tFmZEFARURHB Q MSD A"“""‘

%8 GB/T 16483, GB/T 17519 4l

Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07

1 AL R AVARIR

P AR © Sitagliptin / Metformin Extended Release Formulation
& P B BE LR AR B
1) 36 7 AL N 7 44 © MSD
Hbdik D 3CHEIEEE 199
AKX, BN - #LA&- CHINA 310018
HLE 50 © +1-908-740-4000
N LR © 86-571-87268110
L R b ' EHSDATASTEWARD@msd. com
W EARH &
HEPE & M IEZ37: 1
PR 1) FH id COARNEH
2. fEReMEAER
REBENMR
A5 R N I
Bt gt
SBR D EE R
HTWEE.
GHS & K 1H: 25
SR (2 0) DK 4
GHS I &ER
RILHE
(ER=AL ey
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
fe B vt B D H302 HUHAE.
P i
P264 1BV J5 1V B B2k o
P270 i FHAS = S AN B ROK BB
== L) A
P301 + P317 + P330 WIiRAMH: SRISRES. WK1,
RFAE:
P501 K5 N W/ 75 dik B RLAE K R AL PR AEFE
YIE AR
WA E BT FHIT K.
BERE
T E .
B faE
WA E BT T K.
GHS R E#HErHAmmE

Hor 22 5 R 42 i 2 S BOM U R 8
A A F A 2 SRR R T
TN AP EGHEAT HE R AT 1) W] RETE B 1k A2 22 U

cvm
o>
&

3. B/ ARfER

YR/ IREW) D OREW

44y

12 S A4 FR (8= Ronlin=2 WIZBIREVER (% w/w)

(CAS No.)

Metformin 1115-70-4 >=50-< 70

AR 9004-34-6 >=10-< 20

Sitagliptin Phosphate 654671-77-9 >=2.5<10

=] 1332-58-7 >=1<10

—EAAMER 13463-67-7 >=0.1<1
4. 2REEHE

— R L D HEHEUBGEANER, SLEPEEE .

FEREIRRFEEBATHH L, LR o
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%8 GB/T 16483, GB/T 17519 4l

Sitagliptin / Metformin Extended Release

Formulation
A & H3: SDS % 5: HIAEAT HIH: 2025/04/14
4.1 2025/08/11 29095-00028 W4 H Az 2014/11/07
WA W, B2 AL,
WAER, k.
B Rk i FH 7K R HE R 5%
WAER, k.
IR ey 422 ik Wk NBRES , FZK 78 70 b
QRO AR IR, mEE .
aA WA, AESE, BRIEFEATES.

Fi L REDR A2 R

Hks .

FHZK A ek 1

DI R B e B B AR AT AR 7

5t A 1 2 S AU TR B R T
Hor 28 5 RS 42 i 2 S BOH U R 9
AT

S AR AP R 1 SR TTANTERE NN, 7E T REAEE B TR R T R
HWEER NN (S HE 8 1) .

X B2 A PR Al B S RE 5 VR TT .

5. JHBHTEHE

R KT R K K%
ETIR/2 SN
ALK (C02)
TH

ANEIE R KA A IHRIE

Fralfa it By Ik A AE S SR E AR R AR, /N R 2R0A B 78 A ik
B, BRI KR, IXE BRI LRI ERfER .
BefuhBRIGe =] Be 2 bl A

HEBRET=W) AR
& @ )
AN

IR KK T 1k FR A 2 s ot R0 ) BB PR R 3 B R K K e

I DNIATINERR 7R S A2

WK ENARAT I I A 4% -
FERZAERELT, BHRBIAHES.
HWE

FEBRREUT, i A g PRS-
(U EROWNIIE AL

6. JHIER SALEE
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07

N AR B3 s o AN NS 4%

SUHEREF R BB (S 7)) M APH & @ (SIS 8
) o
B R $ I DRGSR R B

UNRERA PR 4z, TSR it B bt — 20 itk s 1
DR B I AL B T Y IR K o
GURTCIR S R, NOE RS R .

MR EE R R TERRTE 0 TR R R YR ARG A R A A AR

L P A FH I AL EAT R B LEky ARAE A SR (e R4 S U T R AR R
T
B 1A AR R IR, BRI R R P IR B — 8 iR I 2
TS FIE IR A -

5 B SR VE AT BEIE X R R RO AL B, DL TE L
HERCYD I F AR RO o 168 55 35 19 47 340 5 38 R R0
A SDS fEE 13 B4 FIEE 15 HB5r2h 1 4 e 7 BRE SRR 1
HRME R

7. BIELBE SR

BIELE
BRI It DR AR RO AR R AR AT A AR
BT a0 A HI AR i, B VEIA B
Je Bl B A T 3 X D RREAE RIS T A
Z AN BVE R F I DOAEIRARA.
ANEAIH
0 A 5 HR G A
o 5 BB E S 2 e
VbR ARG e B K o
BT TAR P BB VP I A R, IR R I Tlk A A2 4 fi
AT AT
Rl 22 07 AR AARR B B B IR
AN IS R A5 5 5 5 A o
28 8 AR KU
SR IO T 977 L R T
A= I AN R . POK BRI .
AN IS R B IR R R R R
B77 LE 4 Ak 2R A7) DAL

(252
LAEAF AT DA E SRR R
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
¥ B FRRF B 1IN B SR I A7
L) R /RS W e oE it Bae i i
o S A 7
AR AL ONEERIMRE R ILIRIE .
8. ExfubfEf|FAMEREH
f 4 R B BR M i PR EL
Hsy WEECHEAD | BUE RS BHISE L FER | KE
5 (CAS No.) | () 3
Metformin 1115-70-4 TWA 1 mg/m3 (OEB 1) N ER
AR 9004-34-6 PC-TWA 10 mg/m? CN OEL
TWA 10 mg/m’ ACGTH
Sitagliptin Phosphate 654671-77-9 | TWA 0.6 mg/m3 (OEB NS
2)
g+ 1332-58-7 WA ("F | 2 mg/m? ACGIH
ok
—EAMER 13463-67-7 | PC-TWA (&4 | 8 mg/m? CN OEL
ZIN
HAthf5 B G2B - w5 NRBUEY
TWA (PP | 2.5 mg/m’ ACGIH
k) (=)
XM R LR, B ASE RN RRAEE.
AR
THEEH DO ERTTAT I TR, KPR R S AL A I il
P AR AN 3% e & W BAT,  FE4%24 b AR 77 i 7 B
HE (GMP) MR IEAE, DR =i TR .
MERT T3
R XN E DR R R HEGE R, B R R VS TR R
HEEFR ra R e, DU FH O R
JUR/iE it % L
HR T B SRR A P AR 2 A IR B B H B
W TAERS S BB A RS, 15MEE AT
P H B
QB AGEA AT AR LR AR Bk 2R . SR 5, U R T B
o A PR A I T 15 A% o
7 JRAN S A 37 D LAEARBRSEIG AN o
FHid
yup s LB TFE
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
DA Do IR SR G AR R T RE R AL 2R, TE TR AR P He
LR I sk RGN 2228 =
fEFIR, T2 B
15 G A ARG e J5 A mT S 3l A .
BRI BEIEE, N TREEHIE. A& ANBH
My EE AR S IR AR . Tl DA IS AL I ST I ds A
1z AT Bzl
9. FAbAEM:
CANVRSEER TN OBR
B, i)
Rk L RBHETORE
AR R D RBHETORE
pH{H D RBHETORE
P 05/ B ] D REE SRR
A 5 AT AR D RBHETERE
A AT D OREH
PRI D OAREH
S (AR, SAK) DI, AbPREREEHT H e EE HAR AT RE A OB E R R S RIR A
.
SR Gl D REHETORE
BEVE EIR 1 SR ERR D RBHETORE
BRIE TR I 2R TIR L REE TR
ERE A&
R A&
BEFE /HN 9 D R R
R ToE s 7kt
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
T
IRV ToE i vk
1EFEE /K 5 e R 5L ANiEH
ERSITES ToE i vk
IR ToEd vk}
P
B ANiEH
PEVEREYE ToIRNE
Atk LW 5T BRGNS 4 SN SEA ]
TR ToE i vk}
VAR RS
K ToE e vk
10. F&xe MR B
SN R N N fE 5
faE IEH MR RE
18 165 5 N7 IR AbEE BT HE B A R T R RS E R R IR S
.
n] 5 53 AL R R A N
I BE G A 2 A o KA KTE,
TE Gk AR A
AR AL
FEE I i =4 WA TG 0 iR =1 o
11. FHZER
BEfig 1% 'O
R
A
R A 2 ik
SEE
FHEE,

7123
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Sitagliptin / Metformin Extended Release

Formulation
A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
I
a4 & SMEREYEMLTHE: 1, 588 mg/kg
VAR SRR WaR/S
405
Metformin:
2SO : LD50 (KE): 1,000 mg/kg
LD50 (/NBR): 1, 450 - 3,500 mg/kg
LD50 (f#T): 463 mg/kg
LD50 (%K ): 350 mg/kg
LD50 (&K R): 500 mg/kg
HEE:
SHL DR : LD50 (KR): > 5,000 mg/kg
SRR EE © LC50 (KEL): > 5.8 mg/l
T FRIA]: 4 /N
RIS K/ A%
S A © LD50 (K #): > 2,000 mg/kg

Sitagliptin Phosphate:
S DR © LD50 (KK): > 3,000 mg/kg

LD50 (/NE): 3, 000 mg/kg

[ g ot

aMg N : LD50 (KE): > 5,000 mg/kg
SR R : LD50 (CKR): > 5,000 mg/kg
&AMk

S DR : LD50 (KK): > 5,000 mg/kg
SVER TR : LC50 (KRR): > 6.82 mg/1

FEFRIT ] 4 /NI
MRAIAEE: K/ %
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
PEAL: PR EBR A ) e 2 RN B

7 R JB o/ 30

WA G BT Tk,

405

Metformin:

g KR

g R DR R R

Sitagliptin Phosphate:

g &)

ik D ERFEOAE: (Draize Test)
ghE R N WA Y
[ v

B R R

VR : OECD %5 0] 404
gE R N WA Y

Z&E A

)z DR R

gE IR D TR RAIE

o2 AR FE R/ BRORI

WA G BT AT HE.

Ao

Metformin:

= R R

gE ] D R PR HR R

Sitagliptin Phosphate:

P DK R
gE ] DRI
Fiik D RS (Draize Test)
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Sitagliptin / Metformin Extended Release

€3 MSD /) e

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
Ekt:
g KR
gER T HR T
—& AL
g e
g R T HR 75 31 33
I T B RZ R B0
BB
WA E BT T K.
PR 3 B
WA E BT TN,
4143
Sitagliptin Phosphate:
T3 ey JR Rk R g5 (LLNA)
g /INER
ik OECD 138 5 ) 429
R | RieIEY)
—EAEK:
M RF e Tl JR Rk R g5 (LLNA)
Befig iz J2 Kk
= N
gk 914
A FE A B R A
WA E BT AT HE.
44y
Metformin:
A S Rl = MRS AL: N [l 2 ARG (AMES)

g5 B
DAY A Hh ST

MR ZRGE: /) BRI EL R 4

gk 1 A
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
TR Y Gt (R AR
MR R Ge NFRk g
2k H [
R P L R B Y[ £5:  <i B
g ZNER
LB 40
2k H
HAER:
R A R B DAY AN [l 2 S ARES (AMES)
2k B
TR T A4 Mg 7L 3h W0 20 i 3 8] 28 25 1 56
2k o
ENDE-YiSE R Y5 v B U B R iy AR R o U A ol R N b e e )

Tl /N B

RedmRIE A

a5 B B
Sitagliptin Phosphate:
PR AN R B D MERZEAY: Ames REG
g 3 B

DAY ARG AR i AR A 6
YRR R ESREN TR L2l
g5 B

DR WG FLZh P AIAE (41D DNA BifAMER . FE/F4h DNA
(=907

MR R8RSR AT

g5 B

PR A ZE D 1k D DR R
il /1B

Jergie 4 n

a5 B B

—EAAER:

PR AN LRI DDA gH e [ R AR (AMES)
gk 1 A
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
R P L R B Y5 v NP B NN 737 Wl
g /NER
2k H- [
o ik
WA G BT T k.
4043
Metformin:
g AN
T TR} [A] © 91/
&= © 1500 mg/kg A
ghE R S 2
g DR, HERE
IR 223 |
I FE ] D104
= © 900 mg/kg fAEE
gk 2
g DR, MEME
PRIRE N
S T2 ] D104 F
LOAEL © 900 mg/kg REHE
ghE R 2
Sp AR TE (BFTESD
- SES s HAEHNUH BT RS AT
HAEE:
= N
A3 o DOEA
e FRIN R S22
gE ] 2
Sitagliptin Phosphate:
g VAN
PREIRIE Y|
ErgAing| D24
gE R 2
g N
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
PRI DR GREKO
R FRINE] D24
gER e
fuasE T
&VE DR R oA R B 1 B
FUE Mt - VG D OEEIROIAS B LSRR Z A T A N BRI
—&E AL
g N
PRIRE S NG 2V ES)
T RN [H] DO24F
ik : OECD M S 453
gER e
i s HAERMUH EE AT RE S AR TR
XFh A R TR R, BRI AN 23 o R RN G .
FBUEE - TN D TESII IR TR R A B U R S
HFEEN
WA G BT AT oK.
4H 43
Metformin:
ot ST I 1 5 DOMRSEAL: B RS
Mg KR
PRI 40
A & R /7: NOAEL: 600 mg/kg A
E R B LM .
KR LR B BN et =]

g KR

PRIRE &1

9% B 71 NOAEL: 600 mg/kg A=
ghi R EEEEH .

MR e )Lk E

FhE: X%

PEBIRGE 20

WEA-HE ) LE5 . : NOAEL: 140 mg/kg A
gh R TR EH .
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Sitagliptin / Metformin Extended Release

Formulation
A &7 B #: SDS 4w 5 RIKAELT H#: 2025/04/14
4.1 2025/08/11 29095-00028 eI H 3H: 2014/11/07
HFER:
pap-YEREdinf-Al DDA A — B A
A KR
PLFIBE BA
g5 5 [
XTRG LK B B2 COWASRA: A E/ RIHRE K E
FhJE: KR
PHIRE B
g5 58 A
Sitagliptin Phosphate:
pap-YERedinf-Al DMK A F/ R R E
FhE: KR

PRIRE &1
A EF fe /) NOAEL Parent: 1, 000 mg/kg A
2 B ARG AR AT AT A2 B RE IR .

XA ) LR B 1520 DA EAR-RRLR B
g KR
PRIRE &1
FOW: LOAEL: 250 mg/kg {4
gES R ERREEEE R A EACHIEIER. . EEwEEA

MR RBG-FRILR B
ME: X%
FOW: NOAEL: 125 mg/kg 4
gh R o EH .

FrREIERE RAEE- — k&M
RIEIAE BT HT K.
Rl B RS E- REEM
RIEPAE BT HT K.
BERREEN

Har:

Metformin:

Gl
NOAEL

==

PERIRE

KR
125 mg/kg
gz
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Sitagliptin / Metformin Extended Release

€3 MSD /) e

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
T FE 0[] 1 year
% JC B L mIE RS
g e
NOAEL 100 mg/kg
PRIRR 2
ExyAng] 1 Year
&V JC I L mIE RS
g AN
NOAEL 50 mg/kg
PRIRE 'y
T FE [H] 2 year
& JC I L mIE RS
HEE:
g KR
NOAEL >= 9,000 mg/kg
Peig iRt aA
T 3 I (1] 90 K.
Sitagliptin Phosphate:
g /INER
NOAEL 500 mg/kg
LOAEL 1,000 mg/kg
Peigigir Zn!
T R I (1] > 2 4F
g (=1
g KR
NOAEL 500 mg/kg
LOAEL 1, 000 mg/kg
gtz 2
e FRIN R 14 &
mgsE B, B, OE, N
s A
NOAEL 10 mg/kg
LOAEL 50 mg/kg
Yeifigfe 211
e FRINH] 53 J&
A E X R S
SR i
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07

&VE s HAERMUH e AT RE S AR TR

g R

NOAEL © 2 mg/kg

LOAEL © 10 mg/kg

PLFFIRE Y|

T TR I} [A] D21

EE OEERUL PARME RS

SEIR DR AP

&VE s HAERIMUE EEE AT RE S AR TR

g COET

NOAEL © 100 mg/kg

PLIGIRIE Y|

7 7% i [A] 14 M

% © R RIER R

—& MK

g N

NOAEL © 24,000 mg/kg

PRIRE BA

7 7% I 1) D28 K.

g N

NOAEL © 10 mg/m?

PRIRE DO OB dr/IHZED

7 7% I 1) D2 4

WA fEE

WRAEIAE BT AT,

N R BRI

44y

Metformin:

J Tk fh DA ATRERI L.

R Ff 42 ik D AR ATREHIB AR

gA DOEIR: BEYE, B, WX, BEAE, WEAMK, F=5E, 0D,

Sk

Sitagliptin Phosphate:

WA DR PR aE R, WHSE, SkJE

=N CORER: bnpmaE g, S g, Sk, WD, I89E, IRYE
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€3 MSD /) e

Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07

12. £B%¥ER

ASEME
A

Metformin:

XK AR

X SRIERE (18 kR 1)

XA AOKAE T AR

MIREIE (1R 1R )

XA

HER
xR RE

Sitagliptin Phosphate:
X R

XA AR AT RS

a1

XS KA A R B

EC50 (Pseudokirchneriella subcapitata (£%7)): > 100 mg/1
TR FRI ] 72 /NEF
J7 i OECD I3 U 201

NOEC (Pseudokirchneriella subcapitata (%)) 100 mg/1
TR FRI ] 72 /NE
J5i%:: OECD Mt 501 201

NOEC (Pimephales promelas (JE3k#%f4)): 10 mg/1
FeFa A 33 K
J31%:: OECD MK 501 210

NOEC (Daphnia magna (7Ki&)): 40 mg/1
A 21 K
J7i%: OECD Wi S 211

EC50: > 1, 000 mg/1

TR FEIIA]: 3 /NI

TR ST - R R 100 ]
J9%: OECD 3RS 1) 209

LC50 (Oryzias latipes (HZAFE#)): > 100 mg/1
FEFEITIH]: 48 /NS
v TR B

LC50 (Pimephales promelas (JEkf&fa)): > 100 mg/1
FRFEIFIA]: 96 /NS

7312 OECD M 5 U 203

EC50 (Daphnia magna (7K#%)): 60 mg/1

FRFRITIA]: 48 /N

7512 OECD M 5 )0 202

EC50 (Pseudokirchneriella subcapitata (£E7:)):> 39 mg/1
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€3 MSD [} v

Sitagliptin / Metformin Extended Release
Formulation

1ET H #A: SDS %5 HIRAETT H #A: 2025/04/14
2025/08/11 29095-00028 I gm i H 3 2014/11/07

X SRINEEE (18 1R 1)

XA AOKAE TR

FRFETA): 96 /N
J51%: OECD M3 U 201

NOEC (Pseudokirchneriella subcapitata (4%3#)): 2.2 mg/1
FEFIE): 96 /NS
J71%: OECD M3 U 201

NOEC (Pimephales promelas (JE3k#fa)): 9.2 mg/1
TR A 33 K
J51%:: OECD Mt 501 210

NOEC (Daphnia magna (7K3#%)): 9.8 mg/1

HIEEtE (181551 FFRmf A 21 R
J79%: OBCD Mk 50 211
XA P B EC50: > 150 mg/1
FRFErfE]: 3 /N
TR Y oI A )
J5¥%: OECD i 5 1) 209
NOEC: 150 mg/1
FEFaifa): 3 /N
TR ST e A7 )
ZEAER:
X ) R LC50 (Oncorhynchus mykiss (HT&#)): > 100 mg/1

XA AR AT RS

TR ] 96 /NE
73 OECD ik U] 203

EC50 (Daphnia magna (/K#%)): > 100 mg/1

fE=3c FRFEI ] 48 /A

X/ K AR R EC50 (Skeletonema costatum (AEEERETE)): > 10, 000 mg/1
FEFEIA]: 72 /N

X Al AR A ) E EC50: > 1,000 mg/1
R RN A]: 3 /NS
J51%: OECD M 5: 0] 209

FEA M

Ao

Metformin:
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
HE W) R fR ot S K S Y
LEW R R 50 %
FFRITR]: 2 JL/NES
HEER:
HE W) R fR v GER GV E.

Sitagliptin Phosphate:
AR

KRR E Tk

EMERES
b
Metformin:

R /7K Sy e & 5L

Sitagliptin Phosphate:
1EF R/ K Be R

PRI
Ao

Metformin:

TE B IR B o 22 (0] W 1 23 A
Sitagliptin Phosphate:
TE S IR EE 1 22 (8] o 143 A

FAtIR A E1EA
TR Bk

it S NGRS
YRR 39.7 %
TGRS A 28 K

7715 OECD Ml 5] 314

Kf#: 50 %(401 K)
J7i%: OECD AR S 111

log Pow: -2

log Pow: —0. 03

log Koc: 4.3
J5i%: OECD i3 1) 106

log Koc: 4. 37
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Sitagliptin / Metformin Extended Release

Formulation
hi A BT H #: SDS %5 HIRAETT H #A: 2025/04/14
4.1 2025/08/11 29095-00028 I gm i H 3 2014/11/07
13. BFAE

KBk

JR FEAL 2 DORNE RKHEN R KIE.
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Sitagliptin / Metformin Extended Release

Formulation
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Sitagliptin / Metformin Extended Release

Formulation
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Sitagliptin / Metformin Extended Release

Formulation
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