If you forget to take a tablet, take it with your next meal unless you are due to take one then anyway.
Do not take a double dose (two tablets at once) to make up for a forgotten tablet.

If you stop taking Eucreas

Continue to take this medicine as long as your doctor prescribes it so that it can continue to control
your blood sugar. Do not stop taking Eucreas unless your doctor tells you to. If you have any
questions about how long to take this medicine, talk to your doctor.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or diabetes
nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Some symptoms need immediate medical attention

You should stop taking Eucreas and see your doctor immediately if you experience the following

side effects:

. Angioedema (rare: may affect up to 1 in 1,000 people): Symptoms include swollen face, tongue
or throat, difficulty swallowing, difficulty breathing, sudden onset of rash or hives, which may
indicate a reaction called “angioedema”.

o Liver disease (hepatitis) (rare): Symptoms include yellow skin and eyes, nausea, loss of appetite
or dark-coloured urine, which may indicate liver disease (hepatitis).
o Inflammation of the pancreas (pancreatitis) (frequency not known): Symptoms include severe

and persistent pain in the abdomen (stomach area), which might reach through to your back, as
well as nausea and vomiting.

Other side effects

Some patients have experienced the following side effects while taking Eucreas:

o Very common (may affect more than 1 in 10 people): nausea, vomiting, diarrhoea, pain in and
around the stomach (abdominal pain), loss of appetite.

o Common (may affect up to 1 in 10 people): dizziness, headache, trembling that cannot be
controlled, metallic taste, low blood glucose.

o Uncommon (may affect up to 1 in 100 people): joint pain, tiredness, constipation, swollen
hands, ankle or feet (oedema).

. Very rare (may affect up to 1 in 10,000 people): sore throat, runny nose, fever; signs of a high

level of lactic acid in the blood (known as lactic acidosis) such as drowsiness or dizziness,
severe nausea or vomiting, abdominal pain, irregular heart beat or deep, rapid breathing; redness
of the skin, itching; decreased vitamin B12 levels (paleness, tiredness, mental symptoms such as
confusion or memory disturbances).

Some patients have experienced the following side effects while taking Eucreas and a sulphonylurea:
. Common: dizziness, tremor, weakness, low blood glucose, excessive sweating.

Some patients have had the following side effects while taking Eucreas and insulin:
o Common: headache, chills, nausea (feeling sick), low blood glucose, heartburn.
. Uncommon: diarrhoea, flatulence.

Since this product has been marketed, the following side effects have also been reported:
. Frequency not known (cannot be estimated from the available data): itchy rash, inflammation of

the pancreas, localised peeling of skin or blisters.

Reporting of side effects
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If you get any side effects, talk to your doctor, pharmacist or diabetes nurse. This includes any
possible side effects not listed in this leaflet. You can also report side effects directly via the national
reporting system listed in Appendix V. By reporting side effects you can help provide more
information on the safety of this medicine.

5. How to store Eucreas

- Keep this medicine out of the sight and reach of children.

- Do not use this medicine after the expiry date which is stated on the blister and carton after
“EXP”. The expiry date refers to the last day of that month.

- Do not store above 30°C.

- Store in the original package (blister) in order to protect from moisture.

6. Contents of the pack and other information

What Eucreas contains

- The active substances are vildagliptin and metformin hydrochloride.

- Each Eucreas 50 mg/850 mg film-coated tablet contains 50 mg vildagliptin and 850 mg
metformin hydrochloride (corresponding to 660 mg of metformin).

- Each Eucreas 50 mg/1000 mg film-coated tablet contains 50 mg vildagliptin and 1000 mg
metformin hydrochloride (corresponding to 780 mg of metformin).

- The other ingredients are: Hydroxypropylcellulose, magnesium stearate, hypromellose, titanium
dioxide (E 171), yellow iron oxide (E 172), macrogol 4000 and talc.

What Eucreas looks like and contents of the pack

Eucreas 50 mg/850 mg film-coated tablets are yellow, oval tablets with “NVR” on one side and
“SEH” on the other.

Eucreas 50 mg/1000 mg film-coated tablets are dark yellow, oval tablets with “NVR” on one side and
“FLO” on the other.

Eucreas is available in packs containing 10, 30, 60, 120, 180 or 360 film-coated tablets and in multi-
packs containing 120 (2x60), 180 (3x60) or 360 (6x60) film-coated tablets. Not all pack sizes and
tablet strengths may be available in your country.

Marketing Authorisation Holder
Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB

United Kingdom

Manufacturer
Novartis Pharma GmbH
Roonstralie 25

D-90429 Nuremberg
Germany

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Novartis Pharma N.V. Novartis Pharma Services Inc.
Tél/Tel: +322246 16 11 Tel: +370 5269 16 50
Bbbarapus Luxembourg/Luxemburg
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Novartis Pharma Services Inc. Novartis Pharma N.V.

Ten.: +359 2 489 98 28 Tél/Tel: +322 246 16 11
Ceska republika Magyarorszag

Novartis s.r.0. Novartis Hungéria Kft. Pharma
Tel: +420 225 775 111 Tel.: +36 1 457 65 00
Danmark Malta

Novartis Healthcare A/S Novartis Pharma Services Inc.
TIf: +45 39 16 84 00 Tel: +356 2122 2872
Deutschland Nederland

Novartis Pharma GmbH Novartis Pharma B.V.

Tel: +49 911 273 0 Tel: +31 26 37 82 111

Eesti Norge

Novartis Pharma Services Inc. Novartis Norge AS

Tel: +372 66 30 810 TIf: +47 23 05 20 00

EAAGda Osterreich

Novartis (Hellas) A.E.B.E. Novartis Pharma GmbH

TnA: +30210 281 17 12 Tel: +43 1 86 6570

Espaiia Polska

Novartis Farmacéutica, S.A. Novartis Poland Sp. z o.0.

Tel: +34 93 306 42 00 Tel.: +48 22 375 4888

France Portugal

Novartis Pharma S.A.S. Novartis Farma - Produtos Farmacéuticos, S.A.
Tél: +33 1 55 47 66 00 Tel: +351 21 000 8600
Hrvatska Roménia

Novartis Hrvatska d.o.o. Novartis Pharma Services Romania SRL
Tel. +385 1 6274 220 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.
Tel: +353 1 260 12 55 Tel: +386 1 300 75 50

Island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +39 02 96 54 1 Puh/Tel: +358 (0)10 6133 200
Kvnpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom

Novartis Pharma Services Inc. Novartis Pharmaceuticals UK Ltd.
Tel: +371 67 887 070 Tel: +44 1276 698370
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This leaflet was last revised in
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency website:
http://www.ema.europa.eu
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— A4 R A NV R
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v PNERNEY @B S
HEREA H 2010451 A 20 B (250 mg £)
2012458 A 16 B (500 mg £)
FRHMAEA A -
HEEFEAR PR IR : 20104 1 H 20 H~20144F1 A 19 H
B 4y BISE, ALTTEEEIEN
bR —W& 0 A BRIV RS (Metformin Hydrochloride)
{b&4 : 1,1-Dimethylbiguanide monohydrochloride
A
NH NH
HZNJJ\N)J\N/CHS « HCI
H |
CHs

13 : CH; Ny HCI

B 165.62
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AR - ke
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i T 4V ha— NE L a— NEE
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wAl . | DS271 DS272
a— R

M- =
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2~3 [N EI L CREAUIRRZICR AL 925, MR R e 85
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(1) ek - EERR LD A

(2) BHERE  EERIEICINZ TRAR =LY LT H 2




Novartis

Confidential

CTD1.7 ERERME—ERX

Page 20
LMF237

— A B A MRV R
A EoER

(&)

EHERIMT Y F—Y AZEZITIENHY, HEICESH B
HEENTNWD, ATV R—L 22 LT WEFITIIRE L
WZ &, [ T#2] omEzif)

BHSRERREE IR RER E O & 5 B, BT IR 5T A

I, EHIRIC RO e 2 BT S 7 CIEEICE ST 2 &,
BRI 75 LA B O @IS CIE, AFIEL O S & EEICHETT 5 2
Lo [ MEEEL) , THEEALAERANEER , &g ~ofh )

DIEZ )

A

HE (ROBHIITES LW &)

(D) WITFRTIREEDBE (BT F— A& Z LT, )

1) g7 v F—T 2ADOBHE

2) HEEED EORHRERE (BRI 288 0P h3 5
%, THEREARNEE OHESR]

3) BITERE (EREEIT2 &) (EVmhRENRT28Eh
NHsd, )

4) EEOTHEREREE (IFRiCB T 23 ORGBHENME T4 5,
TEHEEREANEER] OESHR)

5) Yav 7y, DARE, LHEE, HERSLME R, MRS
FEDREED b 5 B OF OO RIS IUE % £ 03U RTE
CALBRFEAEINT 5, )

6) WEDT v a2 — VEEE 1T 2 FLER O REME T4
%o )

7) BARKE, BACREEZNERES S D TR, IREEFEOTIEEEDH 5
BE




Novartis

Confidential

CTD1.7 ERERME—ERX

Page 21
LMF237

— A B A MRV R
A EoER
(oox) Q) |IES b — A, BERRIFIESIESUT AR, 1 BRSO

BE i, 1 AV Sk DR E I DR IED &
HATHD, )

(3) EIEYE, Fifaitk, EERIMEOSH HEE (AR
UYEENC X A M HEAN L TN D O TAK O 5130 S e
VW, Fz, BTV R—UAEFR LT, )

(4) RFEAEIRAE, AAIRRE, ZIIREE, M T EAHEER 2X
ITEIBHREE RN E0RE RILEL2E TR db 5, )

(5) M X IFHR L CTW D RIEEME O & Do N [ Tidds, e,
BRI~ OESMR)

(6) AFIDRKSY UL E 7T F A RREANxF UIBBUE O BEAERE

DD EE

iR

1 EERES ROBFICTEERICREGTH2L)

W A ikRED B

() AHAZEEER, EFEREOARAE KiEZEZTRBZNNH
%o )

Q) WMLWRES) (KibEzE 82z nnd s, )

(3) MEDOBHRERE (AT v F—y A2 R IBZnrb b, [H
PR AR OESR)

(4) BE~PEEOFHKERS (BT v P X 2RI TBENNH
%, [EIEREARNER] OBESR)

(5) BUE (AT v F—y A2 BZTRBEAND D, )

(6) =lnE ([ &g ~ORE ) OESR]

(7 THEMER] OWRTHEAE O FgT > F— 22238
EnRHbH, )

(8) MOPERIFAIE 2 G- fE [ FEIER) ,  TERZREIEM]
DIASHR)

A




Novartis

Confidential

CTD 1.7 AERHE KX

Page 22
LMF237

— 4 i X RS MR
A E OIS 2. EEA A
(=35%) (1) FNICEERLIRT Y F—Y R AR 2 L85 50T, LFORN

KRueBERPNEOFRICEET L2 &,

) WEOCTVa—VEBERERTLZ L, [ [z OHSHR)

2) FEL, T, EH, AFERRNRSICE Y BACRESBEEIND
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2) A EHIXEMIC, mlnE SR EE R RN LI R
AT X v EENCEAE (eGFR, MIEY LT F= M%) & Hk
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(1) ERZEIEM

1) $LEET v F— 2 (BEEARE)
7 v F—r 2 (M ELEBED L5, B/ e e mgibo E5
% pH OIX FEZRT) ITTHRRARDOZ ENRE, — NI RET
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RN S SbND 2 ENBHEDT, BEOWRIEL B LAND
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HE&EA L) FERERESE, BEA/ALLDLNLIZERHH0T, Bigs+
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1. MehiEE
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YRR 4961)) | ticenF 7 ) T
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IR, ARAIROHAIPEAEZ 7 7 24— S —IEIC &
D EIERHCHEIR NS Lzt &, EAE T Y TTF
VIRONA RV o M FEHERS e ORI E)
BRI A—FIIKEDO LR TH Y| EWFFESE
AR b, 2V

50mg/250mg
P (ng/mL)
gz 300

TF
1
g

,_A
5
S

=3

i e )

16 20 24 0 4 8 12 16 20 24
5% (hr)

<
4

8 12
PR ()
o AHKI50/250mg, o: EAL T Y TF+A R IR (50 mg &
U250 mg) DOBFA. N=49, FHE + AR

50mg/500mg

o ‘ﬂ(Ong/ml,) o (ng/mL)
FL o0

A EK)500

'S A

N 200 "

= 21000

N %

VJI\ -~

2 100 500

z &

= B

®o0 ERNR
= 0 4 38 12 16 20 24 0 4 g 12 16 20 24

Fe G-I (hr) $ G- %R (hr)

o : AN 50/500 mg ¢ 5.0 1 ELF T TF A4 RX hakL I UEEE (50 mg
F 8500 mg) DO, N=48, FIE + 15 HE(R 2



EAE T TTF A MRV
wA | EAIGER wA | AT
50mg/250mg (N=49)
Cmax (ng/mL) | 263639 | 272+69.9 831 + 187 831+ 180
AUCI
UClast 1LI80+203 | 1,190+194 | 5370+936 | 5370797
(ng-h/mL)

. 250 2.50 2.50 250
Tmax™ ()| 02507 500) | (0.50~5.00) | (0.500~5.00) | (1.00~5.00)
T12 (h) 1760269 | 1.71+0.185 | 3.58+0.696 | 3.53+0.612
50mg/500mg (N=48)

Cmax (ng/mL) | 256 + 68.5 263682 | 1450+383 | 1470+385
AUClast 1,180£224 | 1,190£212 | 937042020 | 9,380+ 1980
(ng*h/mL)

» 3.00 3.00 3.00 3.00
Tmax™ (h) (1.00~5.02) | 1.50~5.00) | (0.750~5.02) | (1.00~5.00)
T12 (b) 1.89+0317 | 1.88+0207 | 3.96+0.777 | 4.09 +0.781

TR = RS, A (REPH)

2.

3.

4.
m
1)
(M

@

2)
(M

RROER

EFERA BT 24 ) ICEAE T Y FF /X MK
IR R ERE S0me/500mg B A i A 22 R IE K VR T4
ICHFEREO#E Lz & & Cmax & TNAUC) 04D 510
SEEEDLE (BREE G/ ) &2 D90%(E1HH
XX, e 7y 7F 105 095 1.17] KO
1.08 [1.02,1.15] . # k&I T0.74 [0.68, 0.80]
J%1%0.90 [0.83,0.98] Tdhoiz, ¥

gl

EL K T T F L Din vitrolUIER S 2139.3% T
oty P AR TMEEAICHES LRV
DHWENH D, Y

R - it

ELETVITFY

Y- |

EAE 7Y FF L 1ZCYP2A6, 2B6, 2C8. 2C9, 2C19,
2E1, 212, 3A4TIHIFH SN o7, £,
CYP1A2, 2B6, 2C8. 2C9. 2C19, 2D6. 2E1., 3A4/5
Z P59, CYP1A2, 2C8. 2B6. 2C9. 2C19. 3A
EEHE Lo (invitro) o Y

R A B F @) ([ZHCERR LA 7Y T F
»100mgZ HiEE N5 Uiz & & miEhiciEs
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Ja B ARIIeNZ 7 ) TF o LRED T
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KRR T B G 2 RS oz, P (B
WET )T F o DOERE T R O &E1350mg
ZIH2EXZIETH D, ) GFEADOT—#)
Bt

A S T (6f6]) ICENZ T Y T F 2 50mgs H
BIRE O BEE L7254, #5436 & Tlo R bk
ELTC2R27% 0 RAPICHRE S L, B2 U T T R
9.83L/h (164mL/min) TH o7z, ENX T U TF

DR ~OPEM ., REBNT 72 JRAE 45 W D B 57875
mans, ¥

@) BERAFT @) (CHCERRLEEA S 7Y TF

V100mg% AR O EEE Uiz & & | 168 LINIC
B 5 U7z BURRE DR5% MR HIT . 15% 23 # i P
ShTe, IRE O YR S AL 7o RER DI
FNENHEEBOBUR S %Tho712, ¥ (e
X7 TF L OEB ST HEROHEILS0mg %
1A2E A TH D, ) UEANDT—%)

(3) ENF T U TFATEERMOFHRT =4 ~F

VAR—E— HEITFA T AR—E—
TFRETF AR —H—EZ Lo TlEI L,
Fo, PHERAOEERETH S Z LRI TN
5 (BT OKmAEDN0.5mMEL ) (invitro) o '
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B, A PRV T EIZhOCT2E A L TR I
EnsrtEzbnE, 19
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ERE R OB 25 03 7 BE CREFEWBRE L v
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LEILLOMG, 2405, 5415, 8.UER M -7z, BITIC
Lo TENE T Y TF 3R EBORB%PBRES
Nize M20TVEBATIC X - Tl iR RN BT RI O
50%LL FIIE T L=, 17

B O EEOBHREREEE 48%) lceny s
U7 F o 50mgx L HIE4HBREAREG Lz, v
NWE TV TF 2 DAUC punl TR 12 P~ TR
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1.321%, 1.36f5E D> 72s M20.7DAUC) santd. HEEE,
AR RCOVEEEE O B RS RERE R CREBEAER A K
D ENZEIL66ME, 3.200%, 7.30f%E <. CmaxiXZi
FNLS5TME, 2.560%. 555G mMnoTe, Jr v g
TEIRDAUC pqnl T, B, R KOV E OB
REREE ABH CREEEHBRE L 0 T2 H1.35(%, 2.69
i, 7.25(F%m < . CmaxiXZ N Z41.13£%, 1.60f%, 3.00
EE T,

(ENF 70 7FFroERsn- kR ORI
50mgZ 1 H2EIX1EITH D, ) VEADT —%)



BEBEE RO ERSEEE LY 7) 75100 8. RWEEERA

& W G OB B ST 2 — ¥ (1) EMFTVIFUEXDIDER

b . . 2RUPEIRIG BT BRI GUT A ARV VIR, 7Y
g S Tmex MGk e Gl N Ry p s, R RERAZ
gorg) } B BUICT DO SAPLE U RRETF
RMCBERE oo, G100 1872% 395% 1236 SIFUNL. TATF Y. DaXL L L DY
- Witk 20 el Be  da AR ZBRE LR, en s 70 7F o RO
ﬁ;g 702+999 :1-50 3764+ 283+ 606+ MDD BRI Lo Tz, 21720
n=6 (1.50, 2.00) 967 076 271 HEADF—2)
WRE  puagm 12 2451 389= 596+ A QBMER GG Q46 Z%GIcen 7Y
e WS 20 LR it 43 TF 50mgx L A2[E K OAR S Y AR —20.2mgZ 1 H
R 745+235 , 100 4363+ 355+ 14d4x SEBHMFHEE Lz &, HREIHHOEALY S
16 o A e 0D OB U 7F o DCmax Y RAUC 15 T BRI G- & Lo~
Eﬁ?’g{g so1=166 . ‘150 2636+ 805+ FNEN34% K O23%IE T L7223, DPP-4FHE~D
o EE Y 50, 3000 532 626 FEEIROONARDoT, D
TRl =B, ok bl GRUMEL SRR @ ;;;"i{;; » ETORORN
# & : CLer#®50 ~ 80mL/min. 1 5 BE | CLer %30 ~ \ .
50mL/min, FEE : CLerd®30mL/minA i UL OB D 5.

EEERE N (7)) 12k L A hAs/L S HEERE & A
FOUEGR LSRG, YA TF I DY ERRICIT

6. FrifcREmBE BN SN Do T2 DD, A Rk I DAUC

B HEEOFERREERE (166) ey s

NS 0, .. 28) - S
U7 F 2 100mgZ HERE O &5 Uiz & & iR R O 71,1';’3)504&%73111“710 GHEADT
LEOFBERERE BT ELE T Y TF o0
AUC X, ZNEN20%M D8 %IKT L=, BEED .

TR RERE 5 B TId22% b5 Lo, #EE, D
% &) =g N N 1' :.iawunu

JIPRERE IR 5 B OO Cmax | ZIERHEHRERE & HL~THI25% gy

Epo s, WEOTkERERs cnpmy (0 LPRVS VARETARTTADRNRAR
LR > fo, WREE, AR, HEE O THAER: . -
%,%\%®M20.7®AUCO_J?1\ @%%&%%& TR ﬁ%?ﬁ{f\ @%E(ib\—ﬁux_)( R VAN /%ﬁ@?hﬁ
FN27%, 49%. 92% < . AL CmaxiZ =2 (250 mg 1 A 21X 13500 mg 1 A2[E) O HfRe 57
23%, 46%. 65%EM T, P (EAF T Y FF LD B = S b — L2845 B LTV R 2 RUBER

= ; N ) B (13961) Zxt%Ric, EAZ 7Y 7F 50 mg
R = 1H2 Gk . -
ARSI RIER O RII50mgz | H2EX S E'T N7 7 ARE1R 202 M OEH#R S L, EEF

b, ) ANEANDT— ) o e

i JuELCs ww . El IH H ZHbAlCE D 5-7iH b Db & L THENE

REWBRE L CIFREREREIZELVY 7 1) 7F 2 100ng ; . . RGN
el Sinip ey L7, fERIREOLBY THY, EAX TV TTF
WO SO EE NS A — 5 - s o
Py Y EA BRI UBEANEA AL I BT L
(fmpere  Cmax  Tmax  AUC T M=y ho— L2 HEICWE LR, $720 A bR
zogg) 0g/ml) O (gh/ml) (b I B O WO TS HbAlclxfk 541
BN B #1.95 " _ WZHERTHERET 208 Lz, ARBR CIRME X

: e - - OR7T + + -
=6 675+ 263 (100, 3.00) 2567428 2.01+0.50 b BN T, 29)

e 7 A b AL I TR 14 7 B R L R R AR DR
ﬂf’: I 91'2:)5 20764514 492+ 486 R SERRYE TR RA A5y 70 2T PR3 £ e SRR Dt R
n=6 (1.00, 2.00) HbAlc (NGSP, %) 72 I B (me/dL)

hERE L *1.00 . r FirdcE n IV FVR
i 512+ 166 2411740 3.08+1.59 BHEiNs 0|, w | BHRINS | L,
=g > (050. 3.00) ' 2 e 0 (e | 8RS | wemes
HE 1 =2.04 b g -2.17
o 632 =247 (100. 4.00) 3322+1472 240+0.25 M 70 | -0.09 (0.06) 008 @234) s
# #
PN AR, % Ml GRME. RAdE) vimM o R e e = T
# : Child-Pugh? 275~ 6. P : Child-PughA 2 # 3188
77~9, FEE : Child-Pughz 2710 ~ 12 VM230 34 | 71060009 - .95
V-M500 34 | -1.06 (0.09)" (_22 2‘58)%
7. migE M : A R 2 o R 250me X 12 500mg Al

7085 Ll Lo Qo) I e 2 Y FF > 100mg V+M : V+M?50);\V“+MSGOO(D1}F/E:\ R
SISO LIk 3 OAUCKUCats, il VA D)) T
F (18~405%) THle L CENZEINL3205 K. 181% 5 SEMAHTIC IS TR A0V (REVERRSE) | # @ p<0.001
EmnoT, O (EAFE T FF AR ST E
F OV EIE50mg % 1 H2[E X IZ1EICTH S, ) 2 ELZTY)TFoTCHRFTS I ARRARE
GEADFT—4%) B EBPREICNZ LY FF O EM
BT = > b e — L3 IC B BTV ARN2



BUpERIE B (1716)) Z2xt8ic, ey 7Y 7F
VA RV R S0mg/250mglil A B

50mg/500mghil G858, NILT TR (BAx 707
F50mg) & 1A2E4EMRE ARG L, EEFAL
HH ZHbAlEDOE GR10 6 OB L& & LTHE
L7z, FERIIKRBO LBV THY, EALX T Y TF
VA NFRVI EBER SR T T T
Azt LinfE=a s e — VA HEICHE L, £
oo EANET Y TF A MRV R R A B
50mg/250mghic & # & UN50mg/500mghic & 82 D W
B, HbAlclI SRR THERME T 2R LT,
ARRBR TR MR 330 b o7z, 0

ELE 7 ) TF TR A4y e BB R B R R A BR O R

HbAle (NGSP, %) ZE IR (mg/dL)
Gt L T NP o— BT 22 B e e
ot ’ ogfeis |
16.54
v 56 [0.14 (0.08) ) -29.57
-0.98(0.10) .02 (4.957
VM 115 [-0.83(0.06) 2.83)
) —8.24
V/M250 56 [-0.61(0.06) (3.59)
) -17.40
V/M500 59 [~1.04(0.06) (3.49)

Vi BT Y TF L 50mgHAlL VM 1 VIM250 & VIMS00D &
VIM250 : EVE 7Y FF /A R L S RS Om @/250mefil £ 8E
VIM500 : ELZ 7Y 7F ) A Rakv 2 iR 50mg/500mehic & 5
X O HOITIZ IS S BB 2T (ENERRZE) , # : p<0.001

2. Bl ERER

BERE, EEFREICNZ A RV CHERRE, T
TV LR, a— 3 X —BRRER XL s
A VAN CRUMERER] (Z ) = F) B CIAE =
b B — V33T BV TUO R DB R R (R
FARAIEDOOEA - 5861 ExRIC, KFANIM
ZENZ T Y FF o 50mg 1 H 200 % 5258 f#% 15
Uiz, EEFFME B ISR W 0F A& 55 0 22 M % fife
BTBHZL L, A MBI UHEREEOBAT
IEAEMEIT BRI C, IRIMBERE DR B IT1.7% (584
HF16) Thote, £io, REFEMEEOHbALe (JDS)
BB RIL—0.75% T - 72, P

(€ 3 F £
AFNZ, EALE TN FF U ROA SRS R OR
AHlITH D,
ELFTVITFY
VAKX 7Y S F i, DPP-4% BRI B i [
L. WEHEMEGLP-1DREE ED 5 2 & T, MRS
AR U WEIRESED L EHITTND TS WE
L. mERE FIER RS S,
1. DPP-4FE® £
EAF 7Y TF it e bISEDPP-4 % i R IFAIC
P L. ICsMEIZ2.InMThH 72, 3 72, s
7Y FFoid, v RDPP-4 GHELZAK) 1Ioxf L TaE
WEFIMEZ R L, KifEIZ2~3nM T - 7=, 23

2. m¥RGLP-1I=x3 B4R
2AVBEIRIF B I E LA 7Y 7T 2 50mg % 1 A 2[A]7

HIECERE A 55 5 & | MEGLP- 1 2 ER L
SR

3. 1 YRY VEREICHT ZER

2RIBEIRIFRE IS A X 7Y 77 F 2 50mg% 1 H2[H|41
HREKEROES L, A AV 7 70 TR EE
MELZEZ A, A2 CRPME 2RI HEN Y E
Lz, ¥ GLEANDT — %)

4. mMBETEARUVHEMESE/ER

(1) BIHEIRIE IS OB IR D =2 A P BV A
7TV TF U E1AEN0EMAKERAOBET D &,
HbAlchd, #ERIMEICIE L CTENEH0.6%K
12% K F L7z, ¥

(2) 2BUNERIFBEIZ E A 7Y 7 F 2 50mg% 1 H 208]7
HEKER ARG 35 & Rk U & 022 iE IR i
PIEF Lz, 37
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533 1 C17HpsN;0,

& 303.40
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BT H J—)b (99.5) [ZIRITFT 0,

B #9150°C

SrlifRE - 1.255 (-4 27 &% 7 —v /K) | 0.0042 (1-4 72
& 7 —/0.1mol/LHEE) | 0.035 (1-4 2 % /) —
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FEEHR)
—e4 o A bRV UHERsYE (Metformin Hydrochloride)
g
NH NH
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H |
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5373 0 C4HNs + HCI
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1 RER IR RV FDERTER AL
1.1 MEER (TR

EIEEEEIED
2 BB R 95
7L, BT Y TFURA MR CEBEOGIC L DIEENEY) & S5 EIZIRD,

<ZhRe IR RICBE 3 2 A ok E>

(1) AAZ 2 BUBERISIRIE O —RINFE L L THW RN &,

(2) AAILD (ENE TV TF /A MR R & LT 50 mg/250 mg) (22 TiE, FAlE LT, BRlcen
27V FF L 50mgl B 2EEA BRI RN 250mg 1 A 2 [ Z20FH LIREENLE L TWDEA, &
DVNEIENANE T Y TF 2 50mg 1 B 2 [BIEA MRV HEERHE 250 mg 1 H 2 B0 B OTRIEIC X 2hBAR
+olemals, HERFTLZ L,

(3) AAIHD (BN 7Y TFF /A MR ViR & LT 50 mg/500 mg) (22 Tk, FAlE LT, BRlcen
27V FF L 50mgl B 2EEA BRI HEREEE 500mg 1 B 2 B &2 LIREENLE L TWEES,
NEZYTF 2 50mgl B 2 RBIEGA AL R 250 mg | B 2 [BIOIREIC L D WRA+025E
HWVEA MRV R 500 mg 1 H 2 BIOHAIDOIGRIZ LV SRR+ a6ls, EREmRHNTZ L,

4) BAHEGHFIZBWT, AFIOBRENRELZ T ) FF U RA b CEBEOFEROMH LY LY T
HHEEICHIBIT S Z &,

1.2 RhEE R (I3 R D R ER AL

1.2.1 RBER [TZHR

LMF237 (74 : =7 A v FEAEE, LT, AKH) 1%, PXTFINANNTFHE—F4
(dipeptidyl peptidase-IV, DPP-4) FHEIHKTHLENAL X T FF L 7714 FETHH A LK
LI UERRE (AT, A RARALIY) 2E5HTHRAFITH S,

ENAE 7Y TFrl A MRV U, WIS ENIZEWT 2 BERIFIEHRIE L LR < A
ENTWS, 72, EAXZ Y FF g O MR F RO BRRITM A ECBET 20 A4 R4
VAZHEWY, 2013 4E 2 AIZ A RV R U AR ET AT OR D IMEER T3 & OO H O E B LT-
ZEnn, BUE, EAFTUTFULARRAI VOB AREE o TV D,

EWNCEME L 7-AEWFEO RSB (1101 3B &L O 1102 #BR) T, KA 50250mg &
50/500 mg 1%, TNENEHEOENL T ) TF U ROA MRV L O & AR %
TholzZ b, ENTHEM L7z i et (1301 3B &R O 1303 3Bk Ter s/ ) 7FF X
IEA BB TRRA 70 2 BB R B (ST D AR OV eSS h, RHRYG
B (LAF1308 i) TEAZ 7 U 7F U KRR MR ORI OZ 2N S - 2
Emn, REIO HRESIZhR] Z3E Lz,

122 FEEXIIHRICEAET ERALDOIEE
AFH 50/250 mg & 50/500 mg A M2 R BEERNE, AW TFRIRIEMERER & 2 BRI A
FraxtB b Ul o BB S0 D, LT X ICBEESND, 2o o BREENICHEYIC
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fEAIND X5, <BhREUINFICBEET A EoEES K O<AER OCH&ICEET 2644 F

DVEE>HE LTz,

) ELETVTF oA NRALICOMFRELS CLRE LEDRPELN TV D EFICHT HY)
Bz

2) ENZ T FF UM TR BE KT 5 U 2

3) A b CHMERE TR IR BB TR D0 A

4) KK 50250 mg $e b, UL A X 7Y FF 2 50mg KTONA RV > 250mg 1 H 2 [BIOHFH
B 5 TRNEA 53 72 BENTXE T D AH] 50/500 mg ~DH &

LIRS, AROMEHIEE SN D BEEALFE LRI ZFHE T 5,

1) gy#ﬁujiptxh$»s>Eﬁmﬂ$?§iLt%%ﬁﬂ%hruéaﬁtwiéw
z

HARNREER A BIEE R L L TARKIE EAE 7Y 7T U BAIR A hARA I CHEAGHO&
Werle S 2 fEs L7e (1101 3R K O 1102 788R) . LMF237 50/500 mg & 50/250 mg DV 7L
b, BLEAEHAABOELT 7 ) EF U RA MRV v O @ SRy E (Cmax)
Fe OV A S P IR R Bl N i F (O~ e f& B S ATRERE ) (AUClast) D&M EEIfE D LoD
90% {5 X L Z R E IS O LW PRSI A K742 (2012 42 A 29 H, 3EFAR
0229 %5 10 ) OEWFIIEISEYED LU (LM EEED D 90%E/EIXM : 0.8~1.25) %7~ L
72[2.7.1-2 1&],

L7237, AHAI 50/500 mg FEK% O 50/250 mg $E1E, TN ZHOHEAIGHH & EWEAC RS T
bHZEVEESNTE Y, FHEAGHHRE & WS OFIMER L BN IR TE 5,
Uboztind, EAZ TV TFo e A MRV VORAZEGICEVLZE LESRENMEONT
WHBEICTH LT, FHEDBEHD ZEA T DA ~OUEZ~DZ LGN HER S T,

2) ENFT)ITFUEBBETHRFTATBEICHT IUER

BEHREER (1303 HBR)

EHE 7Y TF L 50mg 1A 2 BIEMEE TR A+72 2 BIFEIRE EE 2 X512, LMF237
(LMF237 50/250 mg /¥ LMF237 50/500 mg) X (X7 Z7t&AR (€A 7 U7 F 2 50mg) # 1 H?2
M 14 HEBES L, RO HbAle D_R—Z T A b DOEv A2 FEFMER & LT,
LMF237 (50/250 mg Xi% 50/500mg) O F TR (X7 Y FF 50mg) (x4 2 EEMEE
FRAE L 72,

FEHAGE H Tdh D AR O HbAle DN—2 T A U inh OELEOREMZE [LMF237
## — Placebo (Vilda HUH) #f] 1-0.98% Tod v, BEMIILEOMER, HEICHERENRBD LI
(p<0.001, ANCOVA) , ENX 7Y 7T HME G ITHRT D LMF237 OEIESREE S 7z,
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HbAlc DEREHINCERDH HUFET 05% L EEESNTEY, SO HEMZET, 0.5%0 EozE
THDHZ D, BRMNICLEROHDELEEZ LD,

Table 1-1 BARELERF D HbA1c DR—RXSA U DDOELROBRELE (1303 HER,

FAS)
Difference in adjusted mean change
(LMF237 — Comparator)
Baseline mean Adjusted mean change
Treatment n (SE) (SE) Mean (SE) (95% CI) p-value
LMF237 115 7.91 (0.08) —0.83 (0.06) —0.98 (0.10) (-1.17,-0.79) <0.001 *
Placebo (Vilda) 56 7.97 (0.11) 0.14 (0.08) - - -

Source : 5.3.5.1-2-1303 #X5k-Table 14.2-1.1
HbAlc HAL : %

N—R2F A 3 Day 1, Day 1 OREMEH KR OLEL, Day 1 XV EIOER RERPE « HESKRBL 2 07
OYPEME ZER

AEFHIIIFE, R—A T A P DRE 14 BRFOBUEREE A £ TICFEE S h okt BUEEB - HiEs ki z
fH3) OHEHE

n FN— AT A 2 J ORI R 0O 1 7 O U ERE ST D AL T BB

WIETFE R O OIEHERRTE, 95%IEEIXIE, pEIE, BEGHEENEELYE, N—2A T4 UfiztEEL L
ANCOVA EF /L L EH

A EOKYERT 5% CAE (RBRIEME Rl E TRUE L7 PATFIRIC X 2 BRI 7R BRIETTIEIC L D)

BIKEHBIEH T D A bRL 2 VECA B ORETHER 251 5 HbAle D_X—R T A )
5 DOZEALENE, LMF237 50/250 mg # T—0.61%, LMF237 50/500 mg # T-1.04%TH VY, WD
BEHETHEX—=2TA UDPOARICETL (WTFivd p<0.001, ANCOVA) , EEKRAVIZEKRD
5 0.5%LL ED HbAlc & T3 bz,

Table 1-2 *A bRILS VAR OBKREEMEFD HbAlc DR—X S5/ UM HDOELLR
(1303 8Xk&, FAS)

Adjusted mean change
(Endpoint — Baseline)

Treatment n Baseline mean (SE) Mean (SE) (95% CI) p-value
LMF237 50/250 mg 56 7.97 (0.11) —0.61 (0.06) (-0.73 ,-0.49) <0.001 *
LMF237 50/500 mg 59 7.86 (0.11) —1.04 (0.06) (-1.16 ,-0.92) <0.001 *

Source : 5.3.5.1-2-1303 #&Bk-Table 14.2-1.2
HbAlc HAL : %

N—2F A 3 Day 1, Day 1 OREMH KR OLETL, Day 1 KV EIOER GRERPE « HESKBL 2 07
OYPEME ZER

ASEHIRR Y, N—R2 T A D ORG 14 8RR OBEREE B £ TICHEM S otk (BUEkRBE - Mok
fHF) OREME

n (IN—R2 T A 2 R ORI O 7 OHIE DT S AT PR HA 5

MIE-2 K OV DFEHERRFE, 95%(EHEIKH, p EIE, N—RA T 1 xR L L7z ANCOVA E7 /L L0 Bl
A EKHERTR 5% CTAE (RBRIEME Rl E TRUE L72PATFIRIC & 2 BRI 72 BETTIEIC L D)
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HERERZOIRRBRIT LMF237 & 43.5% (50/115 4) , Placebo (Vilda BiJl) #ET 67.9% (38/56
£) THY, LMF237 BETE -7z, WTNOFEGHETHARMAEER ORBLUL /2 <, ARETR
HThHhoT,

PLEOREENS, EAX 7V 7F 2 50mg 1 B 2 [BlOBEIMEE 5 CTRHERAR+5y 72 2 BB RIS BE
(269D A P/ 250mg 1 H 2 [EXIE500mg 1 H 2 [\ EREHEN/RIAESNTZ, T,
EAX 7Y TFr 50mg 1 H 2 [BEOFMBE G TR EE T 544 50250 mg KON
50/500 mg ~DEIEZIIANTHHZ L E2RTHDOTH D,

Fo, EAX TV TF L 50mg 1 H 2 BIOHEMOIERENDAFNCE) B2 5 8F1E, @ 1 H
2 [BIDOIBRFET 1 H 500 mg & 72 HAHK] 50250 mg /HEAMGET D& L Lz, ZhuE, A MJLadE
DOWRACET @AY, WMAZIEA MRV IVHERBES LT 1 H 500mg L VBALG) 95 2 &3
[TINTWDHZ LITHESL,

3) A FRLZVEEBETCHRT+SCBEICRTINER

BEHREER (1301 B

A RARAI 2 250mg 1 H 2 [B]130X 500 mg 1 H 2 [AI B 5 CRh R A +45 7 2 RUBE RIS B %
RRIZ, EAFZTYTFr S0mg 7 T7vR%E 1 B 2 [0 12 #AMHAKRS L, R&EHERFO
HbAlc D=2 T A U6 OB EZ FEFHEHA L LT, Ay 7 ) FFUifiEGEo 771
ARG 3 2 R 2 MRk L7z,

FEFEE Th 2 BEHERF D HbAle D_—RZ T A v 6 DL EOREMZ [Vilda + Met
#f — Placebo (Met HUH) #£] 13-0.98% Toh v, BEMHLEORMER, HEICAERENRD LN
(p<0.001, ANCOVA) ., &L RERIZEE, 0.5%U EOETH D Z L, BEMIZHEKRD
boHEEEZDND,

Table 1-3 REFER D HbAlc DR—RSA VML DELROBRMLEE: (1301 BB,

FAS)
Difference in adjusted mean change
(Vilda — Comparator)
Baseline Adjusted mean change
Treatment n mean (SE) (SE) Mean (SE) (95% CI) p-value
Vilda + Met 68 7.99 (0.10) —1.07 (0.06) —0.98 (0.09) (-1.15,-0.80) <0.001 *
Placebo + Met 70 8.01 (0.12) —0.09 (0.06) - - -

Source : 5.3.5.1-1-1301 #&Bk-Table 14.2-1.1
HbAlc HAL : %
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N—2TF A 3 Day 1, Day 1 DREMAKMOLEIE, Day 1 & AETOET (BUEXRPE - BUESKBE A RDT)
OREEZ R

RERTHRIRFE, R—R2 T A P DG 12 BRFOBEREE A £ TIZFEE S okt BERBE - HES K2
DT OREME

0 EAN— R T A 2 R ORI OO 1 7 O EAE AT O 2T R 2k

FHIE S J N OFERERRSE (SE) , 95%(E#EXH (CD) , pfiEi, BEHELEOA FFLI o HEE e,
NR—=RAT A MEZHIEEL L2 ANCOVA T /L LY HEH

A EOKYERIN 5% CA R (RBRIFEMEFTEE TRUE L72PAFIRIC & 2 BRI Z2RETIEIC L D)

RBIKEHEIEE T 5 A AL I U HENOREFIRIZI 1T 5 HbAle DRX—AT A b0
2t &L Vilda + Met 250 mg, Vilda + Met 500 mg & $12-1.06%ToH v, FEMEEETH D A AL
RVOMEICELT, WTRLERXR—XTAUNLHARBIZETL (Wit p<0.001,
ANCOVA) , FERMIZERD S D 0.5%LL =D HbAle K F3F80 Hiviz,

Table 1-4 A bRILS VAR OBREEMEFD HbAlc DR—X S5/ UM HDELLR
(1301 8%, FAS)

Adjusted mean change
(Endpoint — Baseline)

Treatment n Baseline mean (SE) Mean (SE) (95% CI) p-value
Vilda + Met 250 mg 34 7.91 (0.13) —1.06 (0.09) (—1.24,-0.88) <0.001 *
Vilda + Met 500 mg 34 8.07 (0.15) —1.06 (0.09) (—1.24,-0.88) <0.001 *

Source : 5.3.5.1-1-1301 5B%-Table 14.2-1.2

HbAlc HATL : %

NR—2F A ViX Day 1, Day 1 OREENKBOLZEE, Day 1 LV RIOENT GRENRBE « HES K2 7)
DN EAE A £

BASEHIR Y, N—A T4 %O 12 BRFOBERBEH & TICE Ikt (BEXRRL - BLESN KL%
M7 ollEE

n 1IN —R T A 2 J Ot FEAT R 0O T 5 D P E B T & 4L 7= B 4K

FHIE T R OV OFEUERRZE ) 95%(EHEX M, p ik, N—RA T4 &2 HLER L L7z ANCOVA TV L0 R
HEKEM 5% THE (RBRENRFEE THE L7 FIRIC X 2 BN E HiEIc X 5)

HEFZOFBLRIL, Vilda+Met B 44.1% (30/68 4 ) , Placebo (Met HLH) HET 41.4%
(29/70 44) TH VY, Vilda+ Met B L Placebo (Met HiJl) BEOF EFLRKERIIFRE TH -7,
WO ERETHIRMEEROREIT R, BRMEEREFTH- T,

PLEORHENS, A RAALI 2 250mg 1 H 2 [FIXIX 500 mg 1 H 2 [BlOBEMEE 5 THHRA+4
72 2 BRUBERIFRE T D ENZ 7Y 7F 2 50mg 1 H 2 [0 EREHESRIES T, T,
A RARNI 250 mg 1 H 2 BIOHEME G THRA 7572 B 5T D AH] 50/250 mg ~DUIFEZ,
KA R 500mg 1 H 2 Bl BEME G TR RAA53 72 BT 5 AF 50/500 mg ~Db)
BWZOREMHTHDHZ LERTHLOTHD,
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4) A# 501250 mg #5, XIEELFT) TF50mg RUA FRILE > 250mg1 H 2 [ED
AR ETHRF+ AL RBEICEHF 50/500 mg ~DHEE

EINCTHEM L7 1303 BABRTiX, LMF237 50/500 mg #fi%, EAX 27U 7F 2 50mg 1 H 2 [FHOD
BB 5 TR A 4572 2 RUBE SRR A 2 58212, LMF237 501250 mg 1 H 2 B CTHGEAMG L, 2
M2 LMF237 50/500 mg 1 H 2 [A[CHE& L C 12 &G Sz, Z2erEicB LT, 1303 A5k
DFERDD, A MRV I ORABERINC L TREMICHE BN LA EFGEEO o
o,

AEMEIZBI L C, Table 1-2 TRUZZIEY, 1303 SREROEIKGHE T, SR HbAle DX
— AT A NS DELE (95%IEFEIXM) 1%, LMF237 50/250 mg £ C-0.61% (—0.73, —0.49) ,
LMF237 50/500 mg #£ T-1.04% (=1.16, —0.92) THY, WTNbX—A T U NOAERIK T %
AL (T p<0.001, ANCOVA) . F£70, A MZIVagEDUS CETHE I Lz ik -
HAEIZHE->TA AL OHES 250 mg (LMF237 50250 mg) 1 H 2 [ CTHE-BI4G L 2 R4
(2 500 mg (LMF237 50/500 mg) 1 H 2 [El\ZH#E 5 L7z LMF237 50/500 mg #£Cl, HbAlc Z{L&EN
LMF237 50250 mg ## X0 HR& <, #EHFIRUEIT S L TW722nvd D@, LMF237 50/500 mg
DOIFEF = > b o —LEFERIL LMF237 50250 mg £ ¥ & K& UVMEBI 2R Sz,

PLEX Y, 1303 RERICK VT, ZaeMETlE LMF237 50/250 mg 75 LMF237 50/500 mg ~DHs
BV RIS T 28 ERERRO NN o722 &, A2 TIT LMF237
50/250 mg FEIZ LT LMF237 50/500 mg FED 773 HbAle DELESNRITIR S VHA AR S iz 2
LG, LMF237 O#EIC L v fibia o — L OWENRBRTE L LEX D,

o T, AAI 50250 mg 5 THRAFSREEZIL, A MRALIVOHEENRELIFRFLT, K
# 50/500 mg \ZU) W BEX TGS 5 Z LIXABETH Y, £z, AFl 50250mg DELAAETH D
EAVE 7Y TF50mg 1 H2ERONA MR/ 250mg 1 H 2 BIOPFRHES THHIRAH7 R
F b [FERICAA] 50/500 mg (2B W B2 TRETHZ L b AL B X D,



Novartis Confidential Page 9
CTD1.8.2 Hhig - R (B) , AL - AE () RUZTDORERMN LMF237

2 AZERURAERUVZDORTERIL
2.1 AR UAR

(B A O ]
WE, RAZEIE LS (EAZ 7Y TF oA MRV UHEREE L LT 50 mg/250 mg X1 50 mg/5S00mg ) % 1
H2 [HE&], ZiZRpok57 25,
<HEXOHEICBET 546 EodE>
) EAFE TV TFURORA MRV VEBEOKEAORE - AEZBE LT, BEILICARORES
mOBHZ L,
) EAXZYTFF50mgl B 2 BEOEHAOIREIC L BEARH5732881%, KK LD » b5 2 BHih
LTk,

2.2 AR UABDOHRERIL

221 A&

AFIORFEMETSHS 1 H 2 BIE, SHEAOENAGEHE - HEICETTBY, HoOKRFOK
POHRE DT I E S L 7o BB THW O, AEMEDBGE S NEEMERHER I NICHIETH 5,

AR DWW TR, AAI 50500 mg 8441 (BoféiAl) <, EAx 7Y FF o UTA AL
YOI KT T RFORENRFI SN TWD, EAF T Y T F D Cmax KT AUClast 13,
LG ST o BEHE G OKMELHHOLE (90%F#HEXME) T, i 1.05 (095~
1.17) KO 1.08 (1.02~1.15) , * bA/L 2 D Cmax KON AUClast 1E 0.74 (0.68~0.80) , 0.90
(0.83~0.98) THY, ABEICA PRI LD Cmax WMETFLEZHDOD, Wipks D AUClast 13£
FICKDEBIIZ T oo te, 2B, AAIOFEYERIZKITTEFEOLEOREL, FHAZK
Bl 2ORFORELFRRE TH-72[2.7.1-3.2 H],

AF 50250 mg KON 50/500 mg (FefBil]) & M7z 1303 BRBriE, 1 H 2100, BFOX A I
JICKRIT DHEIT L, H, YOROEFELETIEMI NI, ZORE, REOHNMER L EMEHR
BRESNTWD, T, ZeMtETiE LMF237 O H&ICEE L7222t EOBEIIREnehoiz,

P bXv, BB CHOW L L RO HikZ250E Lz,

2.2.2 HAE

AANIOHFEHAE (LMF237 50/250 mg 1% 50/500mg 1 H 2 [5]) 1%, BLAKS THHENLL T
7Fr (HEARGES c =7 T8E) MOA ALy (BRLULEENA PRV VA X R
agE) OERBALE - HERANTH 5,

ENEERRBR T, 12 HIORLZ@EY, A RA/LI> 250mg X% 500mg 1 H 2 Ao Hfh#
HomfEay b — 3 AR5 BARN 2 BUERFEE ST 280 E 7Y 7F 2 50mg 1 H 2
Bl BRI, WL Z 7Y FFo 50mg 1 B 2 BOEMES k= b o —/L 3R
7 BARN 2 BUBE RIS A 165 A FaR/L 2 2 250 mg XUE 500 mg 1 B 2 [A0 _E3FE20F A3
BENTZ, ZNHORBREERIL, A FARAI U UIEAF T Y T F o DOUWT IO AL Tl




Novartis Confidential Page 10
CTD1.8.2 $hig - R (B) , AL - AE () RUZTDORERN LMF237

By b — VR AR5y 2 BUERFEEICB VLTS, AFIEGICE Y BiFimbE=y ha—L
DEONDLZLEETTHDOTHD,

PbDZ End, ARH 50250 mg KT 50/500mg 1 H 2 [0 2 AEIIAFIORFEHESL L%
LrEZI,

223 HERUVARICEETSEALOEE
(1) KHNX, EAZ TV FFUoRRA RKRALI VORAFHTHL 2L, FEAOME - HE
EEELT, BEILICAKORABEZRDLRETHL I ENOLRE LT,
() ENZ 7 ) TFF MR TR BE I T 5 U

ELE 7Y 7T 50mg, | H 2 EIOBEFDOIREN O AN B2 2 BE1E, 1 H 2 HOR
JETA BRI OHEN 1 H 500mg & 72544 50250 mg oG T 228 & Lc, 2T,
A NIV ABEOTRMLET TEE, RACIEA MRV RS LT 1 B 500mg XY Bt
THZENPHRINTNDZ LIZE S HDTH D,
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10

11

12

H TR ettt 2
ettt 4
1.1 ettt ettt ettt t et nae s e s naetesnans 4
1.2 BEEDFETEARIL oot 4
B T ettt ettt ettt et n et n e eeeas 4
2.1 B ettt sttt sttt bttt et s s tenaenaen 4
2.2 ARTBDFRTERRIL ..ot 5
B BT GAM oot 5
3.1 L EEE T oottt 5
3.2 TEEEBE G DFETERRIL ..o 6
BT 2 FEARBITE I oot 6
4.1 EE A 8 N < 5 = OO 6
4.2 F B2 FEARAGTERE DFETERRIL ..o 8
FHLAE TR oot 8
5.1 FHTLAEFH oottt 8
52 FREAER DFBETEFRIL ... 10
BRI oottt 10
6.1 BV ettt 10
6.2 BIVEF DFETEFRIL ..ot 12
TR S OBETHE oottt 13
7.1 TR SO TE G e 13
7.2 TR OB G- DFRTEARML ..o 14
TEAT, PERT, TRRLIm e A~ DGR oo 14
8.1 TR, PEIR, B2l DI G oo 14
8.2 ihi, PESG, IR ASOBE G OFETEARIL cooovoee e 14
IINVBEEASDIFL AR oottt 14
9.1 IINSREE NI PEE - oottt 14
9.2 INJBEE A DI DFETERRHL ..o 14
T BTG <o 14
LO.1 BB Y G oo 14
102 JEEAR G OFETERRML ..ot 15
T FH D TETEAE oeeoeeeeeeeee ettt 15
L O S ) B /0 B = OO 15
112 B EOTEBE DOFETEARIL .coovoeeeeeeeeeeeeeeeeeee et 15

DAL TETTAI oo 15
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=7 Ay A (BLF, A& X, PRI FUNRTFHX—F-4 (dipeptidyl peptidase-1V,
DPP-4) FEIROENLZ T Y FF L €7 T4 RETHD A MR VR (LT, A NE
NIV) BEAETLHEREHITH D,

ARNOMEH EOFEEDORIT, AAIOEKGRHBFEICH Wz ENERRERERE (1301 3, 1303 &
B, LAF1308 #Bk) , 2015 4F 3 AICET SN T U FF U8 (=7 TH) O CE
() SvT7 4 A7 77— RSt 2015) , KON 2014 4 8 AICHGT 72 A ML 2 IR B
(A b7 vagE) OBRME (R ARERRIERA S 2014) ITESEERR LT,

1 EE5W

1.1 'L

[&45]
HERIMBT V F—Y AR T ENHY, HEICESZHlbRESL TS, ILIET v F—
VAR LT WEEIEEG LinwZ b, ([#R] 0oEBR)
R HEREE TR RERR B O & 5 B, BlE IR G T 25A121%, EHICEHEEECITME S
MR 57 CEEICELG T 52 &, FRC 75 UL EOEIE TIX, AEIE G Om 7 4 EE I H

T8, ([Hx], NUEERS), REELQEAWEER] , [SEHE~0&E5] OHE
ZH)

1.2 ELEDORTEIRN

A NNV aBEDRM LEICEE TEE LT,

2 HE =N
21 ==

(22 (ROBHEITHELG LRV L) ]
1. AEIDOR T E 7T FA FRFEAN 6 LRBUEDBEERE D & % B
2. WITRTREORE (BT v R—vAZEI LTV, )
(1) LT > K— ZADREME
(2) TEEL EOBHERERE (BIRIZRBIT 2 A MR CodENEY TS, ] ( [2.EHE
IRHEARNER ] OHBMR)
) BITEE EEENT2E&T) (EOILF 2 MRV VBENEET I BENRNH D,
4) Y vr, DAE, LI, MERSONE R, MEEICEEDORED S D HBEE KN
Z O ORER T ME & LT VRRE (FLERPEA SN 5,
(5) WEOT IV a—VEBEE AR T 2B ONRBEENME T 5, )
(6) WiAKAE, BACKRENR SR SN D T, M5O FEEEDH 5 EBH
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3. BERRIRMES R TV R— R, BERIEMESIESOIATEME, 1 BUBERIE OB (iR, 1A
N R DHR RS MO ZENLATH D, )

4. HEEONHEREREEOH 5 EE HIECH T 2ABORBMENMIT L, AT v F—r 24 i
LT, £, HEEENET I BELNH D, ] ( REERIEARNER] Ol
Z )

5. HIERYYE, FiRTE, EEAMEOHHBE (A A UEHICK S MEE RN EEND
DTAFNOEEITIE S 20, £, BTV F—v 22 EZ LT, )

6. SKEARRIRHE, HUIRAE, =59IREE, MM FRAEEN S UIRIBHE R 2O BE KM%
EZTBEhnd s, )

7. MR XOTIEHE L TS a0 ® S A ( Tehlhw, Mk, BIWE~ORYE ] OEHSHR)

2.2 HEORERA

1. =ITEERORA NIV agEORMCEICAE TRE Lz,
2. A RNZNVABEORMCEICAE TRE L,

3. U TEEROA NZNVABEOUFT LEIZAETHE LT,
4, TITEKRORA NIV FEORMCEICAE TRE L,
5. T TEEROA NIV ABEOUH SCEICAEE TRE LT,
6. A MNZIVABEDOTRMLEIZAEETRE LT,
7. A NNV ABEOTRMLEIZAEETRE LT,

3 RERSR

3.1 RERE
RIZHBIT 2 BB TR B O B

(1) RS~ OfFRERERE S (FLERT ¥ F— Y AR OIFEREREE OB (L2 -T2 d
5. ) ( REEARLARNER] OESMR)

() BEDOBIERE BT v F—y AR TEZhNnH 5, ) ( REELREANEE)
DIEZ M)

(3) A= LT HIITA A B OM ORISR G h o 84 URffEo ) 22
BT BTN H D, ) ( REEREARNER] , BAMAHAER) , T48IEH) 0E
Z )

(4) FHAIZ2EFER, RFEEREORNE URMFELEZTBEhr b5, )

(5) WL WFRES) RibE2E - TkEznnd s, )

(6) MEEBFN OBAEIINGHZEORE UBMEZEZTBZhrdH D, )

(7) BYE LT v F—v 22 R ZTBZARH D, )
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8) mlnE ( Is.mimE~0fHE ] OEEZW)
9) IF— FEEA, BEtomonbiAEwmE, FIRIEAZET2EA EO0H (HBET7T v F—r &
FREZTEBENEDH S, ) ( BAEIEH] OESR)

3.2 REZESDETERN

() =7 7EERA bZVabEDRMASCEICEETHE LT,
(2) AN NVABEOTMLEIZEETRE LT,

B) T TEENROA b7V abEDIRM SCEICEETHRE LT,
@) =7 TEENROA b IV abEORMSCEICEETHRE LT,
(5) I TEEROA NT IV aAbEDUH LEIZAETHE LIz,
(6) =7 TEEOIRM SCEIZAE TRIE LT,

(7) A NTNABEORMCEICAEE TRE LT,

(8) A NN ABEDHMLEIZAEE TRIE LT,

Q) A NTNABEORMCEICAEE TRE LT,

4 EELERNIER

4.1 EELGERNIEE

(1) AFOEFERICHT- > T, BEROFEBEIK TR R & OV OXHLATEIZ DD TH48
T 5L, BRI, AVR= T LT EIUIA A CRAIE QT 58546, Kb Y 2
JMHEINT 28ENN HD, ANKR= VT LT HIITA A CRAN X HRMEED Y A7
EET 5720, ZhHORKEHTLHAICE, AVE= LT LT EIEA A Y
RloWELme+o2 L, (NAEEERE) , DBMAAEEH), T4EHWEH] 0ESHR)

Q) ARENOEH T THDHA FARL I NCLY FNUCEERABET > F— 2 2R ZIT N
DT, UTONEEBERONEOZFEICHHEET D2 L,

1) @EOTVa—VEREZRTSZE, ([ZHER] OEBR)

2)  FEN, TR, EM, SFEERAEFICELYBACRENEEINALAEICIE, Wolt AR
MzEFIEL, ERCHZFET2 28, ([#E2] omEsR)

3) HEET ¥ R—L ZOWHIERN S SbNI=HAIE, B2 T528,  (T4FIE
RHQERREIWEH] OESK)

(3) Kﬁ&ﬁ%%%,&5%%%1$%m9ﬁ<k%3wﬁﬁm,%@%%E%%:H%*@E
#1795 Z &, ALT (GPT) XX AST (GOT) EDAFHEEEMAMO RE 2RO A12IE, K
ﬁ@&5%$¢¢é@EL@ﬁ@%%ﬁ5:k PIE RO R e bR TW?é%@M@E%
Db ONTHEITIE, RAORGERIETLHZ L, EAX TV TFAZBWT, &5HIE
%CH%%@L%W@@L%%@@,ﬁ&guibﬁﬁbkﬁﬁﬂﬁ%éﬂTWé:kﬁ
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5, HIONTHEREREE 2R3 5 2 DM OIEIR B EIE LG Th AR E G e & 7 ) 7
FraghAT 28 ERERE LW &, UTEREEO & 5 BE IRz 2 3EED
REEDME T2 RN B 5D, Fo, EAX T U FF o UIA MRV K0 JFEERERE
£ (HhzaEt) BEbbNbZERnH5, 1 ( [4EIER OESR)
(4) =F— FNERAIZ AW TRAELTT O BEICBWTUL, AAOFK S THH A RALI L&D
DERICK VAT v F—Y AZRITZENHLOT, RAERNIAR O %2 — Ko H ik
T5HZE (2L, BAICKREZITO LENRGOLIGEER) . 93— NEEAIKG% 48 FF
FIIAR OB G2 FE LRV &, ok, BEHERARICIE, BEOREBIZEET L Z &,
( BAHEAEM ] OHEBM])
(5) WAKICEVHERET v R—v RAE2E T ENH D, BAIERDS S bN-GEICIE&KE %2 F
IEL, @BERLELEITY Z L, FIREMZAT 23 (FIRAI, SGLT2 FFAI%E) & Off
RREIZIE, FRCBKICERT S22, ( [BMAEER] 0ESHR)
(6) EHEREIEE O & D BE TIXEIMIZIB T 2 ARAOE RS T D A F AL I O R
L, AAIOMARED EAT 5, BERBITAOERGETIIL TORICEET S L, (15
il ~DOFE ] DS
1) BHERECEE ORIEIC TSR L TR GOEGRRGBEOMA 2 M+ 25 2 &, BbE
1%, eGFR R°M{E 2 VT F =B EZZZITHW T2 2L, (A AL VHERRERIF O
E N EGRRBR IS 31 DA ENEL, M2 L7 F = Al B 1.3mg/dL, &V 1.2mg/dL LA
ETHoT, )

2) ARG HRITEMIIC, Sl SRR E e BB A LR A I K 0 BN B
HE (eGFR, IMiG7 L7 F=AMl%) %ML, BEREOBE(NRD bR GA I, #
HOHIERHEZITH) 2 &,

(7) ABNOFHRSTHDLEALL TV TF ALY BHEERRH SbND Z ENH DD T, K
F 703 LGSR, TRMHSEOPIIER R & b o e HA 12X, WO EMOBE L% 5 X
BB ET 2L, (TARIWER DHEZM)

(8) FERIROZW AL L2 L CORBEHEZBET 2 2 &, FERFELSNT bt R
- RBERGPES, BEIRELLORER (BHERER, HUIRIRERETS) 26T 28BN H 52 L

WCHETHZ L,
9) AFNOBEHIZBNTIE, H 50U ORERIFIEEOEARTH 5 &L, EERIEZ o7
52 &,

(10) AP G-I, dbE, FREEZEMICHRE L, EAOMRZMND, KAlZ 3 » A5 LT
LRI T2 GBI OIGIRIE~DE R 2 EET 5 &,

(11) HH-OMkRE IS, BGOBREN L RLEGEPHET DLENDLLILENHY, £z, B
DAL, BRUJEOGHFECL VRN R0, AL 2561 HL0T, BF
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BHE, REOHRE, mbEE, BIYEOFRECEED L, Wik iieo s, &5,
HANOBRNEITEETHZ L,

(12) fHpE K OMRMBEER 2 = B2’ d 50T, @FfEE, HEEOEREIZEEL T
HIBFIHEGTHEXIEIERET L L,
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MBERE TR OREIIC L 5,

BRI R TH D,
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JR) , MRENTHE O & AIT 5, 7ok, EAF T ) TFF ATMRENTIC LV BRES L2
Y,

10.2 BREBESORTERIL
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AKFNDOBFENE NI ENE T TF o R ORA MRV EBETHY, 25 O—4FRITLL
TOWEHY THBH,

1 ENET) TF

1.1 EXRO—RIHLIFCDOLT
— AR, SERR 19 45 12 A 27 AATSEAEAIRE 1227006 5 CTLL RO Y @A STV
%,
(AER%) e 7Y TFr
(¥  4) Vildagliptin

1.2 International Nonproprietary Names for Pharmaceutical
Substances (INN)

vildagliptin: WHO Drug Information, Vol. 18, No. 3, 2004, Recommended INN: List 52

2 A hRIL S VISERIE

2.1 EXRO—RMHLIFCDOLT
—RALTNILL T O TH Y, BALITFA 1843 H 31 AMEAFERYE 0331013 52T
EHEINTND,
(BA%) A bR R
(3%  4) Metformin Hydrochloride

2.2 International Nonproprietary Names for Pharmaceutical
Substances (INN)

metformin: WHO Drug Information, Vol. 12, No.2, 1998, Recommended INN: List 40
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IZOWT, FZBROEBY EDHE LI-OT, #HTHO . &% FEREEIZE M
&AL HBLER T,

BB AMELIZONTIE, AARRGKMAES RS TEML TS Z 2 LI
jz‘j‘o



OINN [ZUVHE S 7= bk B OFe 3 ENC BT 5 E G — R4 FR

(Fp% 18 4F 3 H 31 HIEARA R 0331001 BB A HEE B TRIZE 2)

Bk 18-3-B3
JAN (HA4%4) : AH<T I AF N 7 A
JAN (& 4): Sugammadex Sodium
A
- _
K\COZNa
s
H O H
H
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L O__/
. H OH |8
Bk 18-3-B4
JAN (AAA) : KT ST
JAN (& 4): Vildagliptin
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Bk 19-1-B2
JAN (HAA) : A 2=0) I3
JAN (3 4) : Temsirolimus

BERFE 19-1-B3
JAN (HAA) : Sl N = 7 G N
JAN (& 4): Bimatoprost




Bk 19-1-B6

JAN (HAA) : FUHNY
JAN (& 4): Pregabalin
NH,

cHs {
HiC CO,H
BeREE S 19-1-B7
JAN (HA4%4) : NYRY R
JAN (& 4): Paliperidone

N
F
O\(Q/
N=-0 R USSR
BeREE S 19-1-B8
JAN (3 4) : Dabigatran Etexilate Methanesulfonate

’ ) 1 A)CJ)\
>—< :>—NH /N N O/\CH3
H,N \—<

e
HaC N | o HyC—SO4H



Bk
JAN (BEAR4) :
JAN (& 4)

19-1-B10
TRV R T A
Diquafosol Sodium

BERFE

JAN (BEAR4) :
JAN (& 4)

BERFE

JAN (BEAR4) :
JAN (& 4)

19-3-B1
TNANT 7—E (BlsFH#Ez)
Galsulfase (Genetical Recombination)

19-3-B2
NE RE> 7 o URFERIE
Bazedoxifene Acetate

O\/\I\O

N

/ O or o HC-CO,H
HO

CHj,



Bk 19-3-B3

JAN (AAA) : R=Y b 7 (BB TR Z)
JAN (& 4) Panitumumab (Genetical Recombination)
Bk 19-3-B4
JAN (HA&4) - RUH BWAT R
JAN (3 4) Bendamustine Hydrochloride
oH:

N
Cl /@ />_\_\ * HCl
\/\N N
H CO,H

Cl
B 19-3-B5
JAN (HARA) : TR ALy NEEET AT L
JAN (& 4): Lapaquistat Acetate
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HaC T(O%N 0 CoH
“H
o
cl H o)



Bk 19-3-B6
JAN (HA4%4) : JANEE AN
JAN (& 4) Rivaroxaban

)
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 52

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
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 (1-85) and Recommended (1-45) International Nonproprietary Names can be found in Cumulative List
No. 10, 2002 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 52

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances 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 dénominations communes internationales recommandées. L’inclusion
d’'une dénomination dans les listes de DCI recommandées n’implique aucune recommandation en vue de [I'utilisation de la
substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-85) et recommandées (1-45) dans
la Liste récapitulative No. 10, 2002 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 52

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuacion se expresan han sido seleccionadas como Denominaciones Comunes 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 Comunes Internacionales Propuestas (1-85) y Recomendadas (1-45) se encuentran
reunidas en Cumulative List No. 10, 2002 (disponible s6lo en CD-ROM).
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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 descripcién; Férmula empirica; Férmula desarrollada

adecatumumabum
adecatumumab

adécatumumab

adecatumumab

arformoterolum
arformoterol

arformotérol

arformoterol

banoxantronum
banoxantrone

banoxantrone

banoxantrona

immunoglobulin G1, anti-(human antigen 17-1A) (human monoclonal
MT201 y1-chain), disulfide with human monoclonal MT201 k-chain,
dimer

immunoglobuline G1, anti-(antigéne 17-1A de la molécule
d'adhésion de la cellule épithéliale humain) ; dimére du disulfure
entre la chaine y1 et la chaine k de I'anticorps monoclonal humain
MT201

inmunoglobulina G1, anti-( antigeno humano 17-1A) dimero del

disulfuro entre la cadenay1y la cadena k del anticuerpo
monoclonal humano MT201

Cess2H10080N 1740020528 46

N-{2-hydroxy-5-[(1R)-1-hydroxy-2-{[(2R)-1-(4-methoxyphenyl)=
propan-2-yllamino}ethyl)phenyllformamide

(-)-N-[2-hydroxy-5-[(1R)-1-hydroxy-2-[[(1R)-2-(4-méthoxyphényl)-
1-méthyléthyllamino]éthyl]phényliformamide

(-)-N-[2-hidroxi-5-[(1R)-1-hidroxi-2-[[(1R)-2-(4-metoxifenil)-
1-metiletillamino]etilifenillformamida

C19H24N204
H OH K
N
HO OCHj,
HNYH
(e]

1,4-bis{[2-(dimethylazinoyl)ethyl]amino}-5,8-dihydroxy-
9,10-anthraquinone

1,4-bis[[2-(diméthyloxydoamino)éthyl]lamino]-
5,8-dihydroxyanthracene-9,10-dione

1,4-bis[[2-(dimetiloxidoamino)etillJamino]-5,8-dihidroxiantraceno-
9,10-diona
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batabulinum
batabulin

batabuline

batabulina

becampanelum
becampanel

bécampanel

becampanel

C22H2sN4Og
o
N*-CH
OH O HNT >\ =
CH,
CHs

OH O HN__~
3
|
&

2,3,4,5,6-pentafluoro-N-(3-fluoro-4-methoxyphenyl)=
benzenesulfonamide

2,3,4,5,6-pentafluoro-N-(3-fluoro-4-méthoxyphényl)=
benzénesulfonamide

2,3,4,5,6-pentafluoro-N-(3-fluoro-4-metoxifenil)bencenosulfonamida

F
F F
H
N F
F S
N\ ‘
F X
OCH,

[(7-nitro-2,3-dioxo-1,2,3,4-tetrahydroquinoxalin-5-yl)methylamino]=
methylphosphonic acid

acide [[[(7-nitro-2,3-dioxo-1,2,3,4-tétrahydroquinoxalin-5-yl)méthyl]=
amino]méthyl]phosphonique

acido [[[(7-nitro-2,3-dioxo-1,2,3,4-tetrahidroquinoxalin-5-il)metil]=
amino]metillfosfonico

C1oH11N4O7P

(0]
I

HO—P.
HO H
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beminafilum
beminafil

béminafil

beminafilo

binodenosonum
binodenoson

binodénoson

binodenoson

certolizumabum pegolum
certolizumab pegol

certolizumab pégol

certolizumab pegol

trans-4-{4-[(3-chloro-4-methoxybenzyl)amino][1]benzothieno=
[2,3-d]pyrimidin-2-yl}cyclohexanecarboxylic acid

acide trans-4-[4-[(3-chloro-4-méthoxybenzyl)aminolbenzo=
[4,5]thiéno[2,3-d]pyrimidin-2-yl]cyclohexanecarboxylique

acido trans-4-{4-[(3-cloro-4-metoxibencil)amino][1]benzotieno=
[2,3-d]pirimidin-2-il}ciclohexanocarboxilico

C25H24C|N303S

2-[(E)-(cyclohexylmethylene)hydrazinoladenosine

2-[(E)-2-(cyclohexylméthyléne)diazanyl]-9-B-D-ribofuranosyl-
9H-purin-6-amine

2-[(E)-2-(ciclohexilmetileno)diazanil]-9-B-D-ribofuranosil-9H-purin-
6-am

amina
C17H25N7O4
NH,
N
N/
>
NG AN A
H
HO
(o)
I
OH OH

immunoglobulin, anti-(human tumor necrosis factor a) Fab' fragment
(human-mouse monoclonal CDP870 heavy chain), disulfide with
human-mouse monoclonal CDP870 light chain, pegylated at
Cys-221

immunoglobuline, anti-(facteur a. de nécrose tumorale humain) ;
disulfure entre le fragment Fab' de la chaine lourde et la chaine
légere de I'anticorps monoclonal de souris CDP870 humanisé pégylé

inmunoglobulina, anti-(factor o de necrosis tumoral humano)
fragmento Fab' (cadena pesada del anticuerpo monoclonal
humanizado de ratén CDP870), disulfuro con la cadena ligera del
anticuerpo monoclonal humanizado de ratén CDP870, pegilado
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Ca115H3252N5560673S 16 (peptide)

ciluprevirum

ciluprevir (2R,6S,12Z,13aS,14aR,16aS)-6-[(cyclopentyloxycarbonyl)amino]-
2-({7-methoxy-2-[(propan-2-ylamino)-1,3-thiazol-4-yl]quinolin-
4-yljoxy)-5,16-dioxo-1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tetradecahydrocyclopropale]pyrrolo[1,2-a][1,4]=
diazacyclopentadecine-14a(5H)-carboxylic acid

ciluprévir acide (2R,6S,12Z,13aS,14aR,16aS)-6-
[[(cyclopentyloxy)carbonyllamino]-2-[[7-méthoxy-2-[2-[(1-
méthyléthyl)amino]thiazol-4-yl]quinoléin-4-ylJoxy]-5,16-dioxo-
1,2,3,6,7,8,9,10,11,13a,14,15,16, 16a-tétradécahydrocyclopropa=
[e]pyrrolo[1,2-a][1,4]diazacyclopentadécine-14a(5H)-carboxylique

ciluprevir acido (2R,6S,12Z,13aS,14aR,16aS)-6-
[[(ciclopentiloxi)carbonillamino]-2-[[2-[2-[(1-metiletil)amino]tiazol-4-il]-
7-metoxi-quinolin-4-il] oxi]-5,16-dioxo-
1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-tetradecahidrociclopropa=
[elpirrolo[1,2-a][1,4]diazaciclopentadecina-14a(5H)-carboxilico

CztOHSONGOBS

OCH,

(o) CHs

clazosentanum
clazosentan N-{6-(2-hydroxyethoxy)-5-(2-methoxyphenoxy)-2-[2-(1H-tetrazol-
5-yl)pyridin-4-yl]pyrimidin-4-yl}-5-methylpyridine-2-sulfonamide

clazosentan N-[6-(2-hydroxyéthoxy)-5-(2-méthoxyphénoxy)-2-[2-(1H-tétrazol-
5-yl)pyridin-4-yl]pyrimidin-4-yl]-5-méthylpyridine-2-sulfonamide
clazosentan N-[6-(2-hidroxietoxi)-5-metil-2-[2-(1H-tetrazol-5-il)piridin-4-il]pirimidin-
4-il]-5-(2-metoxifenoxi)piridina-2-sulfonamida
C25H23N9O6S
N_ 8
| A NH OCHjy
(0]
HsC Z N7 |
NS
= | N~ O
N H
OH
N - NH
N=N
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clofarabinum
clofarabine

clofarabine

clofarabina

daglutrilum
daglutril

daglutril

daglutrilo

dextofisopamum
dextofisopam

dextofisopam

dextofisopam

2-chloro-9-(2-deoxy-2-fluoro-fB-bD-arabinofuranosyl)-9H-purin-6-amine

2-chloro-9-(2-désoxy-2-fluoro-p-D-arabinofuranosyl)-9H-purin-
6-amine

2-cloro-9-(2-desoxi-2-fluoro-p-D-arabinofuranosil)-9H-purin-6-amina

C1oH11CIFNsO3

&
= N
N -
A\I >
cl N N
HO
o
F

[(3S)-3-{1-[(2R)-2-ethoxycarbonyl-4-phenylbutyl]=
cyclopentanecarboxamido}-2-oxo-2,3,4,5-tetrahydro-
1H-1-benzazepin-1-yl]acetic acid

acide [(3S)-3-[[[1-[(2R)-2-(éthoxycarbonyl)-4-phénylbutyl]=
cyclopentyl]carbonyllamino]-2-oxo-2,3,4,5-tétrahydro-1H-1-
benzazépin-1-yllacétique

acido [(3S)-3-[[[1-[(2R)-2-(etoxicarbonil)-4-fenilbutil]ciclopentil]=
carbonillamino]-2-oxo-2,3,4,5-tetrahidro-1H-1-benzazepin-
1-ilJacético

C31H38N206

(5R)-1-(3,4-dimethoxyphenyl)-5-ethyl-7,8-dimethoxy-4-methyl-
5H-2,3-benzodiazepine

(+)-(5R)-1-(3,4-diméthoxyphényl)-5-éthyl-7,8-diméthoxy-4-méthyl-
5H-2,3-benzodiazépine

(+)-(5R)-1-(3,4-dimetoxifenil)-5-etil-7,8-dimetoxi-4-metil-
5H-2,3-benzodiazepina
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doranidazolum
doranidazole

doranidazole

doranidazol

ecopladibum
ecopladib

écopladib

ecopladib

eglumetadum
eglumetad

églumétad

eglumetad

CaH26N204
CHg
.'H CHs
H3CO \\<
/N
HaCO =N
] N
—
OCHs
HsCO

(2RS,3SR)-3-{[2-nitroimidazol-1-yllmethoxy}butane-1,2,4-triol
(2RS,3SR)-3-[(2-nitro-1H-imidazol-1-yl)méthyl]butane-1,2,4-triol

(2RS,3SR)-3-[(2-nitro-1H-imidazol-1-il)metil]butano-1,2,4-triol

CgH13N306
N/ﬁ HO H
\_N o OH and enantiomer
Y ~ \(l\/ et énantiomére
OyN \ H y enantiomero
OH

4-(2-{5-chloro-2-[2-(3,4-dichlorobenzylsulfonamido)ethyl]-
1-(diphenylmethyl)-1H-indol-3-yl}ethoxy)benzoic acid

acide 4-[2-[5-chloro-2-[2-[[(3,4-dichlorobenzyl)sulfonyllamino]éthyl]-
1-(diphénylméthyl)-1H-indol-3-yl]éthoxy]benzoique

acido 4-[2-[5-cloro-2-[2-[[(3,4-diclorobencil)sulfonillamino]etil]-
1-(difenilmetil)-1H-indol-3-ilJetoxi]benzoico

C39H33C|3N205S

() )
o\\
o;s\ﬂ
NH cl
N : CO,H
O

(1S,2S,5R,6S)-2-aminobicyclo[3.1.0]hexane-2,6-dicarboxylic acid

acide (1S,2S,5R,6S)-2-aminobicyclo[3.1.0]hexane-
2,6-dicarboxylique

acido (1S,2S,5R,6S)-2-aminobiciclo[3.1.0]Jhexano-
2 ,6-dicarboxilico
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enzastaurinum
enzastaurin

enzastaurine

enzastaurina

esoxybutyninum
esoxybutynin

ésoxybutynine

esoxybutynina

C,H,,NO,

8 1

H2\ coH

HO,C.. >
<)

H

3-(1-methyl-1H-indol-3-yl)-4-{1-[1-(pyridin-2-yImethyl)piperidin-4-yl]-
1H-indol-3-yl}pyrrole-2,5-dione

3-(1-méthyl-1H-indol-3-yl)-4-[1-[1-(pyridin-2-ylméthyl)pipéridin-4-yl]-
1H-indol-3-yl]-1H-pyrrole-2,5-dione

3-(1-metil-1H-indol-3-il)-4-[1-[1-(piridin-2-ilmetil )piperidin-4-il]-
1H-indol-3-il]-1H-pirrol-2,5-diona

Cs32H29Ns0;

|
N
N
AN
@)

4-(diethylamino)but-2-yn-1-yl (2S)-cyclohexyl(hydroxy)phenylacetate

(2S)-cyclohexylhydroxyphénylacétate de 4-(diéthylamino)but-2-ynyle
(2S)-ciclohexilhidroxifenilacetato de 4-(dietilamino)but-2-inilo

C22H31NO;
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hormonum parathyroidum

parathyroid hormone non glycosylated human parathyroid hormone, the origin should be
indicated between brackets after the INN, for example (r. E.coli) for
recombinant produced by Escherichia coli

hormone parathyroide hormone parathyroide humaine nonglycosylée, I'origine doit étre
indiquée entre parenthéses aprés la DCI, par exemple (r. E. coli)
pour recombinante produite par Escherichia coli

hormona paratiroidea hormona paratiroidea humana no glicosilada, el origen debera,
indicarse entre paréntesis después de la DCI, por ejemplo (r. E. coli)
para la recombinante producida por Escherichia coli

CaosHe7aN1260126S2
H*SeeraIfSerfGIufIIefGInfLeufMet7HiszlsonfLeufGlyf
Lys —His —Leu—Asn—Ser —Met -GIu—Azrg;—VaI-GIu-Trp-Leu-
Arg—Lys—Lys—Leu—GIn—Asp—Val—His —Asn—Phe—Val—Ala—
30
Leu—Gly—Ala—Pro—Leu—Ala—Pro—Arg—Asp—Ala—Gly —Ser—

40
GIn—Arg—Pro—Arg—Lys—Lys —Glu—Asp—Asn—Val—Leu—Val—
50 60
Glu—Ser —His—Glu—Lys—Ser —Leu—Gly —Glu—Ala—Asp —Lys—
70

Ala—Asp—Val—Asn—Val—Leu—Thr —Lys —Ala—Lys—Ser —GIn-OH
80

idursulfasum

idursulfase a-L-iduronate sulfate sulfatase
idursulfase sulfatase du sulfate de a-L-iduronate
idursulfasa sulfatasa del sulfato de a-L -iduronato

Coea0H1057N699070,S 1, (Subunit protein moiety reduced)

SETQANSTTD ~ ALNVLLIIVD  DLRPSLGCYG  DKLVRSPNID
QLASHSLLFQ ~ NAFAQQAVCA  PSRVSFLTGR  RPDTTRLYDF
NSYWRVHAGN ~ FSTIPQYFKE  NGYVTMSVGK  VFHPGISSNH
TDDSPYSWSF ~ PPYHPSSEKY ~ ENTKTCRGPD  GELHANLLCP
VDVLDVPEGT ~ LPDKQSTEQA  IQLLEKMKTS  ASPFFLAVGY
HKPHIPFRYP ~ KEFQKLYPLE  NITLAPDPEV  PDGLPPVAYN
PWMDIRQRED ~ VQALNISVPY  GPIPVDFQRK  IRQSYFASVS
YLDTQVGRLL  SALDDLQLAN  STIIAFTSDH  GWALGEHGEW
AKYSNFDVAT ~ HVPLIFYVPG ~ RTASLPEAGE  KLFPYLDPFD
SASQLMEPGR ~ QSMDLVELVS ~ LFPTLAGLAG  LQVPPRCPVP
SFHVELCREG ~ KNLLKHFRFR ~ DLEEDPYLPG  NPRELIAYSQ
YPRPSDIPQW ~ NSDKPSLKDI ~ KIMGYSIRTI  DYRYTVWVGF
NPDEFLANFS  DIHAGELYFV ~ DSDPLQDHNM  YNDSQGGDLF
QLLMP
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imidafenacinum
imidafenacin

imidafénacine

imidafenacina

lacosamidum
lacosamide

lacosamide

lacosamida

lumiliximabum
lumiliximab

lumiliximab

lumiliximab

maropitantum
maropitant

maropitant

maropitant

4-(2-methyl-1H-imidazol-1-yl)-2,2-diphenylbutanamide
4-(2-méthyl-1H-imidazol-1-yl)-2,2-diphénylbutanamide
2,2-difenil-4-(2-metil-1H-imidazol-1-il)butanamida

C20H21N30

Q.
&las

(2R)-2-(acetylamino)-N-benzyl-3-methoxypropanamide
(2R)-2-(acétylamino)-N-benzyl-3-méthoxypropanamide
(2R)-2-(acetilamino)-N-bencil-3-metoxipropanamida

C13H18N203

immunoglobulin G1, anti-(human immunoglobulin E receptor type I1)
(human-Macaca irus monoclonal IDEC-152 y1-chain), disulfide with
human-Macaca irus monoclonal IDEC-152 k-chain, dimer

immunoglobuline G1, anti-(récepteur de type Il humain de
I'immunoglobuline E) ; dimére du disulfure entre la chaine y1 et la
chaine k de I'anticorps monoclonal chimérique homme-Macaca irus
IDEC-152

inmunoglobulina G1, anti-(receptor de tipo Il humano de la
inmunoglobulina E) ; dimero del disulfuro entre la cadena y1y la
cadena «k del anticuerpo monoclonal quimérico hombre-Macaca irus
IDEC-152

C6850H 1 0656N 182402 1 06850

(2S,3S)-N-(5-tert-butyl-2-methoxybenzyl)-2-(diphenylmethyl)-
1-azabicyclo[2.2.2]octan-3-amine

(2S,3S)-N-[5-(1,1-diméthyléthyl)-2-méthoxybenzyl]-
2-(diphénylméthyl)-1-azabicyclo[2.2.2]octan-3-amine

(2S,3S)-N-[5-(1,1-dimetiletil)-2-metoxibencil]-2-(difenilmetil)-
1-azabiciclo[2.2.2]octan-3-amina
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Ca2H40N20

@ HsCO
H HH
b i N CHs

AN
HsC CHs

mubritinibum
mubritinib 1-(4-{4-[(2-{(E)-2-[4-(trifluoromethyl)phenyl]ethenyl}-1,3-oxazol-
4-yl)methoxy]phenyl}butyl)-1H-1,2,3-triazole

mubritinib 1-[4-[4-[[2-[(E)-2-[4-(trifluorométhyl)phényl]éthényl]oxazol-
4-yllméthoxy]phényl]butyl]-1H-1,2,3-triazole
mubritinib 1-[4-[4-[[2-[(E)-2-[4-(trifluorometil)fenil]etenilJoxazol-
4-illmetoxi]fenillbutil]-1H-1,2,3-triazol
Ca2sH23F3N4O2
N=N
I
N/

O

muraglitazarum
muraglitazar ([(4-methoxyphenoxy)carbonyl{4-[2-(5-methyl-2-phenyl-1,3-oxazol-
4-yl)ethoxy]benzyl}amino)acetic acid

muraglitazar acide [[(4-méthoxyphénoxy)carbonyl][4-[2-(5-méthyl-2-phényloxazol-
4-yl)éthoxy]benzyllamino]acétique

muraglitazar acido [[(4-metoxifenoxi)carbonil][4-[2-(2-fenil-5-metiloxazol-4-il)=
etoxi]bencillamino]acético

C29H28N207

N o} CO,H
O~ O,
O oy N
[e)
OCHj;
nebentanum

nebentan (E)-N-[6-methoxy-5-(2-methoxyphenoxy)-2,2'-bipyrimidin-4-yl]-
2-phenylethenesulfonamide

nébentan (1E)-N-[6-méthoxy-5-(2-méthoxyphénoxy)-2,2'-bipyrimidyl-4-yl]-
2-phényléthenesulfonamide

nebentan (1E)-2-fenil-N-[6-metoxi-5-(2-metoxifenoxi)-2,2'-bipirimidil-
4-illetenosulfonamida
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netupitant
netupitant

nétupitant

netupitant

omigapilum
omigapil

omigapil

omigapilo

C24H21N505S
O O
\\ //
OCHj

2-[3,5-bis(trifluoromethyl)phenyl]-N-methyl-N-[4-(2-methylphenyl)-
6-(4-methylpiperazin-1-yl)pyridin-3-yl]-2-methylpropanamide

2-[3,5-bis(trifluométhyl)phényl]-N,2-diméthyl-N-[4-(2-méthylphényl)-
6-(4-méthylpipérazin-1-yl)pyridin-3-ylJpropanamide

2-[3,5-bis(trifluometil)fenil]-N,2-dimetil-N-[4-(2-metilfenil)-
6-(4-metilpiperazin-1-il)piridin-3-iljpropanamida

C30H32F6N4O

HaC
SN CF,

(dibenzol[b,floxepin-5-ylmethyl)(methyl)prop-2-yn-1-amine
N-[(dibenzo[b,floxépin-10-yl)méthyl]-N-méthylprop-2-ynamine

N-[(dibenzo[b,floxepin-10-il)metil]-N-metilprop-2-inamina

C1eH7NO
N
/
—
| N/A\S§CH
Q CHs
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paclitaxelum poliglumexum
paclitaxel poliglumex

paclitaxel poliglumex

paclitaxel poliglumex

pasireotidum
pasireotide

pasiréotide

pasireotida

poly(L-glutamic acid) partly y-esterified by (2R,3S)-3-benzamido-
1-{[4,10B-bis(acetoxy)-2a-(benzoyloxy)-1,7 3-dihydroxy-9-oxo-
5,20-epoxytax-11-en-13a-ylJoxy}-1-oxo-3-phenylpropan-2-yl

poly(acide L-glutamique) partiellement y-estérifié par du
(1R)-1-[(S)-(benzoylamino)phénylméthyl]-
2-[[(2aR,4S,4aS,6R,9S,11S,12S,12aR,12bS)-6,12b-bis(acétyloxy)-
12-(benzoyloxy)-4,11-dihydroxy-4a,8,13,13-tétraméthyl-5-oxo-
2a,3,4,4a,5,6,9,10,11,12,12a,12b-dodécahydro-7,11-méthano-
1H-cyclodéca[3,4]benzo[1,2-b]oxét-9-ylloxy]-2-oxoéthyle

poli(acido L-glutamico) parcialmente y-esterificado por
(1R)-1-[(S)-(benzoilamino)fenilmetil]-
2-[[(2aR,4S,4aS,6R,9S,11S,12S,12aR,12bS)-6,12b-bis(acetiloxi)-
12-(benzoiloxi)-4,11-dihidroxi-4a,8,13,13-tetrametil-5-oxo-
2a,3,4,4a,5,6,9,10,11,12,12a,12b-dodecahidro-7,11-metano-
1H-ciclodeca[3,4]benzo[1,2-b]oxet-9-ilJoxi]-2-oxoetilo

(Cs2HssN2016)n . (CsH7NO3),

cyclo[(4R)-4-(2-aminoethylcarbamoyloxy)-L-prolyl-L-phenylglycyl-
D-tryptophyl-L-lysyl-4-O-benzyl-L-tyrosyl-L-phenylalanyl-)

cyclo[-(4R)-4-[[(2-aminoéthyl)carbamoyl]oxy]-L-prolyl-(2S)-
2-phénylglycyl-D-tryptophyl-L-lysyl-O-benzyl-L-tyrosyl-L-phénylalanyl-]

ciclo[-(4R)-4-[[(2-aminoetil)carbamoil]oxi]-L-prolil-(2S)-2-fenilglicil-
D-triptofil-L-lisil-O-bencil-L-tirosil-L-fenilalanil-]
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pelitrexolum
pelitrexol

pélitrexol

pelitrexol

pruvanserinum
pruvanserin

pruvansérine

pruvanserina

ramelteonum
ramelteon

rameltéon

ramelteon

CssHesN100g

H
HZN/\/N @ q

GIy D-Trp—Lys —Tyr—Phe

(2S)-2-(5-{2-[(6S)-2-amino-4-ox0-1,4,5,6,7,8-hexahydropyrido=
[2,3-d]pyrimidin-6-yl]ethyl}-4-methylthiophene-2-carboxamido)=
pentanedioic acid

acide (2S)-2-[[[5-[2-[(6S)-2-amino-4-ox0-1,4,5,6,7,8-
hexahydropyrido[2,3-d]pyrimidin-6-yl]éthyl]-4-méthylthiophén-
2-yllcarbonyl]lamino]pentanedioique

acido (2S)-2-[[[5-[2-[(6S)-2-amino-4-0x0-1,4,5,6,7,8-
hexahidropirido[2,3-d]pirimidin-6-il]etil]-4-metiltiofen-
2-il]carbonillamino]pentanodioico

C20H25NSOGS

0 H COH

al

CO,H

7-{4-[2-(4-fluorophenyl)ethyl]piperazine-1-carbonyl}-1H-indole-
3-carbonitrile

1-[(3-cyano-1H-indol-7-yl)carbonyl]-4-[2-(4-fluorophényl)=
éthyl]pipérazine

1-[(3-ciano-1H-indol-7-il)carbonil]-4-[2-(4-fluorofenil)etil]piperazina

C22H2FN,O

" N

NH O

N-{2-[(8S)-1,6,7,8-tetrahydro-2H-indeno[5,4-b]furan-8-yl]=
ethyl}propanamide

(-)-N-[2-[(8S)-1,6,7,8-tétrahydro-2H-indéno[5,4-b]furan-8-yl]=
éthyllpropanamide

N-[2-[(8S)-1,6,7,8-tetrahidro-2H-indeno[5,4-b]furan-8-il]=
etillpropanamida
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C16H21NO2

()

o ! NKCHs

H H

ranibizumabum

ranibizumab immunoglobulin G1, anti-(human vascular endothelial growth factor)
Fab fragment (human-mouse monoclonal rhuFAB V2 y1-chain),
disulfide with human-mouse monoclonal rhuFAB V2 k-chain

ranibizumab immunoglobuline G1, anti-(facteur de croissance endothelial
vasculaire humain) ; disulfure entre le fragment Fab de la chaine y1
et la chaine « de I'anticorps monoclonal de souris rhuFAB V2
humanisé

ranibizumab inmunoglobulina G1, anti-(factor de crecimiento endotelial vascular
humano) fragmento Fab (cadena y1 del anticuerpo monoclonal
humanizado de ratén rhuFAB V2), disulfuro con la cadena « del
anticuerpo monoclonal humanizado de ratén rhuFAB V2

C2158HZ’:282N562C)681S12

razaxabanum

razaxaban 1-(3-amino-1,2-benzisoxazol-5-yl)-N-{4-[2-(dimethylaminomethyl)-
1H-imidazol-1-yl]-2-fluorophenyl}-3-(trifluoromethyl)-1H-pyrazole-
5-carboxamide

razaxaban 1-(3-amino-1,2-benzisoxazol-5-yl)-N-[4-[2-[(diméthylamino)méthyl]-
1H-imidazol-1-yl]-2-fluorophényl]-3-(trifluorométhyl)-1H-pyrazole-
5-carboxamide

razaxaban 1-(3-amino-1,2-bencisoxazol-5-il)-N-[4-[2-[(dimetilamino)metil]-

1H-imidazol-1-il]-2-fluorofenil]-3-(trifluorometil)-1H-pirazol-
5-carboxamida

C24H20F4N802
FsC
a Hoof CH,
N N i
N = N
o | CHs
- X N
HoN N\ / \Q/
\
N-0
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rivaroxabanum
rivaroxaban

rivaroxaban

rivaroxaban

sabarubicinum
sabarubicin

sabarubicine

sabarubicina

solabegronum
solabegron

solabégron

solabegrén

5-chloro-N-({(5S)-2-ox0-3-[4-(3-oxomorpholin-4-yl)phenyl]-
1,3-oxazolidin-5-yl}methyl)thiophene-2-carboxamide

5-chloro-N-[[(5S)-2-0x0-3-[4-(3-oxomorpholin-4-yl)phénylloxazolidin-
5-yllméthyl]thiophéne-2-carboxamide

5-cloro-N-[[(5S)-2-0x0-3-[4-(3-oxomorfolin-4-il)fenilloxazolidin-
5-illmetil]tiofeno-2-carboxamida

C19H18C|N3058

(7S,9S)-7-{[4-O-(3-amino-2,3,6-trideoxy-o-L-lyxo-hexopyranosyl)-
2,6-dideoxy-a-L-lyxo-hexopyranosyl]oxy}-6,9,11-trihydroxy-
9-(hydroxyacetyl)-7,8,9,10-tetrahydrotetracene-5,12-dione

(7S,9S)-7-[[4-O-(3-amino-2,3,6-tridésoxy-a-L-lyxo-hexopyranosyl)-
2,6-didésoxy-a-L-lyxo-hexopyranosylJoxy]-6,9,11-trihydroxy-
9-(hydroxyacétyl)-7,8,9,10-tétrahydrotétracene-5,12-dione

(7S,9S)-7-[[4-O-(3-amino-2,3,6-tridesoxi-a-L-lixo-hexopiranosil)-
2,6-didesoxi-a-L-lixo-hexopiranosil]oxi]-6,9,11-trihidroxi-
9-(hidroxiacetil)-7,8,9,10-tetrahidrotetraceno-5,12-diona

C32H37NO13

3"-[(2-{[(2R)-2-(3-chlorophenyl)-2-hydroxyethyl]amino}=
ethyl)amino]biphenyl-3-carboxylic acid

acide 3'-[[2-[[(2R)-2-(3-chlorophényl)-2-hydroxyéthylJamino]=
éthyllamino]biphényle-3-carboxylique

acido 3'-[[2-[[(2R)-2-(3-clorofenil)-2-hidroxietillamino]=
etillamino]bifenilo-3-carboxilico
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tadekinigum alfa
tadekinig alfa

tadékinig alfa

tadekinig alfa

tanaprogetum
tanaproget

tanaproget

tanaproget

taneptacoginum alfa
taneptacogin alfa

taneptacogin alfa

taneptacogina alfa

C23H23CIN2O3

~ N\/\N O COM
H

interleukin-18 binding protein (human gene IL18BP isoform a
precursor)

Cl

partie extracellulaire du récepteur de I'interleukine 18 humain
fraccion extracelular del receptor de la interleukina 18 humana
Crs1H1230N2160237S6 (protein)

TPVSQTTTAA TASVRSTKDPH CPSQPPVFPA AKQCPALEVT
WPEVEVPLNG TLSLSCVACS RFPNFSILYW  LGNGSFIEHL
PGRLWEGSTS RERGSTGTQL CKALVLEQLT PALHSTNFSC
VLVDPEQVVQ RHVVLAQLWA GLRATLPPTQ EALPSSHSSP
QQQG

5-(4,4-dimethyl-2-thioxo-1,4-dihydro-2H-3,1-benzoxazin-6-yl)-
1-methyl-1H-pyrrole-2-carbonitrile

5-(4,4-diméthyl-2-thioxo-1,4-dihydro-2H-3,1-benzoxazin-6-yl)-
1-méthyl-1H-pyrrole-2-carbonitrile

5-(4,4-dimetil-2-tioxo-1,4-dihidro-2H-3, 1-benzoxazin-6-il)-1-metil-
1H-pirrol-2-carbonitrilo

C16H15N308
H
NYS

0}
~
\ N H3C CHj
CH
NC :

0* N*"®%. cyclic hemiacetal obtained by the action of
L-phenylalanyl L-phenylalanyl-L-arginine chloromethane on the blood
coagulation factor VIl (eptacog alfa) activated

0*** N*'**_hemiacétal cyclique obtenu par action du
L-phénylalanyl- L -phénylalanyl- L -arginylchlorométhane sur le
facteur Vlla de coagulation humain (eptacog alfa) activé

0* N“"*®*_hemiacetal ciclico obtenido por accién del L-fenilalanil-
L -fenilalanil-L-arginilclorometano sobre el factor Vlla de coagulacion
humano (eptacog alfa) activado
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taprizosinum
taprizosin

taprizosine

taprizosina

teduglutidum
teduglutide

téduglutide

teduglutida

tocilizumabum
tocilizumab

tocilizumab

tocilizumab

N-{2-[4-amino-6,7-dimethoxy-5-(pyridin-2-yl)quinazolin-2-yl]-
1,2,3,4-tetrahydroisoquinolin-5-yl}methanesulfonamide

N-[2-[4-amino-6,7-diméthoxy-5-(pyridin-2-yl)quinazolin-2-yl]-
1,2,3,4-tétrahydroisoquinoléin-5-yljméthanesulfonamide

N-[2-[4-amino-6,7-dimetoxi-5-(piridin-2-il)quinazolin-2-il]-
1,2,3,4-tetrahidroisoquinolin-5-illmetanosulfonamida

C25H26Ns04S
\\//O
S
HN™" “CHjg
H;CO N_ _N
Y
/N
H,CO
N, NH:
g

[2-glycine](1-33)-Peptide 2 analogue of human glucagon (GLP-2)

[2-glycine](1-33)-peptide du Peptide 2 Analogue du Glucagon
humain (GLP-2)

[2-glicina]péptido(1-33) del péptido-2 analogo del glucagén humano

Ci164H252N440558

H*His-GIy-Asp-GIy-Ser-Phe-Ser-Asp-GIu-l\/{(gt-Asn—Thr—
IlefLequspfAsn7Leu7Ala7AIa7/-;rongspfPhefIIefAsnf

Trp—Leu—Ille—GIn—Thr —Lys —lle—Thr —Asp-OH
30

immunoglobulin G1, anti-(human interleukin 6 receptor) (human-
mouse monoclonal MRA heavy chain), disulfide with human-mouse
monoclonal MRA «-chain, dimer

immunoglobuline G1, anti-(récepteur de l'interleukine 6 humaine) ;
dimére du disulfure entre la chaine lourde et la chaine-k de
I'anticorps monoclonal de souris MRA humanisé

inmunoglobulina G1, anti-(receptor de la interleukina 6 humana) ;
dimero del disulfuro entre la cadena pesada y la cadena -« del
anticuerpo monoclonal humanizado de ratén MRA

C6428H9976N 17200201 8842
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urtoxazumabum
urtoxazumab

urtoxazumab

urtoxazumab

valtorcitabinum
valtorcitabine

valtorcitabine

valtorcitabina

vildagliptinum
vildagliptin

vildagliptine

vildagliptina

immunogobulin, anti-(Escherichia coli Shiga-like toxin Il B subunit)
(human-mouse hybridoma HuVTm1.1 y—chain V-D-J region),
disulfur with human-mouse hybridoma HuVTm1.1 k-chain

V-J region, dimer

immunogobuline G1, anti-(sous-unité B de la toxine Il analogue a la
Shiga d'Escherichia coli) ; dimére du disulfure entre la chaine y et la
chaine « de l'anticorps monoclonal de souris HuVTm1.1 humanisé

inmunogobulina G1, anti-(subunidad B de la toxina Il analoga de la
Shiga de Escherichia coli), dimero del disulfuro entre la cadena y y
la cadena « del anticuerpo monoclonal de ratén HuVTm1.1
humanizado

Cea14H9934N171802010S40

4-amino-1-(3-O-L-valyl-2-deoxy-B-L-erythro-pentofuranosyl)-
pyrimidin-2(1H)-one

4-amino-1-[3-O-[(2S)-2-amino-3-méthylbutanoyl]-2-désoxy-
B-L-érythro-pentofuranosyl]pyrimidin-2(1H)-one

4-amino-1-(3-0O -L-valil-2-desoxi-B-L-eritro-pentofuranosil)-pirimidin-
2(1H)-ona

C14H22N405

CH; O
[ o

—~
Hacm
HN H
N (0]
HO ‘ \(

_N

NH,

(2S)~{[(3-hydroxyadamantan-1-yl)amino]acetyl}pyrrolidine-
2-carbonitrile

(2S)-1-[[(3-hydroxytricyclo[3.3.1.1%"]déc-1-yl)amino]acétyl=
pyrrolidine-2-carbonitrile

(2S)-1-[[(3-hidroxitriciclo[3.3.1.1*"]dec-1-il)amino]acetil]pirrolidina-
2-carbonitrilo

C17H25N302

R e

25,
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zanolimumabum
zanolimumab

zanolimumab

zanolimumab

immunoglobulin G1, anti-(human antigen CD4), heavy chain disulfide
with the k—chain of human monoclonal antibody 6G5.2, dimer

immunoglobuline G1, anti-(antigene CD4 humain) ; dimére du
disulfure entre la chaine lourde et la chaine « de I'anticorps
monoclonal humain 6G5.2

inmunoglobulina G1, anti-(antigeno CD4 humano) ; dimero del
disulfuro entre la cadena pesada y la cadena « del anticuerpo
monoclonal humano 6G5.2
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES ALAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 35
Dénominations communes internationales recommandées (DCI Rec.): Liste 35
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 35
(WHO Drug Information, Vol. 9, No. 3, 1995)

p.26  verteporfinum

verteporfin insert the graphic formula by the folllowing:
vertéporfine insérer la formule développée par la suivante:
verteporfina insértese la formula desarollada por:
O
H3CO 9

O R=H, R=CH;
+
OR R=CHz R'=H

and enantiomer

et énantiomére
" s

OR' 'y enantiémero

HiC

CHg3

H,C™

Recommended International Nonproprietary Names (Rec. INN): List 50
Dénominations communes internationales recommandées (DCI Rec.): Liste 50
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 50
(WHO Drug Information, Vol. 17, No. 4, 2003)

p. 279 lurasidonum
lurasidona sustitiyase la descripcién por la siguiente

(3aR,4S,7R,7aS)-2-[[(1R,2R)-2-[[4-(1,2-bencisotiazol-3-il)piperazin-
1-ilmetillciclohexillmetillhexahidro-4,7-metano-2H-isoindol-1,3-diona

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in uneven numbers of proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internationales
applicables aux substances pharmaceutiques seront publiés seulement dans les numéros impairs des listes des DCls
proposées.

El texto de los Procedimientos de seleccién de denominaciones comunes internacionales recomendadas para las sustancias
farmacéuticas y de los Principios generales de orientaciéon para formar denominaciones comunes internacionales para
sustancias farmacéuticas aparece solamente en los nimeros impares de las listas de DCI propuestas.
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The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in uneven numbers of proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internationales
applicables aux substances pharmaceutiques seront publiés seulement dans les numéros impairs des listes des DCls
proposées.

El texto de los Procedimientos de seleccién de denominaciones comunes internacionales recomendadas para las sustancias
farmacéuticas y de los Principios generales de orientaciéon para formar denominaciones comunes internacionales para
sustancias farmacéuticas aparece solamente en los nimeros impares de las listas de DCI propuestas.
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AlF2 15BICINE SN F-EFERDIANEZ FIBXFER

No IHJANZ 4, (14)55540) BIANZEA, (15)R554,)
1 Acrinol — Acrinol Hydrate
2 Aspoxicillin — Aspoxicillin Hydrate
3 Epinephrine — Adrenaline
4 Atropine Sulfate — Atropine Sulfate Hydrate
5 Aminophylline — Aminophylline Hydrate
6 Ampicillin - Ampicillin Hydrate
7 Ipratropium Bromide — Ipratropium Bromide Hydrate
8 Imipenem — Imipenem Hydrate
9 Ethylmorphine Hydrochloride — Ethylmorphine Hydrochloride Hydrate
10 Disodium Edetate — Disodium Edetate Hydrate
11 Enoxacin i Enoxacin Hydrate
12 Calcium Chloride — Calcium Chloride Hydrate
13 Oxycodone Hydrochloride — Oxycodone Hydrochloride Hydrate
14 Kainic Acid i Kainic Acid Hydrate
15 Caffeine — Caffeine Hydrate
16 Carbazochrome Sodium Sulfonate — Carbazochrome Sodium Sulfonate Hydrate
17 Carbidopa - Carbidopa Hydrate
18 Quinidine Sulfate — Quinidine Sulfate Hydrate
19 Quinine Hydrochloride — Quinine Hydrochloride Hydrate
20 Quinine Sulfate — Quinine Sulfate Hydrate
21 Citric Acid — Citric Acid Hydrate
22 Sodium Citrate — Sodium Citrate Hydrate
23 Calcium Gluconate - Calcium Gluconate Hydrate
24 Clocapramine Hydrochloride — Clocapramine Hydrochloride Hydrate
25 Cloxacillin Sodium — Cloxacillin Sodium Hydrate
26 Codeine Phosphate — Codeine Phosphate Hydrate
27 Sodium Acetate — Sodium Acetate Hydrate
28 Saccharin Sodium - Saccharin Sodium Hydrate
29 Dicloxacillin Sodium - Dicloxacillin Sodium Hydrate
30 Cyclophosphamide — Cyclophosphamide Hydrate
31 Cyproheptadine Hydrochloride — Cyproheptadine Hydrochloride Hydrate
32 Dilazep Hydrochloride — Dilazep Hydrochloride Hydrate
33 Suxamethonium Chloride — Suxamethonium Chloride Hydrate
34 Sucralfate - Sucralfate Hydrate
35 Scopolamine Hydrobromide — Scopolamine Hydrobromide Hydrate
36 Sultamicillin Tosilate — Sultamicillin Tosilate Hydrate
37 Sulpyrine — Sulpyrine Hydrate
38 Sulfamonomethoxine — Sulfamonomethoxine Hydrate
39 Chorionic Gonadotrophin — Human Chorionic Gonadotrophin
40 Cefepime Dihydrochloride - Cefepime Dihydrochloride Hydrate
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AlF2 15BICINE SN F-EFERDIANEZ FIBXFER

No IHJANZ 4, (14)55540) BIANZEA, (15)R554,)
41 Cefcapene Pivoxil Hydrochloride Cefcapene Pivoxil Hydrochloride Hydrate
42 Ceftazidime Ceftazidime Hydrate

43 Ceftibuten Ceftibuten Hydrate

44 Ceftriaxone Sodium Ceftriaxone Sodium Hydrate

45 Cefminox Sodium Cefminox Sodium Hydrate

46 Cefroxadine Cefroxadine Hydrate

47 Cellulose Acetate Phthalate Cellacefate

48 Sodium Carbonate Sodium Carbonate Hydrate

49 Dantrolene Sodium Dantrolene Sodium Hydrate

50 Sodium Thiosulfate Sodium Thiosulfate Hydrate

51 Timepidium Bromide Timepidium Bromide Hydrate

52 Tubocurarine Chloride Tubocurarine Chloride Hydrochloride Hydrate
53 Dextromethorphan Hydrobromide Dextromethorphan Hydrobromide Hydrate
54 Doxapram Hydrochloride Doxapram Hydrochloride Hydrate

55 Doxycycline Hydrochloride Doxycycline Hydrochloride Hydrate
56 Todralazine Hydrochloride Todralazine Hydrochloride Hydrate
57 Trimetoquinol Hydrochloride Trimetoquinol Hydrochloride Hydrate
58 Calcium Lactate Calcium Lactate Hydrate

59 Lactose Lactose Hydrate

60 Noscapine Hydrochloride Noscapine Hydrochloride Hydrate

61 Calcium Para—aminosalicylate Calcium Para—aminosalicylate Hydrate
62 Sodium Picosulfate Sodium Picosulfate Hydrate

63 Hydrocotarnine Hydrochloride Hydrocotarnine Hydrochloride Hydrate
64 Hydroxypropylmethylcellulose Phthalate Hypromellose Phthalate

65 Pipemidic Acid Trihydrate Pipemidic Acid Hydrate

66 Piperazine Phosphate Piperazine Phosphate Hydrate

67 Faropenem Sodium Faropenem Sodium Hydrate

68 Procaterol Hydrochloride Procaterol Hydrochloride Hydrate

69 Protirelin Tartrate Protirelin Tartrate Hydrate

70 Berberine Chloride Berberine Chloride Hydrate

71 Fosfomycin Calcium Fosfomycin Calcium Hydrate

72 Formoterol Fumarate Formoterol Fumarate Hydrate

73 Maltose Maltose Hydrate

74 Methyldopa Methyldopa Hydrate

75 Mercaptopurine Mercaptopurine Hydrate

76 Meropenem Trihydrate Meropenem Hydrate

77 Morphine Hydrochloride Morphine Hydrochloride Hydrate

78 Zinc Sulfate Zinc Sulfate Hydrate

79 Aluminum Potassium Sulfate Aluminum Potassium Sulfate Hydrate
80 Ferrous Sulfate Ferrous Sulfate Hydrate

273
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81 Magnesium Sulfate — Magnesium Sulfate Hydrate

82 Lincomycin Hydrochloride — Lincomycin Hydrochloride Hydrate
83 Dibasic Calcium Phosphate — Dibasic Calcium Phosphate Hydrate
84 Dibasic Sodium Phosphate — Dibasic Sodium Phosphate Hydrate
85 Monobasic Calcium Phosphate — Monobasic Calcium Phosphate Hydrate
86 Levothyroxine Sodium - Levothyroxine Sodium Hydrate

87 Loxoprofen Sodium — Loxoprofen Sodium Hydrate

88 Hydroxypropylmethylcellulose2208

89 Hydroxypropylmethylcellulose2906 - Hypromellose§<

90 Hydroxypropylmethylcellulose2910

KT TUIE A ASE R U O R 5 A A2 el i L, A A% K O5e4 28 LIS RTINS D an B
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WHO Drug Information, Vol, 12, N, 2, 1898 RECOMMENDED INN: List40

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names
(Rec. INN): List 40

Natice 15 hereby given that, in accerdance with paragraph 7 of the Procedure for the Selection of Recommended

International Nonproprietary Names for Pharmaceutical Substances [ Off. Rec. Wid Health Org., 1955, 60, 3 (Resclution

EB15.R7); 1969, 173, 10 {Resolution EB43 R9)], the following names are selected as Recommended Internaticnal
" “Jonproprietary Names. The inclusicn 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 (1-73) and Recommaended {1-35) Internaticnal Nenproprietary Names can be found in Cumnula-

tive List No. 8, 1996,

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMENDEES
(DCI Rec): Liste 40

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure & suivre en vue du choix de
Dénominations communes infernationales recommandéges pour les Substances pharmaceutiques [Acfes off. Org.
mond. Santg, 1955, 80, 3 {résoluticn EB15.R7); 1969, 173, 10 (résolution EB43.R3)] les dénominations ci-dessous sont
choisises par'Organisation mondiale dela Santé entantque dénominations communes internationales recommandées.
L'inclusion d’'une dénomination dans les listes de DCI recommandées n'implique aucune reccmmandation en vue de
I'utilisation de la substance correspondante en médecine cu en pharmacie.

On trouvera d’'autres listes de Dénominations communes internationales proposées (1-73) et recommandées {1—

-.35) dans la Liste récapitulative No, 8, 1996,

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 40

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Saleccién de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9)], se comunica por el presante anuncio que las denominaciones que
acontinuacién se expresan hanside seleccionadas como Dencminaciones Comunes Internacionales Recomendadas.
La inclusion de una denominacion en las listas de las Denominaciones Comunes Recomendadas no supone
recomendacidn aiguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacicnales Propuestas (1-73) y Recomendadas {1-35) se encuentran
reunidas en Cumufative List No. 9, 1996.
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RECOMMENDED INN: List 40 WHO Drug Information, Vol. 12, No. 2, 1998

An ongoing review is under way of the long-standing objections to proposed
International Nonproprietary Names (INN). As a result, objections have been
withdrawn to the following names which are now included in this list of recommended
INNs:

alfacalcidol, almeciffin, alverine, amiflamine, anazolene sodium, calcium pantothen-
ate, chloralose, dimepranol, elanzepine, elfazepam, esmolol, fenisorex, fibrinolysin
(human), flavamine, glucosamine, iometin (131 1), iometin (125 1), leucocianidol,
levocarnitine, lombazole, loprodiol, metformin, mianserin, midaffur, neocinchophen,
ribavirin, ropizine, soterenol, sufmazole, thiomersal

Les objections formulées de longue date contre des Dénominations communes
internationales (DCI) proposées sont examinées. Des objections ont été retirées a la
suite de cet examen et les noms suivants sont donc inclus dans cette liste des DCI
recommandees:

alfacalcidol, almécilline, alvérine, amiflamine, anazolene sodique, paniothénate de
calcium, chloralose, diméprancl, élanzépine, elfazépam, esmolol, fénisorex,
fibrinolysine (humaine), flavamine, glucosamine, iométine (131 1), iométine (125 1),
leucocianidol, lévocarnitine, lombazole, loprodiof, metformine, miansérine, midafiur,
néocinchophéne, ribavirine, ropizine, sotérénol, sulmazole, thiomersal

Se ha emprendido un examen de las objeciones que se vienen formulando desde
hace tiempo a las denominaciones comunes internacionales {DCI) propuestas.
Como resultado, se han retirado las objeciones a las denominaciones siguientes,
que ahora estan incluidas en la presente lista de DCI recomendadas:

alfacalcidol, almecilina, alverina, amiflamina, anazolene soédico, pantotenate de
calcio, cloralosa, dimepranol, elanzepina, elfazepam, esmolol, fenisorex, fibrinofisina
(humana), flavamine, glucosamina, iometina (131 1), iometina (125 1), feucocianidol,
levocarnitin, fombazol, loprodiol, metformina, mianserina, midafiur, neocincofeno,
ribavirina, ropizina, soterenol, sulmazol, tiomersal
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Latin, English, French, Spanish:

Recommended INN Chemical name or description; Molecular formula; Graphic formula

DC!Recommandée Nomn chimique ou description; Formule brute; Formule développée

DC! Recomendada Nombre quimico o descripcion; Formula erpfrica; Formula desarrolfada

abarelixum

abarelix MN-acetyl-3-(2-naphthyl}-p-alanyl-4-chloro-o-phenylalanyl-3-(3-pyridyl}-o-alanyl-
L-seryl-N-methyl-L-tyrosyl-o-asparaginyl-L-leucyl-N-isopropyl-L-lysyl-L-prolyl-
p-alaninamide

abarélix [Macétyl-3-(naphtalén-2-yI}-p-alanyl]-(4-chloro-n-phénylalanyl)-[3-{pyridin-3-yi)-
p-alanyl]-L-séryl-{N-méthyl-L-tyrosyl)-n-asparaginyl-L-leucyl-[ NS-(1-méthyléthyl)-
Ldysyl)-L-prolyl-n-alaninamide

abarelix N-acetil-3-(2-naftil)-p-alani-4-claro-p-fenilalanil-3-(3-pindil}-o-alanil-L-senl-

acidum minodronicum
rminodronic acid

acide minodronique

acido minodrénice

N-metil-L-tirosil-o-asparaginii--leucil-Af-isopropil-L-iisii-L-prolil-o-alaninamida

C7aHesCIN14 04

! CH
ol Ny CHa st :
a 3 N g
Ala—0-Phe—D-Ala—Ser—Tyr—D-Asn—Leu—Lys —Pro—D-Ala—NH,

(1-hydroxy-2-imidazo[1,2-a]pyridin-3-ylethylidene)diphos phonic acid
acide [1-hydroxy-2-{imidazo[1,2-a]pyridin-3-yl)sthylidéne]diphosphonique

acido {1-hidroxi-2-imidazo[1,2-a]pindin-3-1letildenc)difosfénice

CsHy2N207P2

OH
Ny Onp_on
¢/ | HO.] ToH
/N P—OH
Il
== 0
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alfacalcidolum
alfacalcidol

alfacalcidol

alfacalcidol

almecillinum
almecillin

almécilline

almecilina

alverinum
alverine

alvérine

alverina

(52,7 E)-9,10-secocholesta-5,7,10(19)-triene- 1o, 38-diol
(62,7E)-(1R,3A)-9,10-sécocholesta-5,7,10(19}triene-1, 3-diol
(52,7 E)-9,10-secocolesta-5,7,10(19)-trieno-1 e, 3p-diol
CGorHa402

CHa

[(allylthic)methyl]peniciliin

acide (25,5R,6A)-3,3-diméthyl-7-oxo-6-[[2-[(prop-2-ényl)sulfanyl]acétyl]
aminec]-4-thia-1-azabicyclo[3.2.0]heptane-2-carboxylique

[(aliltio)metil]penicilina

CiaH1gN20452

N-ethyl-3,3'-diphenyldipropylamine
N-gthyl-3-phényl-N-(3-phénylpropyl)propan-1-amine
N-etil-3,3'-difenildipropilamina

CaoHzrMN

SRASAS
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amiflaminum
amiflaminge

amiflamine

amiflamina

anazolenum natricum
anazclene sodium

anazoléne sodigue

anazoleno sadico

atreleutonum
atreleuton

atréleuton

atreleutén

(+)-4-(dimethylamino}-u,2-dimethylpheneathylamine
(2 5)-1-[4-{diméthylamino}-2-méthylphényl]propan-2-amine
{(+)-4-{dimetilaming)-c, 2-dimetilfenetilamina

CrzH20N2

Ha
N
H3C” H NHp

CHa
CHs

4-{(4-anihino-5-sulfo-1-naphthyljaze]-5-hydroxy-2, 7-naphthalenedisulfonic acid,
trisodium salt

4-hydroxy-5-[[4-(phénylamino}-5-sulfonatonaphtalén- {-yildiazénylJnaphtaléne-
2,7-disulfonate de trisodium

sal trsédica del dcido 4-[{(4-anilino-5-sulfo- 1-naftiljazo]-5-tudroxi-2,7-
naftalenadisulfdnico

CagH1sNaNaz01033

S03Na

(I
NaOs =N O
HIN HO S0sNa

1-[{ A-3-[5-(p-fluorobenzyl}-2-thienyl]-1-methyl-2-propynyl]- 1-hydroxyurea

1-[{1A)-3-[5-{4-flucrobenzyl)thiophén-2-yl]-1-methylprop-2-ynyl]-1-
hydroxyurée

1-[({F)-3-[5-(p-fluorobencif)-2-tier)-1-metil-2-praptnil]- 1 -hidroxiurea
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aviptadilum
aviptadil

aviptadil

aviptadil

belaperidonum
belaperidone

bélapéridone

belaperidona

CigHisFN202S
H CHsO
N NH
S Z ' ¢
CH
\
F

L-histidyl-L-seryl-L-aspartyl-L-alanyl-L-valyl-L-phenylalanyk-L-threonyl-
L-aspartyl-L-asparaginyl-L-tyrosyl-L-threonyl-L-arginyl-L-leucyl-L-arginyl-L-tysyl-
L-glutaminyl-L.-methicnyl-L-alanyl-L-valyl-L-lysyl-L-lysyl-L-tyrosyl-L-leucyl-
L-asparaginyl-L-seryl-t-iscleucyl-L-leucyl-L-asparagine

L-hustidyl-L-séryt-L-aspartyl-L-alanyl-L-valyl-_-phénylalanyl-L-thréonyl-L-aspartyl-
L-asparaginyl-L-tyrosyl-L-thréonyl-L-arginyl-L-leucyl-L-arginyl-L-lysyl-
L-glutaminyl-.-méthionyl-L-alanyl-L-valyl-L-lysyl-L-lysyl-L-tyrosyl-L-leucyl-
L-asparaginyl-L-séryl-L-iscleucyl-L-leucyl-L-asparagine
L-histidil-t-seril-t-aspartil-L-alanil-L-valil-.-fenilalanil-L-treonil -L-aspartil-
L-asparaginil-L-tirosil-L-treonil-L-arginil-L-leucil-c-arginil-L-lisil-L-glutaminil-
L-metionil-L-alanil-L-vall-L-lisil-L-lisil-L-tirosil-.-leucil-L-asparaginil-L-seril -
L-isoleucil-t-leucil-L-asparagina

Cra7Hza8N44C428

His—Ser— Asp— Ala— Val—Phe— Thr— Asp— Asn— Tyr — Thr— Arg—Leu— Arg—

Lys —GIn—Met— Aa—Val—Lys —Lys — Tyr —Lew— Asn—Ser—lle—Leu—Asn

(+)-3-[2-[(15,5R,6 5)-6-(p-fluarophenyl)-3-azabicyclo[3.2.0)hept-3-yllethyl]-
2,4(1H,3H)-quinazolinedione

(+)-3-[2-[{15,5R,6 8)-6-(4-fluorophényl)-3-azabicyclo[3.2.0]hept-3-yl]éthyl]=
quinazoline-2,4(1H,3H)-dione

{+)-3-[2-[(15,5A,6 5)-6-(p-fluorofenil}-3-azabiciclo[3.2.0)hept-3-iletil]-2,4(1 H,3H)-
quinazolinadiona

CezHazFNaO;

172



WHO Drug Information, Vol. 12, No. 2, 1998 RECOMMENDED INN: List 40

bepotastinum
bepatastine
bépotastine

bepotastina

bibapcitidum
bibapcitide

bibapcitide

bibapcitida

biricodarum
biricodar

biricodar

biricodar

(-+)-4-{[(5)-pchloro-u-2-pyridylbenzyl]oxy]-1-piperidinehutyric acid

acide {+)-4-[4-[( 5)-(4-chlorophényl){pyridin-2-yljméthoxy]pipéridin-
1-yl]butanoigue

acido {+}-4-[[{5)-p-cloro-u-2-piridilbencil]oxi]- 1-piperdinabutitico
Ca1H25CIN20O3

13,13 [oxybis[methylene(2,5-dioxo-1,3-pyrralidinediyl)] bis|M-{mercaptoacetyl)-
o-tyrosyl-S-(3-aminopropyl)-L-cysteinylglycyl-L-a-aspartyl-
L-cysteinylglycylglycyl-S-(acetamidomethyl}-L-cysteinylglycyl-
S-(acetamidomeihyl)-L-cysteinylglycylglycyl-L-cysteinamide cyclic {1~ 5),{1'- 5')-
bis(sulfide)

{1~ 8),(1"~ 5")-bis(sulfure cyclique) du 13,13 -[oxybis[méthiyléne(2,5-
dioxopyrrolidine-1,3-diyl)]Ibis[{N-(sulfanylacétyl)-o-tyrosyi]-[S-(3-amincpropyi)-
L-cystéinyl]-glycyl-L-aspartyl-L-cystéinyl-glyeyl-glycyl-[ S-[(acétylamino)methyl]-
L-cystéinyl]-glycyl-[ S-[{acétylaminojméthyl]-L-cystéinyl]-glycyl-glycyl-
L-cystéinamide]

{1~ 5),(1'~ 5"-bis(sulfuro ciclico) de 13,13 -[oxibis[metilena{2,5-dioxo-1,3-
pirolidinadiil}]]bis{A-(mercaptoacetil)-o-tirosil- 5-(3-aminopropil)-L-cisteinilglicil-
L-e-aspartil-L-cisteinilglicil glicil- S-{acetamidometil)-L-cisteinilglicit-
S-{acetamidometil}-L-cisteinilglicilghell-L-cisteinamida ciclica

Cr1zH1e2Nas04aS 10

NH2 HN HM 0
c s ) 3 s
j»D—Tyr -Cys —Gly~Asp-Cys -Giy-Gly-Cys —Gly—-Cys ~Gly-Gly-Cys —NH>
|

=3
b=

4-{3-pyndyl}-1-[3-(3-pyridyl}propyllbutyl {5)-1-[(3,4,5-
trimethoxyphenyl)glyoxyloyl]pipecolate

(25)-1-[2-0x0-2-(3 4,5-fiméthoxyphényl)acéty!|pipéridine-2-carboxylate de
4-({pyridin-3-yl}-1-[3-(pyndin-3-yl)prapyl]butyle
(5)-1-[(3,4,5-trimetoxitenil)glioxiloillpipecolato de 4-(3-pindil)-1-[3-(3-
piridil)propil]butilo
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calclipantothenas
calcium pantothenate

paniothénate de calcium

pantotenato de calcio

chloralosum
chloralose

chloralose

cloralosa

declopramidum
declopramide

déclopramide

declopramida

CaqHa1N3O~
OCH3
HaCoO o] 0
’ 0 N ~
|H |
T
HzCO O N
8] o ‘
T
N

calcium bis[(A)-N-(2,4-dihydroxy-3,3-dimethylbutyryl)-B-alaninate]
bis[3-[[(2A)-2,4-dihydroxy-3,3-diméthylbutanoyl Jamino]propanoate] de calcium
bis[(F)-N-(2,4-dihidrox~3, 3-dimetilbutinil}-p-alaninato] de calcio
C1gHz2CaN2040

a-chloralose or{A)-1,2-0-(2,2,2-trichloraethylidene)-a-p-glucofuranose
a-chloralose ou 1,2-CH[{1A)-2,2,2-trichlorogthylidéne]-re-c-glucofurancse
a-cloralosa o (A)-1,2-0-(2,2,2-tricloroetilideno)-a-b-glucofuranosa

CaH11ClaOg

HC

4-amino-3-chloro-N-{2-{diethylamino)ethyl]benzamide
4-amino-3-chloro-N-[2-{diEthylaming)éthyl]benzamide

4-amino-3-cloro-N-[2-(dietilamino)etillbenzamida
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denileukinum diftitoxum
_— denileukin diftitox

dénileukine diftitox

denileukina diftitox

C13H2pCINLO

Hzl
C

N-L-methionyl-387-L-histidine-388-L-alanine-1-388-toxin (Corynebactenum
diphtheriae strain C7) {388~ 2')-protein with 2-133-interleukin 2 {human clone

pTIL2-21a)

N-L-meéthionyl[3B87-L-histidine-388-L-alanine]-(1-388)-toxine (souche C7 de

CHa

N N _-CHz

Corynebacterium diphtheriag)-(388— 2')-(2-133)-nterleukine 2 {clone pTIL2-21a

humain)

N-L-metionil-387-L-histidina-388-L-alanina-1-388-toxina (cepa C7 de Corynebac-

terium diphtheriae) (388~ 2')-(2-133)-interleukin 2 (clon humane pTIL2-21a)

CaseoHao3eNe780790S 17

MGADDVVDSS
SGETQGENYDDD
VVEVTYPGLT
TEEFIKRFGD
SVELEINFET

KSFVMENFSS
WEGFYSTDNK
KVLALKVDNA
GASRVVLSLP
RGKRGQDAMY

YHGTERPGYVD
YDARGYSVDN
ETIKKELGLS
FAEGSSSVEY
EYMAQAFAGN

SbINLDWDVI
EEKAKQYLEE
AWAVNVAQVI
AVHHNTEEIV
FVESIINLFQ
QLEHLLLDLQ
LEHLQCLEEE

RDKTKTKIES
FHQTALEHFE
DSETADNLEK
AQSIALSSLM
VVHNSYNRPA
MILNGINNYE
LKPLEEVLNL

VLELKGSETT FMEEYADETA

T

LEEHGPIKNK
LSELKTVTGT
TTAALSILPG
VAQATPLVGE
YSPGHEKTHAP
NPKLTREMLTF
AQSENFHLRP

TIVEFLNRWI

SIQKGIQKPK
ENPLSGEAGG
LTEPLMECQVG
INNWEQAKAL
RVRRSVGSSL

MSESPNKTVS
NPVFAGANYA
IGSVMGIADG
LVDIGFAAYN
TSSSTEKKTQL
KFYMPKKATE
RDLISNINVI

TFCOSIISTL
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dimepranclum
dimepranol

dimépranol

dimepranol

dutasteridum
dutasteride

dutastéride

dutasterida

ecenofloxacinum
ecenofloxacin

écéncfloxacine

ecencfloxacino

(+)-1-(dimethylamino)-2-propanal

(2 RS)-1-(diméthylamino)propan-2-ol
(£)-1-({dimetilamino)-2-propanol
CsH1zNO

H ©OH SHs and enantiomer
% ! el énantiomére
HaCA/N\CHS y enantibmero

w0000 o -hexafluoro-3-oxo-4-aza-So-androst-1-ene- 17B-carboxy-2'.5'-
xyldide

AH[2,5-bis(trifluorométhyl)phényl]-3-oxc-4-aza-5c-androst-1-éne-17§-
carboxamide

o, o000 o -hexafluoro-3-oxo-4-aza-5a-androst-1-en-17p-carboxi-2', 5'-xilidida

CazHaoFeN202

(+)-7-[(1R,55,65)-6-amino-1-methyl-3-azabicyclo[3.2.0]hept-3-yI]-1- cyclopropyl—
6-fluoro-1,4-dihydro-4-oxo-1,8-naphthyridine-3-carboxylic acid

acide (+)-7-[(1 55,6 5)-6-amino-1-méthyl-3-azabicyclo[3.2.0]hept-3-yi]-1-
cyclopropyl-6-fluoro-4-oxc-1,4-dihydro-1,8-naphtyridine-3-carboxylique

acide (+)-7-[{(1R,55,65}-6-aming-1-metil-3-azabiciclo[3 2.0]hept-3-11]-1-
ciclopropil-6-fluoro-1,4-dihidro-4-oxo-1,8-naftiidina-3-carboxilico

C1oHz1FN4Os

‘CHs
H2N, iz Y
H N_ _N
" o8
T COzH
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efavirenzum
efavirenz

efavirenz

efavirenzo

elanzepinum
elanzepine
élanzépine

elanzepina

elfazepamum
elfazepam

elfazépam

elfazepam

{5)-6-chloro-4-{cyclopropylethynyl}-1,4-dihydro-4-{triflucromethyl)-2H-3,1-
benzoxazin-2-one

{4 8)-6-chlora-4-(cyclopropyléthynyl)-4-(trifluorométhy(}-1,4-dihydro-2H-3,1-
benzoxazin-2-one

(5)-6-cloro-4-{ciclapropiletinil)-1,4-dimdro-4- (triflucrometil)-2H-3,1-benzoxazin-2-
ona

C14HCIFgNO2
Cl

3-chloro-11-[3-(dimethylamino)propylidene]-5,6-dihydromorphanthridine

3-(3-chloro-5,6-dihydre-11 H-dibenzo[ 5, elazepin-11-ylidana)-N, N
diméthylpropan-1-amine

3-claro-11-[3-{dimetilamino)propilideno]-5,6-dihidromorantridina

CigHz1CINg

O N
|
N
N \CH3
HN Q

Cl

7-chloro-1-[2-{ethylsulfonyl)ethyl-5-{c-fluorophenyl)-1,3-dihydro-2 H-1,4-
benzodiazepin-2-one

7-chloro-1-[2-(éthylsulfonyl)éthyl]-5-(2-fluorophényl)-1,3-dihydro-2H-1,4-
benzediazepin-2-one

7-cloro-1-[2-(etilsulfonil)etil-5-(o-tlucrofenil)-1,3-dihidro-2H-1,4-benzodiazepin-2-
ona
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embusartanum
embusartan

embusartan

embusartan

ensaculinum
ensaculin

ensaculine

ensaculina

C1aH18CIFN2035

methyl 8-butyl-1-[2-fluoro-4-(o-1 A-tetrazol-8-ylphenyt) benzyl]-1,2-dihydro-2-
oxoisonicolinate

6-butyl-1-[[3-fluaro-2'<(1 Hétrazaol-5-yl)biphényl-4-y[Jméthyl]-2-oxo-1,2-
dihydropyridine-4-carbaxylate de méthyle

6-butil-1-[2-fluoro-4-(o-1H-tetrazal-5-ilfenilybencil]-1,2-dihidro-2-oxoisonicotinato
de metilo

CosHpaFNsOs

HaC

Hat”

7-methoxy-6-[3-[4-{c-methoxyphenyl)-1-piperazinyljpropoxy]-
3,4-dimethylcoumarin

7-méthoxy-6-[3-[4-{2-méthoxyphényl)pipérazin-1-ylpropoxy]-3,4-dimeéthyl-
2H-chromén-2-one

7-metoxi-6-[3-[4-(o-metoxifenil)-1-piperazinil|propoxi]-3,4-dimetilcumarina

CreHazN20s

HaGCO 0.0

(\N/\/\O ~ CHa

::N\) CHo
OCH;
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eptifibatidum

ephfibatide NE-amidino-A2-(3-mercaptoproplonyl)-L-lysylglycyl- -a-aspartyl--tryptophyl-
L-prolyl-L-cysteinamide, cyclic (1- 6)-disulfide

eptifibatide (1~ 6)-disulfure cyclique de [N®-carbamimidoyl-A-(3-sulfanylpropanoyl}-L-tysyl]-
glycyl-L-aspartyl-L-tryptophyl-L-pralyl-L-cystéinamide

eptifibatida (1~ 6)-disulfuro ciclico de MP-amidine-A-{3-mercaptopropionil}-L-lisilglicil-
L-c-aspartil-L-triptofil-L-prolil--cistemnamida

CasHaaN110aS2

HN,_NHz

N®
Lys —Gly—Asp— Trp—Pro—Cys —NHa2

O
esmololum
esmolol (x}-methyl p-{2-hydroxy-(3-isopropylamina)propoxylhydrocinnamate
esmalol 3-[4-[(2RS5)-2-hydroxy-3-[(1-méthyléthylJamino]propoxy]phényllpropanoate de
méthyle
esmolol (¥)-p-2-hidroxi-(3-isopropiiamino)propoxilhidrocinamato de metilo
CigHasNQ4
H OH
O\)'\/N\r‘cH3 and enantiomer
et enantiomére
-0 CHa v enantiémerc
HaC

fandofloxacinum
lofloxacin 6-flucro-1-(5-fluoro-2-pyridyl)-1,4-dihydro-7-{4-methyl- 1-piperazinyl}-4-oxo-3-
quinalinecarboxylic acid

fandofloxacine acide 6-fluoro-1-(8-fluoropyridin-2-yl}-7-{4-méthylpipérazin-1-yl)-4-oxo-1,4-
dihydroguincigine-3-carboxyligue

fandofloxacine acido B-fluoro-1-(5-flucro-2-pindil)-1,4-dihidro-7-(4-metil- 1-piperazinil)-4-oxo-3-
quinolinacarboxilice
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fasoracetamum
fasoracetam

fasoracétam

fagoracetam

fenisorexum
fenisorex

fénisorex

fenisorex

fibrinolysinum (humanum)
fibrinolysin (human}

fibnnolysine (humaine)

fibninolisina {humanay

CooHgF2N4Os

(+)-1-[[(A)-5-oxo-2-pyrrclidinyl]carbonyl]piperidine
(+)-1-{[{2R)-5-oxopyrrolidin-2-yl]carbonyl]pipéndine
(+)-1-[[{R)-5-oxo-2-pirrolidinil]carbonilpiperidina
CroH16N202

ey

cs-7-fluoro-1-phenyl-3-1sachromanmethylamine
[{1AS,3AS5)-7-flucre-1-phényl-3,4-dihydro-1H-2-benzopyran-3-yliméthanamine
cis-1-fenil-7-luoro-3-isocromanametilamina

CieH1sFNO

and enantiomer
NHz2 et énantiomére
y enanhdémero

an enzyme obtained from human piasma by conversion of profibrinolysin with
streptokinase to fibrinolysin

enzyme obtenue a partir de plasma humain par transformation de la
protofibnnolysine en fibrinolysine & I'aide de streptokinase

enzima obtenida a partir del plasma humano por transformacion, con
estreptoquinasa, de protofibnnolisina en fibnnolisina
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fidarestatum
fidarestat

fidarestat

fidarestat

flavaminum
flavamine

flavamine

flavamina

frovatriptanum
frovatriptan

frovatriptan

frovatriptan

(+)-(28,4 5)-6-fluoro-2',5'-dioxospiro[chroman-4, 4 -imidazolidine]-2-
carboxamide

(+)-(28,45)-6-fluoro-2' 5’-dioxa-2,3-dihydrospiro[4 H-chroméne-4,4'-
imidazolidine]-2-carboxamide

(+}-{25,4 8)-6-flucro-2' 5"-dioxoespirc[4H-croman-4,4'-imidazolidina)-2-
carboxamida

CyaHigFN3O4

6 (diethylamino)methyl]-3-methyiflavone
6-{{diethylarmino)méthyl]-3-méthyl-2-phényl-4H-chromén-4-one
6-dietilaminometil-2-fenil-3-metil-4H-4-cromenona

CziHesNOz

{A)-5,6,7 B-tetrahydro-6-(methylamina)carbazole-3-carboxamide
(6 A)-6-(méthylamino)-6,7,8,9-tétrahydro-5H-carbazole-3-carboxamide
(R)-5,6,7 8-tetrahidro-6-(metilaming)carbazol-3-carboxamide

C14H17NRO

HaN Vi
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fulvestrantum
fulvestrant

fulvestrant

fulvestrant

glucosaminum
glucosamine

glucosaming

glucosamina

ibutamorenum
ibutamoren

Ibutamoren

ibutamoreno

7a-[9-[(4.4,5,5,5-pentaflucropentyl}sulfinyljnonyl]estra-1,3,5(10)-triene-3,17p-
diol

7a-[9-(4,4,5,5,5-pentafluoropentyl)sulfinylJnonyl]estra-1,3,5(10)-triene-3,17 -
diol

7a-[8-[{4.4,5,5,5-pentafluoropentil)sulfiniljnonillestra-1,3,5(10)-triieno-3,17p-dicl
CapH4rF50aS

2-amino-2-deoxy-f-D-glucopyranose
2-amino-2-désoxy-f-c-glucopyranose
2-amino-2-deoxi-p-b-glucopiranosa

CsH1zNOs

CHz0OH
0 oH
CH
HO
NH2

—

2-amina-N-[{R)-2-{benzyloxy}-1-[[1-(methylsulfonyl)spiro[indoline-3,4'-piperidinj-
1'-yllcarbonyl]ethyl]-2-methylpropionamide

2-amino-N-[(1A)-1-[(benzyloxy)méthyl]-2-[1-(méthylsulfonyl)-1,2-
dihydrospiroindole-3,4'-pipéridin]- 1-yi]-2-oxoéthyl]-2-méthylpropanamide

2-amino-N-[{A)-2-{bencilaxi)-1-[[1-{metisulfoniljespiro[indelina-3,4'-pipendin]-
1*-illcarboniljetil]-2-metipropionamida

Cz7HaeN4OsS

HaC CHspy @

N
HaN p N
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iometinum (*[)
iormetin (23()

iométine (23

iometina (*2%0)

iometinum ('}
iormetin (1311

iométine (7))

iometina (3'1)

" “ucoclanidolum
ieucocianidol

leucocianidol

leucocianidel

4-[[3~{dimethylamino)propyl]-aminal-7-[ 2 liodoquinoling
N-{7-["25Jiodoquinolgin-4-yl)- N, N-diméthylpropane-1, 3-diamine
4-[|3~{dimetilamino)propil]-amine]-7- 23l liodoquinclina
CaHsglN3

4-[[3-(dimethylamino)propyl]-amine]-7-[1¥]icdoquinaline
N-(7-[M)iodoguinol éin-4-yl)- N, N-diméthylpropane-1,3-diamine
4-[[3-(dmetlamino) propil]-amino]-7-¥ Jiodoguinolina

CraH1alN3

[131]]

3,3'4,4 5, 7flavanhexol
2-(3,4-dihydroxyphényl}-3,4-dihydro-2H-chromeéne-3,4,5,7-téiral
3,3'4,4' 5 7-flavanhexol

CigH1a07
OH
OH
HO = 0
|
QH
COH ©CH

183



RECOMMENDED INN: List 40

WHO Drug Information, Vol. 12, No. 2, 1998

levocarnitinum
levocamitine

lévocamitine

levocamitina

levocetirizinum
levocetinzine

lévocétinzine

levocetinzina

levosalbutamolum
levosalbutamal

lévosalbutamal

levosalbutamcl

lombazolum
lombazcle

lombazcle

lombazcl

{L-3-carboxy-2-hydroxypropyljtnmethylammonium hydroxide, inner salt
{3F)-3-hydroxy-4-{tnméthylammonio)butanoate
hidréxide de (L-3-carboxi-2-hidroxipropiljtrimetilammanic, sal interna

CrH15NQ3

CHa QH

b+ L LH -
Hac—N_ < COy

HaC

[2-[4-[{ A)-p-chloro-u-phenylbenzyl]-1-piperazinyl]ethoxylacetic acid
acide 2-[2-[4-[{A)-(4-chlorophenyl)phényliméthyl] pipérazin-1-yl]éthoxylacétique
acidc {2-[4-[{ R)-p-clora-n.-fenilbencil)-1-piperazinilletoxilacélico

Ca1HasGINaO5

cl O CO:H

N
&)
(A)-c!{(tert-butylamino)methyl]-4-hydroxy-m-xylene-c, o -diol

(1 A)-2-[(1,1-diméthyléthyl)amina]-1-[4-hydroxy-3-(hydroxyméthyl}phényl]éthanal

(A)-a'-[(terc-butilamino) metil]-4-hidroxi-m-xileno-c, o '-diol

C1aHz1NO3 , T
H OH H
NXCH;;
H3aC CHj
HO
OH

(+)-1-(c-4-biphenylyl-o-chlerabenzyllimidazole
1-[{ AS)-(tiphényl-4-yl){2-chlorophényl}méthyl]-1 H-midazole

(£} 1-(c-4-bifenilil-o-clorobencilimidazol
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loprodiclum
loprodiol

loprodiol

loprogiol

lotrafibanum
lotrafiban

Iotrafiban

lotrafiban

meluadrinum
meluadrine

méluadrine

meluadrina

C2aH+7CINz

T Cl
| H and enantiomer
e et enantioméere

¥ enantiomerc
N
7
T

2,2-bis(chloromethyl)-1,3-propanedicl
2,2-bis{chlorométhyljpropane-1,3-dicl
2,2-bis(clorometil)-1,3-propancdial
CsH1oCle02

Cl Cl
HO X .CH

{5)-2,3,4 5-tetrahydro-4-methyl-3-0xo0-7-[[4-(4-piperdy)piperidino]carbenyl]-1 H-
1,4-benzodiazepine-2-acetic acid

acide 2-[(25}-7-([4,4'-bipipéridinyl- 1-yl]carbanyl}-4-méthyl-3-oxc-2,3,4,5-
tétrahydro-1+-1,4-benzodiazépin-2-yllacétique

acida {§)-2,3,4,5-tetrahidro-4-metii-3-oxo-7-[[4-(4-piperidilpiperidino]carbonil}-
1H-1,4-benzodiazepina-2-acético

CazHazN4Oa

HN

o
N-Cc0uH
0
N N

h

CHa

(-)-{A)-c-[(tert-butylamino)methyi]-2-chlaro-4-hydroxybenzyl alcchol
(-)-(1A)-1-{2-chloro-4-hydroxyphenyl}-2-[{1,1-dimethyléthylJamino]éthanal

alcohol {-)-{A-a-[{terc-butilamino)metil]-2-clora-4-hidroxibencilico
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mespiperonum (*'C)
mespiperone (1'C)

maspipérone (11C)

mespiperona {11C)

metforminum
metformin

matformine

matformina

mianserinum
miansetrin

miansérine

mianserina

CizH1aCING:
H OH
. H CHgz
\'LCH:;
CH
HO Cl 3

8-[3-(pfluorobenzayl)propyl]-3-[''Clmethyl- 1-phenyl-1,3,8-triazaspiro[4.5]decan-

4-one

8-[4-(4-fluorophényl)-4-oxobutyl]-3-{ ' C]méthyl-1-phényl-1,3,8-

triazaspiro[4.5]décan-4-one

8-[3-(p-fluorobenzoil)propil]-3-[1'Clmetil-1-ferul-1,3,8-triazaspiro[4.5]decan-4-ona

Caza['1CIH2sFNaO2

CL

N\
N 0

F

1,1-dmethylbiguanide
1,1-dméthylbiguanide
1,1-dimetilbiguanida

C4H11Ns
NH  NH
cH
HzN)I\NJkN/ *
o

CHa

1,2,3,4,10,145-hexahydro-2-methyldibenzol ¢, Apyrazino[1,2-alazepine
{14bAS)-2-méthyl-1,2,3,4,10,14b-hexahydrodibenzo[c, Apyrazino[1,2-

alazépine

1,2,3,4,10,14b-hexahidro-2-metildibenzo[ c, pirazino[1,2-alazepina
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midaflurum
rmidaflur

midaflur

midaflur

mitiglinidum
mitighride
mitiglinide

mitiglinida

moxifloxacinum
moxifloxacin

moxifloxacine

moxifloxacina

C1aHzoN2

O and enanfiomer
H et énantiomére
N ¥ enantiémero

4-amino-2,2,5,5-tetrakis(trifl uoromethyl)-3-imidazoline
2,2,5,5-tétrakis(trfluoromeéthyl)-2,5-dihydro-1 F-midazol-4-amine
4-amino-2,2,5,5-tetrakis(trifl uarometil)-3-imidazalina

CrHaF12Ng

H
FsC N CFa
F3C >§73<CF3

HzN

(-)-{28,3a,7a-cis)-c-benzylhexahydro-y-oxo-2-iscindclinebutyric acid

(-)-acide (25)-2-henzyl-4-[(3aA,7a5)-octahydro-2 H-isoindol-2-yl]-4-
oxobutanoigue

acido (-)-{28,3a,7a-cis)-a-bencilhexahidro-y-oxo-2-1s0indolinbutirico

C15HzsNOs

N CO2H
H :
M

1-cyclopropyl-6-fluoro-1,4-dihydro-8-methoxy-7-[(4a 5, 7aS)-cctahydro-6 -
pyrrolo[3,4-blpyridin-6-yl]-4-cxo-3-guinalinecarboxylic acid

acide 1-cyclopropyl-6-fluoro-8-méthoxy-7-[(4a 5, 7aS)-octahydro-6H4-
pyrrolo[3,4-blpyridin-6-yl]-4-axo-1,4-dihydraquinoléine-3-carboxylique

acido 1-ciclopropil-6-flucro-1,4-dihidro-8-metoxi-7-[{(4a8,7a.5})-octahidro-6 H-
pirrclo[3,4-b)piridin-6-11]-4-oxc-3-quinolinacarboxilico
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moxilubantum
moxilubant

moxilubant

moxilubant

neocinchophenum
neocinchophen

néocinchophéne

neocincofeno

nepadutantum
nepadutant

népadutant

nepadutant

Ca1Hz4FN4Os4

4-[[5-(p-amidincphenaxy)pentyl]oxy]-N, A-diisapropyl-3-methoxybenzamide

4-[[5-(4-carbamimidoylphéncxy)pentyl]oxy]-3-méthoxy-N N-bis(1-
méthyléthyl)benzamide

4-[[5-{p-amidinofenoxi)pentiilox]- N, N-diisopropil-3-metoxibenzamida
CazeHarMNaOy

NH O CHs
Ha N)\CHa
07 TN Hae” “CHg

QOCH3

ethyi 6-methyl-2-phenylquinoline-4-carboxylate
6-méthyl-2-phénylquinoléine-4-carboxylate d'éthyle
2-fenil-6-metil quinolina-4-carboxilato de etilo
C1gH17NO2

cyclo[N-{2-acetamido-2-deoxy--p-glucopyranosyl}-L-asparaginyl-L-c-aspartyl-
L-tryptophyl-L-phenylalanyl-L-2,3-diaminopropionyl-L-leucyl], cyclic {2- 5)-peptide
(2- 5)-peptide cycligue du cyclo[[ N*-{2-(acétylaming)-2-désaxy-
B-p-glucopyranosyl]-L-asparaginyl]-L-aspartyl-L-tryptophyl-L-phénylalanyl-{3-
aminag-L-alanyl}-L-leucyl]

(2~ 5}-péptido ciclico de ciclo[N-{2-acetamido-2-desoxi-B-o-glucopiranosil)-
L-asparaginil-L-a-aspartil-_-triptofil-L-fenilalanii-L-2,3-diaminopropionil-L-leucil]
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nepafenacum
nepafenac

népafénac

nepafenaco

nepicastatum
nepicastat

nepicastat

nepicaslat

CasHsaN1004z

b NH
H H

HO. Asn—N Trip—Phe—N Le
H

HaC. NH
T
o}

2-(2-amino-3-benzoylphenyljacetamide
2-(2-amino-3-benzoylphényl)acétamide
2-(2-amino-3-benzollfeniljacetamida

C15H1aN202

NHz2

0
NH2

5-{aminomethyl)-1-[(5)-5,7-difluoro-1,2,3,4-tetrahydro-2-naphihyl]-4-imidazoline-
2-thione

) Q

5-(aminométhyl)-1-[(25)-5,7-difluoro-1,2,3,4-tétrahydronaphtal én-2-yl]-1,3-
dihydro-2H-imidazole-2-thione

5-{aminometil)-1-[{8)-5.7-difluoro-1,2,3,4-tetrahidra-2-naftil]-4-imidazolina-2-
tiona

CiaHys5F2Na5S

F

s
H
< N)J\NH
/ \—/

NHz
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nitisinonum
nitisinone

nitisincne

nilisinona

nolatrexedum
nolatrexed

nolatrexed

nolatrexed

omapatrilatum
omapatrilat

omapatrilate

omapatrilat

2-(t,o,a-tnfluoro-2-nitro- p-toluoyl}-1,3-cyclohexanedione
2-[2-nitro-4-(tnfluoromeéthylibenzoyl]cyclohexane-1,3-dione

2- (a0, o-trifluoro-2-nitro-p-tolunil)-1,3-ciclohexanodiona

C14H10FaNOs
@] O NO»
0 CF3

2-amino-8-methyl-5-(4-pyridylthio}-4 (3H)-quinazolinone
2-amino-6-méthyl-5-[(pyndin-4-yl)sulfanyl]quinazolin-4(1 H)-one
2-amino-6-metil-5-(4-piridittia)-4{3H}-quinazelinona

CiaHi=NLO5

@

|

o s

N CHgj
P
HaN~ N
H

(45,7 5,10a5)-octahydro-4-[( 5)-u-mercaptohydrocinnamamido]-5-oxo-7H-
pyrido[2,1-5][1,3]thiazepine-7-carboxylic acid

acide (48,7 5,10a5)-5-0xo-4-[[(2 5)-3-phényl-2-sulfanylpropanoyllamino]-
cctahydro-7H-pynido[2,1-5][1,3]thiazépine-7-carboxylique

acido (45,7 5,10a8)-octahidro-4-[{ 5}-a-mercaptchidrocinamamido]-5-oxo-7 H-

pirido[2,1-b][1,3]tiazepina-7-carboxilica
C1gHzaN20452

H SH H

H O H coH
N
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pamiteplasum
pamiteplase

pamitéplase

pamiteplasa

paricalcitolum
paricalcitol

paricalcitol

paricalcitol

275-L-glutamic acid~{1-91)-(174-527}-plasmincgen activator (human tissue-

type protein moiety)

[275-acide L-glutamigue]-(1-91)-(174-627)-activateur du plasminogéne (de
type tissulaire humain)

275-acido-L-glutamico -(1-91)-(174-527})-activador del plasmindgeno (tipo
tisular humano fraccidn proteica)

Cot72Ha30aNe27Cs5e5 34

| ]
SYQVICRDEXK TOMIYQQHQS WLRPVLRSNR VEYCWCNSGR

AQ&HSVPVKS SEPRFFNGG TCQQALYFSD FVFQFFEGFA
GKC&EIDTRA TSEGNSDFYF GNGSAYRGTH SLTESGASCL
PWNSMILIGKJ VYTAONPSAD ALGLGEHNYC RNPDGDAK?W
]
&HVLKNRRLT WEY&DVPSCS TCGLRQYSQP QFEIKGGLFA
DIASHEWQARA IFAKHRRS;G EEFLFGGILI SSCWILSAAH
éFQERFPPHH LTVILGRTYR VVPGEEEQKF FEGEKYIVHKE
FDDDTYDNDI ALLQLXSDSS RéAQESSVVR TV&LPPADLQ
LEPDWTECELS GYGKHEALSEF FYSERLKEAH VRLYPSSRFT
SQHLLﬁRTVT DNML&AGDTR SGEPQANLHD A?QGDSGGPL
VCLNDGRMTL VGIISWGLGC GQ¥DVPGVYT KVTNYLDWIR

DNMRF
* glycosytation site
* site de glycosylation
* posicion de glicosilacion

(7E£,22 E£)-19-nor-9,10-secoergosta-5,7,22-triene- 1w, 33,25-triol
(7E,22E)-(1R,3A)-19-nor-8,10-sécoergosta-5,7,22-triéne-1,3,25-triol
(7E,22E}-19-nor-9,10-secoergosta-5,7,22-trienc-1c..3p, 25-triol
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CarHyaOs

3
OH

CHa

pemetrexedum

pemetrexed N-[p[2-(2-aminc-4,7-dihydro-4-oxo-1H-pyrrolo[ 2, 3-dlpyrimidin-5-
yl)ethyl]benzayl]-L-glutamic acid

pémétrexed acide (25)-2-[[4-[2-(2-amino-4-ox0-4,7-dihydro-1 H-pyrrola[2,3-d]pyrimidin-5-
yliéthyllbenzoyllaminolpentanedioique

pemetrexed acido N-[p-[2-(2-amino-4,7-dibidro-4-oxo-1 H-pirrolo[ 2, 3-dpirimidin-5-
iletillbenzoil]-L-glutamico
CaoHa1MNs0s

:COzH
H

N COaH
H

perflenapentum

perflenapent dodecafluoropentane
perflénapent dodécaflucropentane
perflenapent dodecaflucropentano
CsF12
F F
FaC CFa
F FF F
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perflisopentum
perflisopent

perflisopent

perflisopent

rifosinum
perifosine

pénfosine

penfosina

pexigananum
pexiganan

pexiganan

pexigandn

nonaflucro-2-(triflucromethyl)butane
nonafluoro-2-(trifluorométhyl)butane
nonafluore-2-{trifluorometil}butano

CsFi2

CF
FaC s

F CF3

4-hydraxy-1,1-dimethylpiperidinium hydroxide, octadecyl hydrogen phosphate,
inner salt

1,1-dimeéthyl-4-[[{octadécyloxy)oxydophos phoryljoxy]pipéridinium
1,1-dimetil-4-[{ (octadeciloxi}oxidofostanl]oxi]piperidinio
CasHz2NOsP

H3C\§/CH3

H3c\/\/\/\/\/\/\/\/\/o\|=/o

N

Q0

glycyl-Lisoleucylglycyl-L-iysyl-L-phenylalanyl-L-leueyl-L-lysyl-L-Tysyl-L-alanyl-
L-lysyl-t-lysyl-L-phenylalanyiglycyl-L-lysyl-L-alanyl-L-phenylalanyl-L-valyl-L-Tysyl-
L-isoleucyl-L-leucyl-L-lysyl-L-lysinamide

glyeyl-L-isoleucyl-glycyl-L-lysyl-L-phénylalanyl-L-leucyl-L-lysyl-L-lysyl-L-alanyl-
L-lysyl-L-lysyl-L-phényialanyl-glycyl-L-lysyi-L-alany)-L-phénylalanyl-L-valyl-L-lysyl-
L-isoleucyl-L-leucyl-L-lysyl-L-lysinamide

glicil-L-1soleucilglicil-L-lisil-L-fenilalanil-L-eucil-L-isil-L-lisil-L-alanil-L-lisil-L-hisi -
L-fenilalanilglicil-L-lisil-L-alanil-L-fenilalanil-L-valil-L-lisil-L-isoleucil-L-leucii-L-lisil-
L-lisinamida

CrzaHz10Naz0g2

Gly—lle—Gly—Lys —Phe—Leu—Lys —Lys —Aa—lys —Lys —Phe—
10
Gly—Lys—Aa—Phe—Val—Lys —lle—Leu—Lys —Lys —NHaz
20
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pibutidinum
pibutidine

pibutidine

pibutidina

pregabalinum
pregabalin

prégabaline

pregabalina

prucalopridum
prucalopride

prucalopride

prucaloprida

3-amino-4-[[(Z}-4-[[4-{piperidinomethyl}-2-pyndyljoxy]-2-butenyllamino]-3-
cyclohutene-1,2-dione

3-amino-4-[[(22)-4-[[4-{pipéridin-1-yiméthyl)pyndin-2-ylJoxy]but-2-
enyllaminc]eyclobut-3-éne-1,2-dione

3-amino-4-[[(2)-4-[[4-(piperidinometil}-2-piridil]oxi]-2-butenillaming]-3-
ciclobuteno-1,2-dicna

C1oHz24Ns O3

H o
O\/@/\J/N
\
N Ry o /Hz Q

(8)-3-(aminomethyl}-5-methylhexanoic acid
acide (35)-3-(aminométhyl)-5-méthylhexanoique
acido (8)-3-(aminometil)-5-metilhexandico

CgH17NO:

NH2
CHa{ H

COoH
HzC ©2

4-amino-5-chlore-2,3-dihydro-N{1-{3-methoxypropyl}-4-piperidyi]-7-
benzofurancarboxamide

4-amino-5-chlora-N-[1-(3-méthoxypropyl)pipéndin-4-yl]-2,3-dihydrobenzofurane- -

7-carboxamide

4-amino-5-cloro-2,3-dhidro-N-[1-(3-metoxipropil}-4-pipendil]-7-
benzofurancarboxamida

C18H2z6CINa0O3

CH
I /OI/\/\O’ 3
Cl
N

H
HzN 0O
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rapacurcnii bromidum
rapacuronium bromide

bromure de rapacuranium

bromuro de rapacuronic

ribavirinum
ribavirin

ribavirine

ribavirina

1-allyl-1-(3cx, 17 B-dihydroxy-2p-piperidine-5a-androstan-16p-yl)pipendimum
bromide, 3-acetate 17-propionate

bromure de 1-[3a-{acétyloxy)-2p-{pipéridin-1-yl}-173-(propanayloxy)-5o-
androstan-16p-yl}-1-(prop-2-ényl)pipéridinium

bromuro de 1-alil-1-{3a,17p-dihidroxi-23-piperidino-5a-androstan-16p-
iljpiperidinio, 3-acetate 17-propionato

CarHg1BrN20y

1-p-p-ribofuranosyt-1H-1,2,4-triazole-3-carboxamide
1 -B-p-ribofurannosyl-1H- 1,2, 4—triazole-3-carboxamide

1-f-p-ricofuranosil-1H-1,2,4-triazalo-3-carboxamida

CsH1zNsOs
NHz
o
N
i
HO. N 3
N
w]
OH H
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rifalazilum
nfalazil

rifalazil

rifalazilo

robalzotanum
robalzotan

robalzotan

robalzotan

(25,162,1BE,205,215,22R,23R,24R,255,26R,27 5,28B£)-5,12,21,23,25-
pantahydroxy-10-(4-1sabutyl-1-piperazinyl)-27-methoxy-2,4,16,20,22,24,26-
heptamethyl-2,7-(epoxypentadeca[1,11,13]trienimine)-6H-benzofuro[4,5-
glphenoxazine-1,8,15(2H)-trione 25-acetate

acétate de (167,1BE,28E)-(25,208,215,22A,23R,24R,255,26R,27 5)-

5,12 21 23-tétrahydroxy-27-méthoxy-2,4,16,20,22,24,26-heptaméthyl- 10-[4-(2-
méthylpropyl)pipérazin-1-yl]-1,6,15-trioxo-1,2-dihydro-2,7-
(époxypentadécal1,11,13]tnénimino)-6H-benzofuro4,5-alphénoxazin-25-yle
25-acetato de (25,167,1BE,208,21 5,22R,23R,24R,255,26A,275,28E)-
5,12,21,23,25-pentahidroxi- 10-(4-isobutil-1-piperazinii)-27-meloxi-
2,4,16,20,22,24,26-heptametil-2,7-(epoxipentadecal1,11,13]trienimino)-6H
benzofuro[4,5-alfenoxazina-1,8,15{2H)-tricna —

Cs1HgaNaCha

(A)-3-(dicyclobutylamino)-8-fluoro-5-chromancarboxamide
(3A)-3-{dicyclobutylaming)-8-fluoro-3,4-dihydro-2H-chroméne-5-carboxamide
(Ay-3-(diciclobutilamino)-8-fluore-5-cromancarboxarmida

C1aHzsFN20:

38

196



WHO Drug Information, Vol 12, No 2, 1998 RECOMMENDED INN: List 40

ropizinum
ropizine

ropizine

ropizina

rosiglitazonum
rosigltazone

rosiglitazcne

rosighitazona

seocalcitolum
seocalcitol

seocalcital

ssocalcitol

1-(diphenylmethyl)-4-[[(6-methyl-2-pyridyl)methylene]laminc]piperazine
4-(diphénylméthyl)-N-[ (6-méthylpyridin-2-ylméthyléne]pipérazin-1-amine
1-(difenilmetil)-4-[[ (6-metil-2-piridil)metilenclamino]piperazina

C24Hz6Mq

(\N/N\ N
O N ]

P

O CHa

(£)-5-[p-{2-(methyl-2-pyridylaminc)ethoxy]benzyl]-2,4-thiazolidinedione
(5A5)-5-[4-[2-[méthyl(pyridin-2-yl}amino] éthoxybenzylthiazolidine-2,4-dione
(x)-5-[p-[2-(metil-2-pindilaminc)etoxilbencil]-2,4-tiazolidinadiona

C1gH1aN3035

o]
S/Q and enantiomer
NH el &nantiomera

y enantibmero

(BZ7E,22E 24 F)-24a,26a,27a-tnhamo-5,10-secochalesta-5,7,10(19),22,24-
pentaene-1a,3p,25-triol

(BZTE,22E,24E)-(15,3A)-24a,26a,27a-trihomo-9, 10-sécocholesta-
5,7,10(19),22 24-pentaéne-1,3,25-triol

(62,7 E,22E,24E)-24a, 264,27 a-trihomo-9,10-secocolesta-5,7,10(19),22,24-
pentaeno-1c.,3p,25-triol
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silperisonum
silperisone

sllpénsone

slipensona

sinapultidum
sinapultide

sinapultide

sinapultida

sivelestatum
sivelestat

sivélestat

sivelestat

CaoH0a

CH3

1-{[(p-fluorcbenzyl)dimethylsilyllmsthyl] piperidine
1{[{4-fluoratzenzyl)diméthylsilyllméthyl] piperidine
1{[{p-fuorobencil}dimetilsililjmetil] pipendina
C1sHo4FNSI

NS
Hae oH
3 3 E

L-lysyl-L-leusyl-L-leucyl-L-leucyl-LHeucyl-L-lysyl-L-leucyl- -leucyl-L-leucyl-L-leucyl-
L-lysyl-L-leucyl-L-leucyl-L-leucyl-L-leucyl-L-lysyl-L-leucyl-L-leucyl-i-leucyl-L-leucyl-
L-lysine
L-lysyk-L-leucyl-L-leucyl-L-leucyl-L-leucyl-L-lysyl-L-leucyl-L-leucyl-L-leucyl-L-leucyl-
L-lysyl-L-leucyl-L-leucyl-L-leucyl-L-leucyl-L-lysyl-L-leucyl-L-leucyl-L-leucyl-L-leucy’”
L-lysine

.

L-lisil-L-leucil-L-leucil-L-leucii-L-leuci-L-lisil-L-leucil-L-leucil-L-leucil-L-leucil -L-lisil-
L-leucil-L-leucil-L-leucil-Ldeucil-L-lisil-L-leucil-L-leucil-L-leucil-L-leucil-L-lisina

CrzeHzasN2sOg2z

Lys —Leu—Leu—Lleu—Leuv—Lys —Leu—Leu—Leu—Leuv—Lys —
10

Leu—Leu—Leu—Leu—Lys —Leu—Leu—Leu—Leu—Lys
20

o-{p-hydroxybenzenesulfonamido}hippuric acid, pivalate {ester)

acide 2-[[2-[[[4-[{2,2-diméthylpropancyloxy]phényl]sulfonyllamino]benzoyl]-
aminolacétique

acido o-(p-hidroxibencenosulfonamidojhiplinco, pivalate (éster)
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soterenolum
soterenal

Jtéréncl

soterenct

sulmazolum
sulmazole

sulmazole

sulmazol

sunepitronum
sunepitron

sunépitran

sunepitrén

CooHzeN2075
H3zC CHa H
Q N COzH
H3C>H/ S 2
o) oM O
4w
a o

2-hydroxy-5"[1-hydroxy-2-{isopropylamino)ethyl)maethanesulfenamide

N-[2-hydroxy-5-[(1 AS)-1-hydroxy-2-[(1-méthyléthylyamino]éthyljphényl]=
meéthanesulfonamide

2-hidroxi-5'-(1-hidroxi-2-1sopropilaminoetil) metanosulfonarulida

CraHeoN204S

H OH H
; N CHa

and enantiomer
CHgz et énanbomeére

RO y enantidmera

NH

~
Hon

C 0

2-[2-methoxy-4-(methylsulfinylyphenyl]-34-imidazo[4.5-blpyndine
2-[2-methoxy-4-(méthylsulfinyl}phényl)-3H-imidazo[4,5- blpyndine
2-[2-metoxi-4-{metilsulfinil)fenil]-3H-midazo[4 5-Hpiridina
C1aH13N30:8

H3CO
| 1

N N CHs

N-{[(7 5, 9a S)-octahydro-2-(2-pynmidinyl)-2H-pyridof1,2-a)pyrazin-
7-ylImethyl}succinimide

1-[[{7 5.9a 5)-2-{pyrimidin-2-yljoctahydro-2 H-pyride[1,2-&)pyrazin-
7-yliméthylpyrrolidine-2,5-dione

N-[[{7 5,9a8)-octahidro-2-(2-pirnmidinil}-2H-piridof 1,2-a] pirazin-
7-iljmetil]succinimida
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Ci7H23N502

N N
[T
(//N
technetii (**"T¢) apcitidum

technatium (**™Tc) apcitde sodium hydrogen [N-(mercaptoacetyl)-o-tyrosyl-S-(3-aminopropyl)-
L-cysteinylglycyl-L-a-aspartyl-L-cysteinylglycylglycyl-S-(acetarmidomethyl)-
L-cysteinylglycyl-S-(acetamidomethyl}-L-cysteinylglycylglycyl-L-cysteinamide
cychc {1+ 5)-sulfidato(5-)-A, N2, N3, 513]oxo[® ™ Teitechnetate(V)

technétium (°°"Tc) apcibde hydrogéno [{1- 5)-(sulfure cyclique) du [A-(sulfanylacétyl)-o-tyrosyl]{S-(3-
aminopropyl)-L-cystéinyl]-glycyl-L-aspartyl-L-cystéinyl-glycyl-glycyl{ 5-
[(acétylamina)méthyl]-L-cystéinyl]-glycyl-[ S-[(acétylamino)méthyl]-L-cystéinyl]-
glycyl-glyeyl-L-cystéinamidato{5-)-N17, N2 N3, §FJoxo[*¥™ Tetechnetate(V) de
sodium

tecnecio (**™Tc) apcitida hidrageno [N-{mercaptoacetil)-o-tirosil- S-(3-aminopropil)-L-cisteinilglicil-L-c-
aspariil-i-cistenilglicilglicil- S-(acetamidometil)-L-cisteinilglicil- 5-
{acetamidometil)-L-cistemnilglicilglicil-L-cisteinamida (1- 5)-sulfidato ciclico {5-)-
NLN2 M8 S130x0[# M Te]tlecnetato(V) de sodio

Cs1HzraN1zNaOz5:%mTe

35 0]
Na* NH3 HN._  HN_ 5 N
0 | Sl somTe=0
Y Y

s g
|—D-Tyr ~Cys —Gly-Asp-Cys -Gly-Gly-Cys —Gly—Cys -N
|

s |

temocaprilatum
temocagprilat {+)-(25,6R)-6-[[(1 S)-1-carboxy-3-phenylpropyllamino]tetrahydro-5-oxo-2-(2-
thienyl)-1,4-thiazepine-4(5H)-acetic acid

témocapnlate {+)-acide 2-[(28,6R)-8-[[{1S)-1-carboxy-3-phénylpropyllamino]-5-ox0-2-
{thiophén-2-yl)tétrahydro-1,4-thiazépin-4(5H)-ylJacétique

ternocaprilato acido (+)-(25,6 A)-6-[[(15)-1-carboxi-3-fenilpropillamino]tetrahidro-5-ox¢-2-{2-
tienil)-1,4-tiazepina-4(5H)-acético
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" “*hiomersalum
ihiomersal

thiomersal

tiomersal

thyrotropinum alfa
thyrotropin alfa

thyrotropine alfa

tirotropina alfa

CeiHzaN20552

S%
HO»C H
Y N

N
HH ©

sodium ethylmercurithiosalicylate

vCDzH

2-(éthylmercurisulfanyl}benzoate de sodium

etiimercuritiosalicilato de sodio

CgHgHgNaOES

CO;Na
©:S/Hg\/

CHa

thyrotropin (human B-subunit protein moiety], complex with chorionic gonadotro-
pin {human o-subunit protein moiety

thyrotropine (humaine, partie protéique de 118 aminoacides de la sous-unité f8),

complexée & la gonadotropine charionique {hurmaine, partie protéique de 92

aminoacides de la sous-unité «)

tirotropina (humana,fraccion proteica de 118 aminoacidos de la subunidad p),
complejado con gonadatropina ceriénica (humana, fraceion proteica de 92
aminodacidos de la subunidad o)

C1oasH1e02MN2740307527

APDVOQDCPEC
LRSKKTMLVQ
ACHCSTCYYH

FCIPTEYTMH
FLEKYAT.SQD
LSCKCGKCNT

TLQENPFFS5Q
KNVTSESTCC
KS

IERRECAYCL
VCTYRDFIYR
DYSDCIHEATL

PGAPILQCMG
VAXKSYNRVIV

TINTTICAGY
TVEIPGCPLH
KTNYCTKEPQK

CCFSRAYPTP
MGGFKVENHT

CMTRDINGKL
VAPYFSYPVA
SYLVGFSV
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tifacoginum
lifacogin

tifacogine

tifacogina

tobiclllinum
tobicillin

tobicilline

tobicillina

N-L-alanylblood-coagulation factor LACI (human clone X P9 protein moiety

reduced)

N-L-alanylfacteur de coagulation sanguine LACI {partie protéique réduite
produite par e clone humain 3 P9)

N-L-alanitfactor de coagulacion sanguinea LACI (fraccion protéica reducida
producida por el clén humanc A P9)

CraooHz167MN33504225 23

ADSEEDEEHT
KRFFFNIFTR
NANRITEKTTL
KQCERFEYGG
GTQLNAVNNS

ANENRFYYNS
KEGFIQRISK

(+)-c-hydroxy-m-tolyl (25,5 A,6A)-3,3-dmethyl-7-oxc-6-(2-phenylacetamido)-4-

IITDTELPPL
QCEEFIYGGC
QQEKPDFCFL
CLGNMNNFET
LTPQSTKVPS

VIGKCRPFKY
GGLIKTKRKR

KLMHSFCAFK
EGNQNRFESL
EEDPGICRGY
LEECKNICED
LFEFHGPSWC

SGCGGNENNF
KEQRVKIAYE

ADDGPCKAIM
EECKEMCTRD
ITRYFYNNQT
GPNGFQVDNY
LTPADRGLCR

TSKQECLRAC
ETFVKNM

thia-1-azabicyclo[3 2 Qlheptane-2-carboxylate, isobutyrate (ester)

(25,5R,6A)-3,3-diméthyl-7-oxo-6-{(2-phénylacétyljamino]-4-thia-1 -azabicyclo-
[3.2.0]heptane-2-carboxylate de 3-[[(2-méthylprapanoylyoxy]méthyl]phényle

(25,5R,6R)-3,3-dimetil-7-oxo-6-(2-fenilacetamido)-4-tia-1-azabiciclo-
[3.2.0]heptanc-2-carboxilato de (+)-a-hidroxi-m-tolilo, 1sobutirato (éster)

CorHaoN206S
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trastuzumabum
trastuzumab

trastuzumab

trastuzumab

tremacamrum
tremacamra

fremacamra

tremacamra

valganciclovirum
valganciclovir

vaiganciclovir

valganciclovir

immunaglobulin G 1 (human-mouse monoclonal huMab HERZ2 y,-chain anti-
human p185°#"%82 receptor), disulfide with human-mouse menoclonal ruMab
HER2 light chain, dimer

immuncglobuline G 1 (chaine v, de I'anticorps monaclonal de souns
hurnanisé rhuMab HER2 dirigé contre le réceptelr humain p185c+mE2 ),
dimére du disulfure avec la chalne légere de lanticorps monoclonal de souris
humanisé rhuMab HER2

inmunaoglobutina G 1 (cadena vy, del anticuerpo monoclonal humanizado de
ratén rhuMab HER2 dirigido contra el receptor humano p1852™52y dimero del
disulturo con Ja cadena ligera del anticuerpo monaclonal humanizado de ratén
rhuMab HER2

1-453-glycoprotein ICAM | (human reduced)

glycoprotéine comprenant 453 amino-acides, constituée du domaine
extracellulaire de la molécule d’'adhésion intracellulaire-1 humaine (ICAM-1),
obtenue par génie génetique

1-453-glicoproteina ICAM | (humana reducida)

QTSVSESKVI
ELLLPGNNRK
TVYWTPERVE
VVLLRGEKEL
TELDLEFPQGL
EVDTQGTVVC
DSFSAKASVS
YSFPAPNVIL
CPLGPRAQLL
EELRVLYGPR
ELKCLKDGTF
REVTVNVLSE

LPRGGSVLVT
VYELSNVQED
LAPLPSWQEV
KEEPAVGEPA
ELFENTSAPY
SLDGLFPVSE
VTAEDEGTQR
TKPEVSEGTE
LEATPEDNGE
LDERDCPGNW
PLPIGESVTV
RYE

CSTSCDQPEL
SQPMCYSNCP
GENLTLRCQV
BVITTVLVRR
QLOTEVLEPAT
AQVHLAT.GDR
LTCAVILGNQ
VIVKCEAHPR
SFSCSATLEV
TWPENSQQTPE
TEDLEGTYLC

LGIETPLPKE
DGOSTAKTFL
EGGAPRANLT
DHHGANFSCR
PPQLVSPRVL
RLNPTVTYGN
SQOETLQTVTI
AFVTLNGVPA
AGQLIHENQT
MCOAWGNPLP
RARSTQGEVT

-valine, ester with 9-[[2-hydroxy-1-(hydroxymethyl)ethoxylmethyllguanine

{25)-2-amino-3-méthylbutancate de {2RS5)-2-[(2-amino-6-oxo-1,6-dihydro-9H-

purin-g-ylméthoxy]-3-hydroxypropyle

L-valinato de 9-[[2-hidroxi-1-(hidroximetil) etoxilmetillguanina
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xaliprodenum
xaliproden

xaliprodéne

xaliprodenc

ziconotidum
ziconotide

ziconotide

ziconotida

C14H22Ns05
8]
N
HM
/J\ | > H NHz CH3  and epimer at C*
= ™ et 'épimére en C*

y el epimero al C*

1,2,3 6-tetrahydro-1-[2-(2-naphthyl)ethyl]-4-(c.,o,a-tifluoro-m-toly)pyridine
1-[2-(naphtalén-2-yl)éthyl]-4-[3-{trifluorométhyl)phényl]- 1,2,3,6-
tétrahydropyridine
1,2,3,6-tetrahidro-1-[2-(2-maftil)etil]-4- (oo, a-trifluoro-rHolilypiridina

CazqHazF3N
N

CFa

L-cystelnyI-L-IysyIglycyl-L-lysylgchyl-L-alanyI—L—IysyI-L-cysteinyI—L-seryI-L-arginyI-
L-leucyl-L-methionyl-.-tyrosyl-L-e.-aspartyl-L-cysteinyl-L-cysteinyl- :
L-threonylglycyl-i-seryl-.-cysteinyl-L-arginyl-L-serylglycyl-L-lysyl-L-cysteinamide
cyclic {1- 18}, (B~ 20), (15~ 25)-tris{disulfide)

{1~ 16),(B~ 20),(15~ 25)-tris{disulfure cyclique) du L-Cystéinyl-L-lysyl-glycyl-
1-lysyl-glycyl-L-alanyl-L-lysyl-L-cystéinyl-L-séryl-L-arginyl-L-leucyl-L-méthionyl-
L-tyrosyl-.-aspartyl-L-cystéinyl-L-cystéinyl-L-thréanyl-glyoyl-L-séryl-L-cystéinyl-
L-arginyl-L-séryi-glycyl-L-lysyl-L-cystéinamide

{1~ 18}, (8~ 20), (15~ 25)-tds(disulfuro ciclico) de L-cisteinil-L-lisilglicil-L-lisilglicil-
L-alanil-L-lisil-L-cisteinil-L-setil-L.-arginil-L-leucil-L-metionil-L-tirosil-L-o-aspartil-
L-cisteinil-L-cisteinil-L-treonilglicil-L-seril-L-cisteinil-L-arginil-L-serilglicil-.-hsil-
L-cisteinamida

CiozH172N3602257

Cys—Lys—Gly—Lys —Gly—Ala—Lys—Cys—Ser—Arg—Leu—Met—Tyr—
10

Asp—Cys—Cys — Thr—Gly—Ser—Cys—Arg—Ser —Gly—Lys—Cys—NHz
| 20 |
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 4
(WHO Chronicle, Vo!. 16, No. 3, 1962)

p 103 chlorprothixenum
chlomprothixene replace the chemical name by the following:
(2)-3-(2-chloro-9H-thioxanthen-9-ylidene)-N, N,dimethylpropan-1-amine

p.114 chiorprothixenum
chlorprothixene remplacer le nom chimique par:
{2)-3-(2-chloro-gHthioxanthén-9-ylidéne)-N, N diméthylpropan-1-amine

p. 154 chlorprothixenum
clorporctixenc sustituyanse el noimbre quimico por.
{2)-3-(2-cloro-9H-tioxanten-9-iideno)-N, N, dimetilpropan-1-amina

Recommended International Nonproprietary Names (Rec. INN): List 5
(WHO Chronicle, Vol. 19, Nos. 4, 5, 6, 1965)

p.9 galantaminum
galantamine replace the chemical name by the following:

(4a5,6A,8a85)-4a,5,9,10,11,12-hexahydro-3-methoxy-11-methyl-6H-benzofuro

[3a,3,2-ef] [2] benzazepin-8-ol
Dénominations communes internationales recommendées (DCI Rec.): Liste 5
{Chronique OMS, Vol. 19, Nos. 4, 5, 6 1965)

p. 10  galantaminum
galantarmine remplacer fe nom chumique par le suivant:

(4a8 6R,BaS)-4a,5,9,10,11,12-hexahydro-3-méthoxy-1 1-méthyl-6--benzofuro

[3a,3,2-ef] [2] benzazépine-6-ol

Denominaciones Comunes Internacionales Recomendadas (DCl Rec.): Lista 5
(Crdnica de fa OMS, Vol. 20, No. 6, 1966)

p.259 galantaminum
galantamina suslituyase el nombre quimico por el siguiente
(4a5,6R,8a5)4a,5,9,10,11,12-hexahidro-3-metoxi-11-metil-6H-benzofure
[3a,3,2-ef] [2] benzazepina-&-ol
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Recommended International Nonproprietary Names (Rec. INN): List 31
Dénominations communes Internationales recommendées (DCI Rac.): Liste 31
Denominaclones Comunes Internacionales Recomendadas (DCI Rec.); Liste 31
(WHC Drug Information, Vol. 5, No. 3, 1991}

p.9 nadroparinum calcium
nadroparin calcium replace the definition by the following:

Calcium salt of a low molecular mass heparnn obtained by nitrous acid
depolymerization of heparin from pork intestinal mucosa, followed by fraction-
ation to eliminate selectively most of the chains with a molecular mass lower
than 2000; the majority of the components have a 2-O-sulfo- a-L-
idopyranosuronic acid structure at the non-reducing end and a 6-O-sulfo-2,5-
anhydro-p-mannitol structure at the reducing end of their chain; the mass-
average molecular mass ranges between 3600 and 5000 with a characteristic
value of about 4300; the degree of sulfatationis about 2.1 per disaccharidic
unit.

p. 108 nadroparine calcique remplacer la description par la suivante:
Sel calcique d'une hépanne de basse masse moléculaire obtenue par
dépolymerisation, au moyen d'acide nitreux, d’héparine de mugususe
intestinale de porc; la majorité des compaosants de la nadroparine sodique
possedent une structure acide 2- O-sulfo-a-L-idopyranosuronique & l'extrémité
non réductrice de leur chaine et une structure 6-O-sulfo-2,5-anhydro-p-
mannitol &l'extrémité réductrice de leur chaine; la masse moléculaire relative
moyenne est de 3600 4 5000, avec une valeur caractéristigue de 4300 environ;
le degré de sulfatation est 2.1 environ par unité disaccharidique.,

p.11C nadroparina célcica sustituyase la descripcidn por la siguiente:
Sal calcica de una heparina de baja masa molecular obtenida por
despaolimerizacidn con acido nitroso de la heparina de la mucosa intestinal de
cerdo seguida de fraccionamiento a fin de eliminar selectivamente la mayor
parte de las cadenas de masa melecular inferior a 2000; la mayona de los
componentes tienen una estructura de acido 2-O-sulfo-a-L-idopiranosurdnico
en el extremo no reductor y una estructura de 6-O-sulfo-2,5-anhidro-o-manitol
en el extremo reductor de la cadena; la masa melecular relativa media es de
3600 a 5000, can un valor caracteristico de 4300 aproximadamente; el grado
de sulfatacion es de 2.1 por unidad de disacarido.
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Recommended International Nonproprietary Names (Rec. INN); List 35
Dénominations communes internationales recommendées (DCI Rec.): Liste 35
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Liste 35
{WHQO Drug Information, Vol. 9, No. 3, 1985)

p.8 delete/supprimer/supnmase insertinsérerinsértese
dacliximabum daclizumabum
dacliximahb daclizumab
dacliximab daclizumab
dacliximah daclizumab

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 38
(WHC Drug Information, Vol. 11, No. 3, 1997}

p.174 suprimase insértese
omiloxeting omiloxetina

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principies for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in tneven numbers of proposed INN lists only.

Les textes de la Procédure & suivre en vue du choix de dénominations communes mtemationales recommandées pour
fes substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internatio-
nales applicables aux substances pharmaceutiques seront publiés seulement dans les numéros impaires des listes des
DCls proposées.

Eltexto de las Procedimientos de seleccidn de denominaciones comunes intemacionales recomendadas para 1as sus-
tancias farmacéuticas y de los Principios generales de onentacion para formar denominaciones comunes internacio-
nales para sustancias farmaceutcas aparece solamente en los ntimeros impares de las listas de DCI propuestas.
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32 FT—AXIFHEE
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&

3.2.8.2.1

Metformin hydrochloride
Manufacturers

JNNIT AR

ER

HAREE

&l

3283 %
3284 &

t (I EMEL]

EOEH

32541 [EH&EHLL]

32542 [ZIEEMLL]

32543 [EHEHLL]

3.285.4.4

3.2.5.4.4-1

Vildagliptin (LAF237)
Batch Analyses

JINILT 4R

BN

HAREE

el

3.28.44-2

Metformin hydrochloride
Batch Analyses

JNILT 4R

ER

HAREE

el

3.2.845 [ZEEHEL])

3285 #&

ERXIFEEYE [ZIEHEL]

3286 &

#RUEESR (RIEHTL]

3287 &
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32.P &

32P1 #
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3.2.PA1

LMF237 50/250 mg and 50/500 mg Film-coated tablets
Description and Composition of the Drug Product

JINILT 4R

BN

HAREE

el

32P2 H

IR DR

3.2.P.2-1

LMF237 50/250 mg and 50/500 mg Film-coated tablets
Pharmaceutical Development

JNILT 4R

ER

HAREE

el

3.2.pP.2-2

LMF237 50/250, 50/500mg Film coated tablet
Dissolution study for bio-equivalence evaluation for Japan [Part 1]: Report

JINILT 4R

AN

HAREE

el

3.2.P.2-3

LMF237 50/250, 50/500mg Film-coated tablet
Dissolution study for bio-equivalence evaluation for Japan [Part 2]: Report

JNILT 4R

B

HAREE

el

3.2.P.24

LMF237 50/250 mg and 50/500 mg Film-coated tablets
Clinical Trial Formulae

JINILT 4R
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32P3 &

&

3.2.P.3.1

LMF237 50/250 mg and 50/500 mg Film-coated tablets
Manufacturers
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HAREE
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3.2P.3.2

LMF237 50/250 mg and 50/500 mg Film-coated tablets
Batch Formula
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N EEE A0
Bl % B £z RU men | s | mEoss
ABRE MR ISRT
39p33 LIVIF2§7_50/250 mg and 5Q/500 mg Film-coated tablets 28T 0 R _ A 2L ST
Description of Manufacturing Process and Process Controls
LMF237 50/250 mg and 50/500 mg Film-coated tablets — _ . =T
e ZFSA Controls of Critical Steps and Intermediates fdrler A =™ HRREE B
39P35 LMF237 50l.250.mg and 50/500 mg Film-coated tablets JILT 4R _ =i iRt E 534
Process Validation and/or Evaluation
32.P4 HmMFOHERE
LMF237 50/250 mg and 50/500 mg Film-coated tablets s = _ Jra. -
2.2l Control of Compendial Excipients TR =X HARSE EF i
3.2.P.41-1 — J LT 4 R —~ 5 RS E S
Specifications
3.2.p.4.1.2 [ IR P —~ 1)\ RS E i
Testing Monograph
i LS = 3 - £
3.2P41-3 Specifications VAV o @8 Ea HAHRESE ER i
3.2P.4.1-4 : JINNT AR . a5 HARSE B i
Testing Monograph
3.2P.4.1-5 T JINT AR - E5n HARSE B i
Specifications
] o= _ 5 o £
3.2P41-6 Tosting Morodranh AT R Fra HAKEE B i
3.2.P.42-1 . J LT 4 R —~ 1)\ HRHEE S
Analytical Procedures
3.2.P.422 . IR P —~ 5 HRHEE 5FAT
Analytical Procedures
i SL — 3 t= £
3.2P42-3 T e—— AT AOR Ea HAHRESE ER i
5 LS — 3 - £
P A Validation of Analytical Procedures FLRLT o HARSSE B i
o SL — 3 t= £
G2.PAR2 Validation of Analytical Procedures N THR Bt HARSE R i
_ e _ 5 o £
SRS Validation of Analytical Procedures s R i HARSE &P
] . _ g £
3.2P.4.41 st EHEr O SHCTEEtE S dNTAR EA HAKEE B i
I o _ o £
3.2P.4.4-2 Justification of Specifications AT 4R al HARSE R
3.2.P.4.4-3 JINNT AR . EH HARSE B i

Justification of Specifications
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FAEE ISR
30pP45 LIVIEZ_ST 50/250 mg and 5Q/500 mg Fllm-coated tablets 28T 0 R _ A 2L ST
Excipients of Human or Animal Origin
39 P46 LMF237 59/250 mg and 507500 mg Film-coated tablets J LT 4 R _ = ML ST
Novel Excipients
32.P5 HHOEE
39 P5.1-1 LMF237 5.0;‘250 mg and 50/500 mg Film-coated tablets J LT 4R _ = iR E ST
Specifications
Eucreas (LMF 237) 50+250 mg Film-coated tablet I _ . Jra. -
3.2P51-2 Testing Monograph AT AR 5 HAFREE ER i
3.2,p5.1.3 [[MF25790 *+ 500 mg Film-coated tablet JISLT 4 R - 9t HAREE FHE
Testing Monograph
30P51.4 Eucr_eas (LMF237) 50 + 500 mg Film-coated tablet LT 4 R _ w4 s ST
Testing Monograph
LMF237 50/250 mg and 50/500 mg Film-coated tablets &5 g _ g =T
32P52 Anziviical Procedires VAV o @8 EH HAHEE B i
39 P 531 LIVIF237 501250 mg.and 50/500 mg Film-coated tablets J LT 4R _ = iR E ST
Validation of Analytical Procedures
LMF237 25/250mg,50/250mg,25/500mg,50/500mg,50/850mg, 1000mg Film
3.2.P.5.3-2 |coated tablet JILTaR = i HABREE B i
Method validation: |dentity by TLC
LMF237 25/250mg, 50/250mg, 25/500mg, 50/500mg, 50/850mg, 50/1000mg,
3.2.P.5.3-3 |placebo Film coated tablet ST AR — E5 HRHEE i
Method validation: Identity by HPLC
LMF237 25/250mg, 50/250mg, 25/500mg, 50/500mg, 50/850mg, 50/1000mg
3.2.P.5.3-4 |Film coated tablet ST AR — iE5t HHBREE ST
Method validation report:
LMF237 25/250mg, 25/500mg, 50/250mg, 50/500mg, 50/850mg, 50/1000mg
3.2.P.5.3-5 [Film coated tablet JILTaR = i HABREE B i
Method validation report: Dissolution by HPLC
LMF237 25/250mg, 25/500mg, 50/250mg, 50/500mg, 50/850mg, 50/1000mg
3.2.P.5.3-6 |Film coated tablet JINT AR = E5 HARSE i
Method validation report: Dissolution by HPLC
LMF237 (Vildagliptin/Metformin HCI) 50/250mg and 50/500mg Film-coated
3.2.P.5.3-7 |tablet TR - E5n HRHREE i
Method validation report: Dissolution by HPLC
LMF237 (Vildagliptin and Metformin HCI) 25/250mg, 25/500mg, 25/850mg,
3.2.P.5.3-8 [25/1000mg, 50/250mg, 50/500mg, 50/850mg, 50/1000mg Film-coated tablet ST R = i HRHEE EA

Method validation report: Related substance by GC
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AEEEMIGAT
o |[EMF237 (Vildagliptin/Metformin HC[) 50/250mg, 50/500mg Film-coated tablet —— _ 5 s =5
SRS Method validation report. Related substance - by GC FLBlT =5 HARSE R
LMF237 25/250mg,50/250mg,25/500mg,50/500mg,50/850mg, 50/1000mg Film
3.2.P.5.3-10|coated tablet AT AR = B4 HABREE B i
Method validation: Moisture content by Karl Fischer
LMF237 25/250mg, 50/250mg, 25/500mg, 50/500mg, 50/850mg, 50/1000mg
3.2.P.5.3-11|Film-coated tablets ST AR . a5 HRHREE i
Method validation report: Assay and related substances by HPLC
LMF237 (Vildagliptin/Metformin HCI) 50/250mg and 50/500mg Film-coated
tablet 2 = e _ 4 _rn e
32.P.5.3-12 Method validation report: Assay and related substances by HPLC - AT AR 25} HARSE R
32,5313 EZR R 2ot e P coated et JISLF £ R - T HNEREE i
LMF237 50 + 500 mg, 50 + 850 mg, 50 + 1000 mg Film-coated tablets J LT 4R _ Aol s ST
LMF237 25/250mg, 50/250mg, 25/500mg, 50/500mg, 50/850mg, 50/1000mg
3.2.P.5.3-15|Film coated tablet ST AR . a5 HRHREE i
Method validation: Uniformity of dosage units by content uniformity by HPLC
LMF237 (Vildagliptin/Metformin HCI) 50/250mg and 50/500mg Film-coated
tablet I _ . s =
82 RIS1G Method validation report: Uniformity of dosage units by content uniformity by AN IR a5 HARSE EF i
HPLC
LMF237 25/250mg,50/250mg,25/500mg,50/500mg,50/850mg, 50/1000mg Film
3.2.P.5.3-17|coated tablet ST AR — s HRHEE B i
Method validation report: UDU by content uniformity by HPLC
35P54 LMF237 50/250 mg and 50/500 mg Film-coated tablets J LT 4R _ = iR E ST
Batch Analyses
LMF237 50/250 mg and 50/500 mg Film-coated tablets s = _ Jra. -
BaPEE Characterization of Impurities LT R =R HNBEE G
32p.56 | M 297 50/250 mg and 50/500 mg Film-coated tablets 78T 4 R - = MRS E e
Justification of Specifications
3.2P6 EERNITEREYE
LMF237 50/250 mg and 50/500 mg Film-coated tablets Gl = _ g o=
92P81 o rerenics Standards or Materials AL THR =l HABSE A
32p6p |Vdaglptin J LT 4 R - &5 HAREE i

Testing Moneograph for Reference Substance
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» 25241y Eﬁﬁﬁsﬂéﬁﬁ,ﬁﬁ Fﬂﬁ 3§
AR % B % RU R | mmm | wEosE
HERE RIS AT '
32.P.7 BHRERUVER%R
32p7 LMF2§7 50/250 mg and 50/500 mg Film-coated tablets J LT 4 R _ = s E = 4
Container Closure System
3.2P8 HTEMHE
_, |LMF237 50/250 mg and 50/500 mg Film-coated tablets S = _ . =5
3.2.p.8.1-1 Stability Summary and Conclusion I NNT AR = HNHEE ¥
3.2.p.8.1-2 |LMF 237 50/250mg, 50/500mg Film-coated tablet JINLT 4 R — o HAREE B
Registration stability report - Summary
LMF237 (GalvusMet / Eucreas) 50+500mg,50+850mg,50+1000mg Film-coated
3.2.P.8.1-3 [tablet JINLTF AR — 2 HRHBEE STt
Stability commitment report: Summary and conclusion
LMF237 50/250 mg and 50/500 mg Film-coated tablets S = _ . =5
32.p82 Post-approval Stability Protocol and Stability Commitment /T AR Em HAHEE &l
39 P 831 LMF_2_37 50/250 mg and 50/500 mg Film-coated tablets J LT 4R _ =N 2 RiRs = £
Stability Data
5 |LMF237 50/250mg, 50/500mg Film-coated tablet S = _ . . =5
32832 Registration stability report - Data tables /T AR moh HAREE &l
LMF237 (GalvusMet / Eucreas) 50+500mg,50+850mg,50+1000mg Film-coated
3.2.P.8.3-3 [tablet JNLT AR - i) HRBES Eali
Stability commitment report: Data tables
32A Zoi [BEIAEMLL]

33 ZEXM [RIEMGL]
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42 HEBERTE
421 EEHERE [BUERAL]
422 EWEESE [ZIERaL]
423 HEHE
4231 BOERSEMHE [BUE8LL]
4232 REERSEMEHE
4.2.3.2-1 |LMF237: An oral (gavage) rising dose toxicity study in rats JINT AR 1_l g JINITAR E5n HAREE &E
a B
42329 Igmzf?r?:rjt:veek oral (gavage) dose range-finding toxicity F IS R i E = TS & wEat HRREE BE
42393 LMF237: 13-week or.al (gavage) toxicity study in rats with a J LT 4 R ;'_L H - JILF 4R HE ot HNREE T
4-week recovery period AR
4.23.2-4 |LMF237: An oral (gavage) rising dose toxicity study in dogs ST AR ‘L‘_g ST AR s HARBEE BE
a R
42395 :_nIVIdFo2q?;7: 2-week oral (gavage) range-finding toxicity study JILT 4R ;.\__ g JILF 4R #E o gL =E sz
m B
42396 LMF237: 13-week oral_ (gavage) toxicity study in dogs with 78T 4 R i_L JILT 4R #E A HRmEE T
a 4-week recovery period F
4233 EEEEERE [BIE8TL]
4234 DAt (kS ars L]
4235 EBRESIToeg
42351 ZHEERUERE COUMIRE BT ook (s Al L]
42352 & - RREELEY bk
493591 :_nIV:Zi?:?: An oral (gavage) embryo-fetal development study J LT 4R JILT 4 R sot HREREE T
423522 LM.F23.7: A.n orel (g.avage) Emorye-ietel developiment JLT AR JINIT AR a5 HAREE ER i
toxicokinetic study in rats
42359.3 I_.IVIF237: An qral em.bryo-fetal development dose range- J LT 4 R JILF 4R HE ot HNREE B
finding study in rabbits
423524 ;“’Eigﬁs’*” oral (gavape) embryoieR| developmentstudy| 5 = JRLT 4 R Eoh HAREE i
40353 HEMAUEERORED - BAOREI-ET 208 [RaafigLl]

42354 BERZRAL 58 SaiLl)
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4237 FTOMOSIEEE

42371 imEEEE [EERaLl]

42372 #ESHEHEE [@EERGL]

42373 SHEEORFIZEYT LHE [BI38RGL]

42374 &KEEEE (2884 L]

42375 HKHPOSERR [BE888GL]

42376 THYOSERR
LAF237 C4. Acute Oral Toxicity Study with Rats (Acute . . =

120701 [ AL S AR 1 F—2bUT wh | wnwsE | @@
SUBACUTE 28-DAY ORAL TOXICITY WITH

423762 BY DAILY GAVAGE IN THE L) A504 2} HAREE Bl
RAT

493763 '||_'28Ft237 C4: Salmonella Typhimurium Reverse Mutation - F—Z hYTF w54 st slsp T4
EVALUATION OF THE ABILITY OF

423764 TO INDUCE CHROMOSOME | o 55 551 HAREE | FE

ABERRATIONS IN CULTURED PERIPHERAL HUMAN

LYMPHOCYTES

42377 FoioEE [EIEHTL])

413 SEXm o B Ll]
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RHEH . = e e High sy =T
== ® B & FABE 3 FRHARA HEEE MIBFr (R E5) B B
52 =RERBE—EX
52 |2EBEREER—Z | 7130 T74R = = | E A | AmEE | &b
S3EBBRTERUVEERER
531 4PEIFHBEHRSE
5311 NAATAASEUT«+ (BA) HEHRSE [(RIFHEL]
53.1.2 HEBARBRUEYMFHREFE (BE) BBRSE
Open label, single-dose, randomized, crossover study to
evaluate bicequivalence between the fixed combination of -
53.1.2-1 |LMF237 50/500 mg and free combination of vildagliptin 50 ST AR m A&, B EH HAHEE i
mg and metformin 500 mg tablets in Japanese healthy male
subjects
Open label, single-dose, randomized, crossover study to
evaluate bioequivalence hetween the fixed combination of -
53.1.2-2 |LMF237 50/250 mg and free combination of vildagliptin ST 4R m A, HiEH EA HABEE EAT
50 mg and metformin 250 mg tablets in
Japanese healthy male subjects
5313 InVitro-In Vivo DB Z e L Iinia thers (A Aig L]
53.1.4 EYFMRUVBLLENSITERTBRSE
Quantitative determination of LAF237 and Metformin in
53.1.4-1 |human plasma by LC-MS/MS ST AR 20134%3H7AR s - HAHEE -
Amendment no. 2
532 EFEiRap el RN ER EOn e = [ B L]
533 Fahx=MEE (PK) mEme = (aa L]
534 Bahx AT (PD) mmes ko a i L]
535 AMERUR LR =
5351 MiAd HBLIE-ET HLBX Bl e =
A multicenter, double-blind, randomized, parallel-group study to
compare the effect of 12 weeks treatment with LAF237 50 mg bid o= 20115128148 ~ - n =5
5351-1 [to placebo as add-on therapy in patients with type 2 diabetes LHNITH 2013#28168  |P A, EH20MEE =R HARSE P
inadequately controlled with metformin monotherapy
CSR amendment 1 LT 1 X 2014%5H22H = EX HARE= EE 1
A Multicenter, Double-Elind, Randomized, Parallel-Group Study to
Compare the Effect of 14 Weeks Treatment with LMF237 bid to < 2013%5H158 ~ - 2 =
e38.12 Placebo in Patients with Type 2 Diabetes Inadequately Controlled 4TI & 20145 2H5H EENRIER =R HRBRSE B i
with Vildagliptin 50 mg bid Monotherapy.
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AHAN % B 5% SR HBEEST | g, | BEE | #Eo5%
TFILEVFY, N
*—, AF#%, 3o
VET, Tvv—Y
, IPThH, TR
=7, Z4v3VFk
A multicenter, randomized, double-blind, active controlled study to L IIVR, KAy
compare the long-term effect of treatment with LAF237 50 mg bid ) 2005438228~ |’ XY, 7T .
53513 | dlimepiride up to 6 mg daily as addon therapy in patients with JINILT 4R 2008458158 | ¥ >, &% (4X3 TN HAHREE &%
o type 2 diabetes inadequately controlled with metformin I, 43)7, 2
monotherapy FET, UNTZ=T
L AU, RL—
L EmT7IVAh, AR
4>, biva, 94
S4F, 4AF¥YX,
KE, FT4025EE%
CSR amendment 1 JINLT 4R 201448 H28H — ot HANBES B
FLVEVFY, #—
ALSUT, TSP
v, hFrE, F,
JRAYETY, Fza
A Multicenter, Double-Blind, Randomized, Active Controlled Study #—*jl]%ly;/t{ g
to Compare the Effect of 52 Weeks Treatment with LAF237 50 ) 200541 524 H ~ 7\77__7’5 Ry
53514 |M9 bid to Gliclazide up to 320 mg Daily as Add-On Therapy in JNLT AR 200941 H 198 jJ D= 4 ‘/’F‘ 2 B/ HNBEE &%
Patients.with Type 2 Diabetes Inadequately Controlled with Py 7: ,\olb_: "
Metformin Monotherapy <=7 Qo7
AONFT, ARA
v, R4 R, kL3
, AFYR, EH2201k
B4
CSR amendment 1 JINLT AR 2014%8H28H — ot HRNBES BE
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AT & S £ B8 m e T miEd pse | =m
== ® B EE s B = M AR SRR FRIBRT (R E5) B B
A multi-center, double-blind, randomized, active-controlled study F—XFZUTF, &
to assess the efficacy of 24 weeks treatment with vildagliptin 50 —ARY7, AR
mg bid to pioglitazone 30 mg qd as add-on therapy in patients e 2005 9H20H~ |, KA, AXRA ; .
2.3.5.1-5 |with type 2 diabetes inadequately controlled with metformin 4T R 200749H19H L AFYR, AR i ARAES B
monotherapy followed by a 28-weeks, single-blind period to T, KE, ATV
further assess the safety of each treatment combination A, FH170HEER
CSR amendment 1 N T 4R 2014%8H28H - Bt HAHEE 5%
5352 FXBaBHREE
CEIMRARBEE MR L LLAF237OS2:EMESHOR 21
5T B EHBAR, FER EPBSHE . 201046298 ~ I sm | =
53521 | (A FiRILE S, FFIUSUE ab Lo d—BREE ST 4R 201241 B 148 BA. Fr24rEsx EA HAREE B i
RITFEMNEA DR i ERE EQGHRAEE)
_[CSRamendment1__ ~ LT 1 R 20125 8H20H — EX HARE S FE i
5353 HHOERBREZHETENLERSE
535 3.1 :ig'layr;ess()ls Appendix 1 (Integrated Summary of Safety, data J LT 4R _ _ 5t aEpLE s
5354 ZOMOBREIBRHEE (BEaREL]
536 MHREAMEARRICEILIHSE
I TFESOMgBFEERAMERE (FH L hOEO miERE TES
40 2 EDHFRARERORATEEOREE) = i _ ey
5361 |smEx hhLss (BESRI1000mgEL) Eoptmmms | 7/ TR m Ll Hpes | s
HME & LIPS
Period covered:
5.3.6-2 |PERIODIC SAFETY UPDATE REPORT 6 (PSUR 6) LT AR 2010f12H18 ~ = piire HRBEE &¥E
20114118 30H
Period covered:
53.6-3 |PSUR Addendum Report ST AR 2011512818~ — =5 HAHEE &E
2013411H30H
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