REF—5—F

Sitagliptin / Metformin Formulation

€3 MSD [} v

&S WETH: BIEE S RiIEIZXETA: 2022/10/01
9.0 2023/04/04 27113-00022 #EERA: 2014/10/31
1. EZ2RRUESHER

EERDEBR Sitagliptin / Metformin Formulation

HicE 04T, EFRRUEBHEES

HLEDORHLAT
=320
BEES

BFA—ITFTFLA

MSD

BER AT @ 810 MSD #X=wt FEEIE

048-588-8411

EHSDATASTEWARD@msd. com

RRERERES +1-908-423-6000
KRR R UER EOHER
e MR EER
PR OOHIR
L
2 BRAELOEH
LMD GHS 57348
ALBE (B0 R4 4
GHS S RILER
BRRXIED VR
B B
IRAE SR H302 BRAAE & HE,
IRES REHE:

P264 R LVRIIKEZ XSS &,
P20 COHRZEFERT HEEIC, MEXFEEZ LGN

&

HaEE:

P301 + P312 + P330 BkARAATIHZE : [ MNENE EIXER
[CEHTHE, AZTITCIE,
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Sitagliptin / Metformin Formulation

&S HWETH: BEES: BIEIZET B: 2022/10/01
9.0 2023/04/04 27113-00022 #EERH: 2014/10/31

PS01 AEY BHRERDIN-NERRICERZT S &,

GHS SMEITB % L5 LMD R A B it

BELNMBRUBESNZE : MUANRICASE . BBHEREAEESC £0%5 5,

EEEOHE BUALDEMIZEY . REOVENLAEE - L@ EE
AR H S,
MI. AU RULEH LI ZDENOREDMIC, BEMD
BLAZERRT EBTNEHYET,

3. MRRURSREHR

LEME - BEYMDOXI . BAY

%

(==t CAS BS SE= (% w/w) BEIRAREE
&=

Metformin 1115-70-4 >=70-<80 2-2883

RGN TFU) UERE 654671-77-9 >=2.5-<10

)O0—X 9004-34-6 >=1-<10

RToILEREES 1) oL 151-21-3 >=0.25-<1 2-1679

ZEBieFa2 > 13463-67-7 >=0.1-<1 1-558, 5-5225

4. HRIEE

—fREIT KNS R D BHOBE®. [ISVNT ChBNWEEZRELICEENLEE
2T,
FERAREICIBE., FLERMAHIERIT. EFDIERE
2T,

RALI5HE D RVWRAATESE, HIREEIDERABET 5.

FEERDBENDISEICEERMETERERZT 5,
REIZftE LI=5E o KERIFATHRRELTESL,

FERABENDISEICEERMETEREZIT 5,
RICA-1=156& D BIZASEHRIZE, KTERLT T

RIFAH Y MG T HEEICITERBETERERZT5S,
RAAATZIGE D BRFHFRAALEGE. ERUHFEDHETRAGCVRY EECHME

ELY,

ERLEZEZTS,

KTcOz&E<TT

BENGWES, AOd LRI EZGNT &,
AMERRUVERMEERDOE @ BLALOEMIZKY. REOYEMNLRIBEIHESE
LERLGHIRER EDAREEND D,

BLANIRIZAD &, EEBHABRBAEZ L ENH S,

BRARAL ERE,
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Sitagliptin / Metformin Formulation

&= WETA: BEES: AIE%RETA: 2022/10/01
9.0 2023/04/04 27113-00022 MEERLA: 2014/10/31
WREEZY 2EDRE D MEaHMEEEFELOREITEEZIL, HEIATLSEK
ERZERATS L. BREOFRMENHDHBEE. HESD
BYIGEAAREEZSREOC L (ERA825H) ,

EEICH T ARANGIREE ¢ XHREBIUMEREZERITH &,

5. KKFDIEE

W15 5H kA . JKIEFE
fit 7 )L a—ILiasE Al
bR (C02)

BRI A H
22 TIXR 5 ELVH KA DORIRGZ L
BHAEORKRASE D BMLADERZERITS, ZEXPICTHILREOHME CANS

BLTHBYBKNENFETSEMLABRRDBIRAH D,
RRERP~OBREBIRRICEERETEENH D,

HERZERIEY D REREY
EREEY (NOx)
TR
BEDHXAE D BRHORR EFDREICE C TEYGHEAFRER NS,

KAHDBRERANT H=DIZKEEET 5,
ZETHNERBIEI T FHERKEEA BT .
RgMoRESHED &,

HRZETSBEDRE DORKFICIE, BRATRSBZEERT S
RERZERT .

6. WHEFDIEE

AMEIZHT HEEFR. RE @ RERZERT .
BRURIHEE ZEGRYFZLDT kAR (HBE T Z23HR) . BAKRE
BnfRERICEYN (RE8E23H) .

RIBECHT HEEEE D REAOBHEERITS &,
REZHRELTHD., INPIENELEDD,
FBRINEERRKEREL. LHT 5,
MHAE L CERTERZWNERIE. A BERKICEET 5,

HLAORVRHEDAEZRY @ JENEIDE, FELLHINMERETROERY , BULESE

2 L. BEY S
BLADERHADREBZEETD (ThhE, HLADEREL
EREDOEEZERICKHFER .
BMLANZERHICHRRRETHRESND EBEREDEEY
EMRT HNT., REICHLAZERSE TG LA,
AEREHRE. BETHRICE, EMABAREITVEDR
BIcft-TRET EH &, TORBICERASAEYEIZOW
THLRKETHS. EORUABEREINLINEHET 2LEDN
H5b
ASDSDIEB 13E LV I52HENT, ABBRELVED
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Sitagliptin / Metformin Formulation

&S HWETH: BEES: BIEIZET B: 2022/10/01
9.0 2023/04/04 27113-00022 #EERH: 2014/10/31

ERHEOREEDY .

1. BEVLRUVRELDIE

i g A

H TR *t R D BESHBHEL., FEBEARAMISIALEREZSIESRII L
n"&H5,
B E, EE. FLEFEFESERKL EOEY LT
HEZHET D,

BrER, 2FBRK D BYILGBREEOTTOAMERT 5,

ZERKFEEIE . MLCAZFRALGWNI &,
BRARAFEZLY,
AR& DiEfLEEIT 5,
RE~ODRBOE-TIREEMER TS,
WMZWVEIEIREZELCHES &,
BISREREOHRICEDE, EEMHOBESLULREHD
EITHREICHEVVERYIES &
MLADEREEREZIBARITS,
FEARALLZWSAICEIBRZHOTH <,
BOENEMNSESITS,
BESKEICHLTPFHULEFEREZLED &,
CNEREFATHLEEIC, MBRITREE LW &,
FNOREVEHLEL. REAOBEEZ&HNRICTSH LI
E95,

Y i =] 352 D ERIER

BRI D BEOERPICIEEMEADEL BEOFAREENDH DIGEE.
EEBOELICTA ISV VI VRATLELURED ¥
D—%#FJELTLIEELY,
FERAFIEIRERUBREEZIET S,
BEREINE-KRISBEFERT HRNCEKET DL,
27T 4 DHBHEARL—2a vk, ToP=Fa
vho—)L, BUGEAGERE. BULKRLESKUVF
LREFIE. EXHLEER. EXERLEERHOEROL
Ea—%280RENHYET,

®RE

REGRESH D BYIRISRNILDODODVERBICAKTEL,
ZEOREICH>TRET 5,

BRI E D O ROBREEEVNSL LITREE LA
SRER LA

RERBTHRBEMH D ESHUOME MRGL,

8. F<EMILRURBIEE

ERRRICE T IRSANBRBRF/FRRE

| B | CAS BE | 1512 (REW | sEEE AR | ka
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Sitagliptin / Metformin Formulation

RES HETH: BBERE BiIEIZRETA: 2022/10/01
9.0 2023/04/04 27113-00022 #EERA: 2014/10/31
| fE) E|HBEE
Metformin 1115-70-4 TWA 1 mg/m3 (OEB 1) RER
RGN TFU) UERE 654671-77-9 | TWA 0.5 mg/m3 (OEB NER
2)
+)L0—X 9004-34-6 TWA 10 mg/m® ACGIH
ZBtFa2Y 13463-67-7 OEL-M (% A 1 mg/m° HAREEHE
¥ CA) (F2V) 2R (FER
)
OEL-M (#a%p 4 mg/m’ BAREXRS
CA) (F2 V) 22 B8R
)
TWA (FER: = 2.5 mg/m’ ACGIH
) (ZBiEF42 )

COMBFEMFRAICFIATRETEAEN O, MEZRATHIRERESRELTFEA,

“EBEFE Y

Gl TS

fRER
MR RRER

T4NE—247F
FOHRER
e

RRORESR

RERUVEADRER

BEAMA~OEHER/MET BICIERTHEGRMNOY O
—)LEFERALES,
o REESSLVREZRET SO, 2T0O0=T) >
JEBIIRERFTICEKYERSIN, WP EZIZHVEESQ
SZBRERHYET,

B BAPFREENFATELG MG, FEE < HEETE
THENA R4 VOBENDE S BATRSAIBEE, T
RRERBEZEZFERALEL LS,

WHFRA2A T

GESAEE

YA Ro—I)L B ERERKEL LLET—YILEFRT 5,
FEREL LIFEEFRICROZIVRE, S X, T 70Y
IWHEENRET HIHEX. BULRI—VILEERT S,
MLA. TR, L LLIEFI7OYVILIZCELREES LSS
AREENHBIHEEIE. 7T —XP—IL KL LLIEZFDIFELD
IL7z—REOTOTIavEFRALELLS,

A= T74—LELKIEERERI—FEERLELL S,

9. PEARTLENER
WIRIR R
&
Ry
RhoLEWEDE
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Sitagliptin / Metformin Formulation

&= WETA: BEES: AIE%RETA: 2022/10/01
9.0 2023/04/04 27113-00022 #EERH: 2014/10/31
AR B E R T—REL
BRAXIIE R RV HEEEE T—REL

ARt (EfR. KK)

AR CRIR)

MI. N R UT3HLLEZDEAIADNREDREIC, BHEN
DY LAZEMRT 2EENLAHYFT,

T—87%GL

BRETRARVERELRRE AIARR

IREEED LR / AT LR

B

BREGLHEOTR / THRTR

B

BRENRE

HE
B (EpHhTEER)

R

KiEE

n-A49 4%/ —IL/ KHERIZREK
(log &)

R4

£

Z

i

U/ RIFHEAEE

&

;=
X\
il
H

t

e

B8
et

xR EE
IR

BRAb i

57

el

F—87L

F—a#L

AEMIIEREEME L LTESES NG,
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Sitagliptin / Metformin Formulation

&S HWETH: BEES: BIEIZET B: 2022/10/01
9.0 2023/04/04 27113-00022 #EERH: 2014/10/31
HLFHRHE
HFH A X L T—A%L

10. REURVRGHE

R E D RISHERE LTIRESESNEL,
LR EN D BEORETRRE
fElREE RIS REH DMIL AV RY VT LLEZEDEAIADREDREIC, BHEM

DM LAZEMRT 2EENLHYFT,
BUOBIERIERIST 2 ENH D,

BITHENEES LB %, NTES
BLADREFEITS,
BAERYE D ERIEH
BRAS LD EERY D BRASESBERMIIM SN T,
11. BEHEHR
AREMDH L REZROFEHR © WA
RS
EE
RBIZA-E=BE
A=t
AHAD EFE,
S
2EEE @&0O) D SMEMHEEMS 1,380 mg/ke
Hik EICKBAE
B4
Metformin:
2lENE o) : LD50 (S k): 1,000 mg/kg

LD50 (%2 R): 1, 450 - 3,500 mg/kg
LD50 (+)L): 463 mg/ke
LD50 (%4 %): 350 mg/ke
LD50 (EJLE v k): 500 mg/ke
ETVITFU) VA
2MEN (1B0) © LD50 (5 k): > 3,000 mg/ke

LD50 (% 9 R): 3, 000 mg/ke

7124
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Sitagliptin / Metformin Formulation

IRES META: BEERE: BIEERETH: 2022/10/01
9.0 2023/04/04 27113-00022 #E{ERCR: 2014/10/31
)iIO0—X:
SMsEY @O) : LD50 (v k):> 5,000 mg/kg
2usE (RA) : LG50 (T k):> 5.8 mg/l

BREERME: 4 h
HEBRRE MLA/ZT R+

SEsEt BR) D50 (H):> 2,000 mg/kg

FTREET UL
2EEE &0O) : LD50 (v k): 1,200 mg/kg
3% OECD SRERH A K54 > 401

SHsEt 8BR) : LD50 (T k):> 2,000 mg/kg
Fi%: OECD ERB&AH A K54 > 402
% BT mEIBON-T—FITEDL

“EBieFE
2MEME o) : LD50 (5w k):> 5,000 mg/ke
2EEE RA) © LG50 (v k):> 6.82 mg/l
RRERRER 4 h
HERIRE: M LA/ X+
TERAV M COYEF-ILEEYIREORASHEIIE
LYo
RERERYE. /R
FIATTEEIERICE DR Y DETEAELL,
By
Metformin:
"@ L S
fER . BEORERIM
SRTYTFU) UERE:
2 R
Ak R4 XEHER
fER D RIBRIEAL
(w771l VAP NN
| i L e
fER D RIERIEMHE
—BEFE
|l S
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Sitagliptin / Metformin Formulation

] WETE: BmEpEL. BTEIHETA: 2022/10/01
9.0 2023/04/04 27113-00022 FE{ERkA: 2014/10/31
e  RIETE L

BRIz S ERTRGNE BRHE
FIATRERERICEDRYDETERL,

By
Metformin:
|@ L S
fER D BEORRE

RGNV TFU) VEEE:

2 D oYX
fER D BRI,
Hik © FLA XRER

FToIVBBERT Yo L

(] R

HER D RICX T AR HEHEE
Vab: . OECD :HExHA K> 4> 405
“EBiEFE

|@ L S

HE R D IRADREA L

P, 38 B 1 32 I B2 i TR

RERES

FIATTRELIBRICE DK R Y DETELLY,

FEOR 35 B E 1

FIATREAIERMICE D RY HETELLY,

By

SRV TFU) UEEE:

HER R A T © BRTY U/ ETiEEEER (LLNA)
& D WYY R

Ak . OECD &HEEHA K> 4> 429
e D RERMEME TIEAL

N %l AP N

HER R A T D REFIURAE—Ta VAR
REDTRER D RISt

& . EILEY R

HER DR

% D BT AamEMSBTLONT—2IZE DL
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Sitagliptin / Metformin Formulation

&S ;ETA: BIEE S BIEIRETA: 2022/10/01
9.0 2023/04/04 27113-00022 #EERA: 2014/10/31

“EBiEFE

RERA A T o BETY) /NEEREERER (LLNA)

EAOES 1) D RIS

bz DOYYR

fER D EH

4ATEMRRERRMY

FATRELIERICEDOCRYSETERLY,

By

Metformin:

in vitro TOE:E=E% D HREBAA T MEMER WS EREALTESER (AMES)

R 2

REES A T in vitro 7w tA
TRAMRT L ROR) D /NEHRE
R e

HEBRA AT REREE
TRARRT L ABD ) 35k

R fE
in vivo TOEGEEM D HRERA A T IMREER
B v9R
BREREK £0
R e
SRGYTFU) UERE:
in vitro TOEEE% © HERA A T Ames FER
R E

SRERA A T in vitro ZBEEERER
TFAMRTFL: FrA4 Z—ANLRZ—INEHRE
R fE

HERS 1 7 DNA 1B15 L1815, HELYMBEO TR DNA &K
(in vitro)

TRAMRTL: 5y MR

R =

in vivo CTOEEGEEM T B A \V 5 75
B Tv9R
HBER®K 0
R pEt
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Sitagliptin / Metformin Formulation

&S ;ETA: BIEE S RiIEIZXETA: 2022/10/01
9.0 2023/04/04 27113-00022 #EERA: 2014/10/31

)O0—X:

in vitro TOEEEM D HREBRAYA T MEMERAVWDEREALTESER (AMES)
R 2
HERSZ A 7 in vitro HELEMHIREGFEEHER
EER: 2

in vivo TOEEGEM D RERA 4 T HELEYHRMmMEBR/ N LERER (in vivo MRS R
E®)
B.v9R
BRERE SRARAATEBE
R 2

(Ne a1l AP NN

in vitro TOEEE%E D HREBAA T MEMER VWS EREALTESER (AMES)
Hi%: OECD REEH A K54 > 471
EER: 2
HERSZ A 7 in vitro HELEMHREGFE RS
R 2

in vivo TOEEGEM D BB T (T o mEEMBSERER (EMAE)  (in vivo)
B:.v9R
BRERE: SRAHAALTEEE
R 2

“BEFI

in vitro TOEEE%E D HEBAYA T MEMERVWDEREALTESER (AMES)
EER: 2

in vivo TOEGEMS . BRERA A T in vivo /MNZERER
B YR
R 2

BHEAM

FIFARTRE A IEMICE DR Y DETEAL,

5

Metformin:

T2 DOWYIR

YA © 918

k5= 1500 mg/kg AE

fER D e

2 > AV S 8

BE52% ©#0

A% 55 B © 104 8
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Sitagliptin / Metformin Formulation

RES ETA: BBERE BIEIRETH: 2022/10/01
9.0 2023/04/04 27113-00022 #EERA: 2014/10/31

BrE5E . 900 mg/kg AE

HER DR

2 DIy, AR

B 5 E C 0O

B 25 B © 10458

ILOAEL ;900 mg/kg AE

fER DR

1Z RO AR . FE (BHESD)

% . {ERA¥FIEE FTIEIBEENGWEEZZ LN,

RGNV TFU) VEEE:

bz COYYR

BE5#2% 0O

A% 55 B © 2%

fER D et

T2 A

BRERR DO (B

IR EEEERE 28

HER - 1k

IZRORE AR o BTRE

w& D HERTHERIN-EELSN
KLU -TERIAAD L D MO EEMANLTEHE. BAAMEYMEE L THEINAN
) O0—X:

L A

BE5Z2% D BRAIAATEGE

YA 128

fER D e

FFoIViREET B YD L

2 . Iw bk

52K D BMHRAATREEE

PR 25 Br P 28

Hik : OECD HE&HA K354 > 453
fER D B

% D BT AMELNLELONT—2IZE DL
—BEFE

& . Iv bk

B 5 #Eg . RAFLCA/S R NIE

5% 25 e P 28

Ak : OECD HE&HA K> 4 > 453
HER - e

12724
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Sitagliptin / Metformin Formulation

IR&ES WETA: BEES: AIE%RETA: 2022/10/01
9.0 2023/04/04 27113-00022 #EERH: 2014/10/31
e ERAMFIE FTIREEAGTVWEEZ BN D,

HENAE-TEAADF

SEE

COMEFEYMFHICFRARRERTEGEN =0, HEERAT
SRERMEEIRELFEA,

HYRRICEVTRAIZK DENAEDREM GRS H S

FIARRELERICEDCRY DETER,

%

Metformin:
ERICX 9 B2

ETVTFU) VEEE:

PEIRICH T DR E

HEBRA 4 T &£FER

oy bk

RERK &0O

A 5B 57: NOAEL: 600 mg/kg AE
R ZREICEEEL,

HEgs 4 T B

B oy bk

BE&K &0

F 4 E M NOAEL: 600 mg/kg A=
MR EFEEEGL,

HEA 4 T ZRNE L UBREKE

& oYX

BRERE &0

BE - BRIRE 1,  NOAEL: 140 mg/kg AE
BR EFEEILLL,

HER4 4 T 2HEEeN / VHERE

B oy hk

BE52K: &0

S 5E7: NOAEL Parent: 1,000 mg/kg {AZE

HR EBEADEEFLTNW EAFYEBETHLNZE ST,

HERA A T ZRENB L UVUBRERE

B oy b

BER®K &0

21514 LOAEL: 250 mg/kg A=

BR ESHEFRADEETLEENHDHIEMNFIBAL, |
EFEETEL,

HERAA T ZRWELUBRERE
& oyx

{E2F 2% NOAEL: 125 mg/kg AE
ER EIEEILLL,
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Sitagliptin / Metformin Formulation

&S WETH: BIEE S BiIEKRETA: 2022/10/01
9.0 2023/04/04 27113-00022 #EERA: 2014/10/31
1|
)O0—X:
HIRICK 9 D5 E D REBRA 4 T —tHRAEEEEER
B Sy bk
BERR: SRAAATESBE
R 2
RRORBE~DZE C HERA 4 T ZREEN / VEHIERLE
Sy bk
BERE: SRARAALTESE
R 2

FFoIVREET YD L
BEIRICH T DR E D HRERA A T T HEREESMEAR
B oy
BRERE RAFAALSE
7% OECD HERA A K51 > 416
R 2t
"5 U 2PEIL/LONET—RITEDL

BEDEE~DZE . HEBAA T ZRENELUVRRERE
B oy bk
BERE SRADAATEIEE
R e

#E: HUT SMEI /LT —RITE DL

FERMESRSE (BEEIXCR)
FIARTRELERICEDCRY DTSR,
HERMBREE (RESCR)
FIATRERERICEDRYDETERL,

RERSSM

B

Metformin:

L D Zvhk

NOAEL ;125 mg/kg

BE5Z% 0O

A% 55 B © 1 year

w& D BEEGEEEREHBESAEI T
L R

NOAEL ;100 mg/kg

BRERR o8B0

IREREERE : 1 Year

e D BELEEERIEIBESINLGMAOT=

14724
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Sitagliptin / Metformin Formulation

RES HETH: BBERE AIERETH: 2022/10/01
9.0 2023/04/04 27113-00022 #EERA: 2014/10/31
i S
NOAEL : 50 mg/kg
B 5 #ERg . KT
B 25 B : 2 year
% . BELGEEFEAESRESIAGL O

VETVITFU) VEE:

2 XA
NOAEL . 500 mg/kg
LOAEL : 1,000 mg/kg
BEZK L #B0O
IR EEBERE D> 2 &
ERfiE R D =g
2 . Iv bk
NOAEL . 500 mg/kg
LOAEL : 1,000 mg/kg
52K |
A% 55 o 14 A
IZ RO AR o BFEE, EEE, DA, ®
/i DR
NOAEL ;10 mg/kg
L OAEL . 50 mg/kg
52K |
A% 55 B : 53 A
IZ RO AR D hiREER
% . {ERA¥FIEE FTIEIBEENGWEEZZ LN,
i R
NOAEL o 2 mg/kg
L OAEL : 10 mg/kg
B 5 ER% .
A% 55 R . 27 8
iR L BE, PIRMER
iE K D THREETE
&% . {ERA#FIEE FTIEBEENGWEEZZLONS,
i |2
NOAEL ;100 mg/kg
B 5 #ERg » &0
AR & B 14 @
% D BEEGEEEREHESNELI T
£)O0—X:
Iz D Sk
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€3 MSD [} v

Sitagliptin / Metformin Formulation

IRIcA- =55

RAAATZGE

ETVTFU) VEEE:
A

RAAATZGE

mES HETA: BEERE BTEITRETH: 2022/10/01
2023/04/04 27113-00022 #EERA: 2014/10/31
NOAEL >= 9,000 mg/kg
BE5#2% MHRAATEBE
A% 55 B 90 Days
FTFo BB ) oL:
2 Zv bk
NOAEL 488 mg/kg
B8 MAAATEBE
B 25 B 90 Days
e BT A3MEMBONE-T—F2IZEDL
“BEFa
T2 AR
NOAEL 24,000 mg/kg
BEZK MAAATEBE
A% 55 o 28 Days
2 Zv bk
NOAEL 10 mg/m®
BE5Z2% WA LA/ R L/IE)
A% 55 B R 2 &£
RzZAEEN
FIATRERIERICE DR Y RETEHLY,
AMEITHT 5 REEAHER
%
Metformin:
RS BE HEZRBETHZEDH 5.

BE RENBIT D ELNH D,

K TR, HER, BH, BROFRE & BHE K
. BEfE

fEIR: ERCERCRE, WEEX, BRSE
3E

fEIK: ERERRAE, SWEEL, HE MHER, BE TR

16 /24
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€3 MSD [} v

Sitagliptin / Metformin Formulation

&S ;ETA: BIEE S BIEIRETA: 2022/10/01
9.0 2023/04/04 27113-00022 #EERA: 2014/10/31
12. BFZLEHER

HREENY

B

Metformin:

BEL (BEST)

-
=
~

v
X9 HF T (BESM)

MEMICHT 5=

SRG)TFU) UEEE:
aEN

(s e aY=—3 3

R KEEYICHT HEM

DUAFEDQKEBETHRDY

TUOVIFOKEEEHDY

B KEEMICHT HENE -

EC50 (Pseudokirchneriella subcapitata (fk%)):> 100 mg/|
RREERER: 72 h
7#i%: OECD HEEH A K54 > 201

RAEEZERE (Pseudokirchneriella subcapitata (#%5%)):
100 mg/|

BREERER: 72 h

7% OECD FERAA K54 > 201

RAEZERE (Pimephales promelas (77w kAy KX/
r7)): 10 mg/|

RREERSME: 33 d

#i%: OECD RE&EHA K54 > 210

RAEZEREE (Daphnia magna (A4 32 >0)): 40 mg/|
BREERFR: 21 d
7% OECD ERERA A FZ 4 > 211

EC50: > 1,000 mg/|

RREEEERE:3 h

HERS 4 T Rk

7% OECD RE&RH A K54 > 209

LC50 (Pimephales promelas (77w kAw FX /7)) > 100
mg/ |

BREERFE: 96 h

7i%: OECD BRI K54 > 203

EC50 (Daphnia magna (7 =< >0)): 60 mg/l
REEERFME: 48 h
ik OECD RER A A K54 > 202

EC50 (Pseudokirchneriella subcapitata (fki%)):> 39 mg/|
BREERFRE: 96 h
7% OECD BRERAA K54 > 201

RANESZEEE (Pseudokirchneriella subcapitata (#%:%)):
2.2 mg/|

REEERSME: 96 h

7% OECD HER A K54 > 201

171724



REF—5—F

€3 MSD [} v

Sitagliptin / Metformin Formulation

RES ETA: BBERE BiEIERETH: 2022/10/01
9.0 2023/04/04 27113-00022 #EERA: 2014/10/31
AEMN (IEHSEH) RAEZEREE (Pimephales promelas (77w kAY KZ/

SOVAFOKEBEEHRBY ¢

[Zxd HEM (BESET)

MEMICHT 5=

£)O0—X:
y: k-

FFoIViREET B YD L
sk

SUOVAFOKEESTHDY ¢

X9 &M%

A KEEYICHT HEN

BEME (BES)

SOVAFOKEBEEHEDY ¢

[Zxd HEME (ST
WMEMIZHT HEMH

2)):9.2 mg/|
RREERFRE: 33 d
ik OECD #E&AH A K54 > 210

BRANEZERE (Daphnia magna (4 32>10)):9.8 mg/l
RRERRER: 21 d
7% OECD HER A A K54 > 211

EC50: > 150 mg/|

BREERFR: 3 h

HE& S A T FEIRNH

A% OECD RE&H A K54 > 209

RAEZERE 150 mg/|
BREERFME: 3 h
SRER A A 7 REOR N

LC50 (Oryzias latipes (F1A % #)):> 100 mg/|
REEERFME: 48 h

#E: BT SMEILR/ONT—RITE DL

LC50 (Pimephales promelas (77 v kAw KX/ ™)) 29
mg/ |
REEERSME: 96 h

EC50 (Cer iodaphnia dubia (X< >3)):5.55 mg/|
RN 48 h

ErC50 (Desmodesmus subspicatus (#%)): > 120 mg/|
RN 72 h

RANESEEE (Desmodesmus subspicatus (#k%)): 30 mg/|
RREERFMR 72 h

RAEZERE (Pimephales promelas (77w kAY KZ/
2)): >= 1.357 mg/|
PR 42 d

RANEZERE (Ceriodaphnia dubia (22>10)):0.88 mg/|

EC50: 135 mg/|
RREERFMA 3 h
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REF—5—F

€3 MSD [} v

Sitagliptin / Metformin Formulation

TS HETH: BEES: BIEIRETH: 2022/10/01

9.0 2023/04/04 27113-00022 #EERA: 2014/10/31
ZBeFA
y: k= LG50 (Oncorhynchus mykiss (=< X)):> 100 mg/|

IZxt9 5&E %

WMEMIZHT HEMH

REMKE - SR
H5:

Metformin:
EoEH

SRG)TFU) UEEE:
EoEH

KB THOREMN
)O0—X:
EofEM

FToIVERBERT kYo L
ES R

EHEENE
B5:

Metformin:

SUOVIAFOKEESHDY ¢

S KEEWIIHT BENE -

REEERFME: 96 h
Hi%: OECD HEEH A K54 > 203

EC50 (Daphnia magna (F#4 =< >)):> 100 mg/|
BREERFMAE: 48 h

EC50 (Skeletonema costatum CE¥EEEE) ):> 10,000 mg/|
BREERE: 72 h

EC50: > 1,000 mg/|
BREERFME: 3 h
Hi%: OECD HEEH A K54 > 209

R RENETTHRE
HofE: 50 %
RREEEFRE: 2 hrs

R 2ENMETELGL

E0E: 39.7 %

RREERFRE: 28 d

7% OECD RE&HA KS 4 > 314

hnsk 5 &: 50 %(401 d)
Fi&: OECD HERA A K54 > 111

R Zo R,

R S,

0 95 %

REEERSME: 28 d

7% OECD :RE&RH A K54 > 301B
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RET—H—F

Sitagliptin / Metformin Formulation

&= WETA:

9.0

2023/04/04

BBERE
27113-00022

€3 MSD [} v

AIE%RETA: 2022/10/01
#EERH: 2014/10/31

(log 18)
SRTYTFU) UERE:

(log 18)
FTFoILBEEF R DL

(log 18)
TEPDBEIE

5

Metformin:
RIERDH M

ETVITFU) VEE:

|n—7J"] B/ —IVSKDERERE
|n—7J"] B/ —IVSKDERERE

|n—7J"] B/ —IVSKDERERE

log Pow: -2

log Pow: -0. 03

log Pow: 0.83

log Koc: 4.3

7% OECD EHBRA A K51 > 106

REFDS log Koc: 4. 37

FTIVB~ADEEY

JEEZH

tHoEEEE

T—A%L

13. BELDIE
BEES &
"ﬁ%ﬁﬁ% 7 EAR ORISR VNLDT S,

BEME T RKAEELE LTIEES L,

BREBRRUVBE EOBRIE. VA IONLFERIZREDEOHIC, BaEZ(T1=
BEEMVEEEIZRTIET S,
BFICHEENEWNMEE., REARELTERET S,

14, @|ELDEE

E R AR

= L % (UNRTDG)

EEES JEZE

E&E#iX 4 (Proper shipping JESK Y

name)

E&E5#8 (Class) JEZ Y

Bl R fERR M (Subsidiary risk) EZY

B2 (Packing group) JEgY

S ~JL (Labels) JEEZH
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R&T-—$o—t CIMSD [A e
Sitagliptin / Metformin Formulation

&S HWETH: BEES: BIEIZET B: 2022/10/01
9.0 2023/04/04 27113-00022 #EERH: 2014/10/31

finZ2m:x (1ATA-DGR)

UN/ID &S (UN/ID number) : 3JEEZY
E&E#% 4 (Proper shipping : JEZY
name)

=& 5 %8 (Class) D OIEERH
BIRfEMR M (Subsidiary risk)  :  FEEZY
B4R (Packing group) . JEERY
S X)L (Labels) |
HanEr (EYH) (Pack- @ FEZH
ing instruction (cargo air-

craft))

WHaEr (REWH) (Pack- @ FEZH
ing instruction (passenger

aircraft))

7 L% (IMDG-Code)

EEES S
EE#E R D JEEZH
EE5 58 |
Bl R fERR % |
BHREFR S
IR D 3EERH
EmS o—F S

BEBEME (RY - FED) 0 EFEH

MARPOL 73/78 MiRE 11 U IBC 23— FIZ& A X oRAMESh I RAEME (ZY - L)
Hia s nIREBORMICIFTIEZS,

&l PR il

EORHEDERF L. EHE 15 2SRRI 5,

FHDREXE
JEE& S

15. BRAZESR

BEEER
HRE
ek, EERBRMICSZE LGN,

L&&
it FnE

EZ: =

lFrusLa=7r%L (C=8~18) ==L 77—+ 214

HERE/EE

BEENBEUESIIFEY
JEE%H
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R&T-—$o—t CIMSD [A e
Sitagliptin / Metformin Formulation

&S HWETH: BEES: BIEIZET B: 2022/10/01
9.0 2023/04/04 27113-00022 #EERH: 2014/10/31

WEDHFAIZRITEIREREY

JEEXH

REEEN LiEHARYME

JEE& S

ZRREDOBH oh =L FYE (BFLFHE)
JEEZH

ZREREOBHoh-LEYE FHREHEFEHE)
JEEZH

BAMETENI RELRVEVEEY

EESTED 2 FEITHAIRE 9

EZ3 EHE (%) BE
‘| -

IBeFrsr (1v) >=0.

EMELERTIREIBRYVRUVEEY
FEELH

HELCEVEREFHHRA

JEEZH

sah =T RERA

FEZE

7 LI ETRHRA

&

FHBEFRIhEFIHA

LY

HERLWHEEETS - WRE— (BEY)
FEELH

SR UVRIMEHEE

FEELH

LEME IR E R EE

20234 3A3BHET
JEER Y
2023 4A18h5b
JEER

BEHRARRE
JEER Y
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R&T-—$o—t CIMSD [A e
Sitagliptin / Metformin Formulation

&S HWETH: BEES: BIEIZET B: 2022/10/01
9.0 2023/04/04 27113-00022 #EERH: 2014/10/31

KA A

JFEZ Y

R EiE

el e LTREISh TGN

A

e E LTHREISh TGN
BEFRERVBLIEEOMHILICEAY 5i&E

(X5 EAHEE ; ERAEMEIZIEZE LG
18 S Eank DOEEFEMEICEFZY LN
BRI B U 5 SE AR 5%
FREMAEEHERE (EE - @A)
Y
BEREMBAERE @L - @AE)
e Y
BEEZEVOLEE VERICET HikE
EEREY
COHBOBAIZDODVWTEEAS RV M) —~ADEEIFR :
AICS N
DSL N
IECSC CORE
16. ZDHOIEHR
5| R cHk D BEHE#IT—4. EMESDS [CETIF—4. O0ECD eChem
R—R2ILE I UVEMIEEYER http://echa. europa. eu/ D&

URIN—C 3 UL EESNERBRFAXETE 2 KR THRARTEINATVETS,

B Z72+—<wv b+ . #/A/H

ZDHDIEEEN £

ACGIH : KE, ACGIH[RFREAME (TLV)

BAEE(FGERS (FFE | BAEXEF4ERS HREEZ0HE -1 tE2VEOHBTEE
)

ACGIH / TWA . 8 EFM]. EFRINET

BAEXGERE (FRE | HEREE

E) /O0EL-M
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R&T-—$o—t CIMSD [A e
Sitagliptin / Metformin Formulation

&S HWETH: BEES: BIEIZET B: 2022/10/01
9.0 2023/04/04 27113-00022 #EERH: 2014/10/31

ALIC - A—RX FSUTDIHEILFERASA ANV RY; NTT - TS5 DILEREHEMES, ASTM - K
E#HERBE: bw - KE; OR - AU, ZEFRE. £EESEUENHLIESnEME: DIN -
FAURRHEELE, DSL - BRYME IR+ (AF4): Ex - HED XhORGERIFT EEZ
BNBHRE: Elx - FED XWORGERIFTEEZONDAFTES, InS - REHORT V2
—JL; ENCS - L BZEDEEFILEME )Xk ErCx - FED XADORIGERIFTEEZONDK
f& ERG - R2MIEOFEIE; GHS - #RFMI X T L GLP - HEREME RS, IARC - EFR
DATREHE, [ATA - EEMEEXHR: IBC - BRIEZSZOESEEZD-HOMMOEE
RUHRBICET 2ERMRA; 1650 - 50%AFRE: 1CA0 - EFREREMZEMES:. [ECSC - hER
HiLEYMELE: INDG - BB LEKRYMRIE. IN0 - BREEHEE ISHL - FBRe/E%E
(BA); 1S0 - ERRZEEHME. KECI - BEBRFLFEMESRE, LC0 - 50%B3LRE, LDS0 -
50%HEE (FHEHEE) | MARPOL - MAAICK DFRDMHILD-HDEREHR: no.s. -
BMBNATRSIN TS L DZERRC: Neh - FURE NOWEC - BEZMHFZERE: NOWEL -
BEEMFZEL AL, NOELR - EASMHLZEERTEIS, NOM - A F2a2HHA NTP - XEE
REMTOT S L NZIoC - Za—D—F v MEEMEARIR: O0ECD - ZF i NEFHEE. OPPTS
- LEYMEREMN - AFWHILER PBT - HOMRMEN - AREBRNE - HEMEWE) © PICCS - 7
1 VELEMEA ARV ) —; (QSAR - (EEM) HBEFMHEE, REACH - LEMEDH
$x. EFffi. B WHKIUEEHE (REACH) (ZBS¥ H#RAI (EC) No 1907/2006; SADT - B CinEs##
mE; SIS - RE&T—2 31—k TECI - 2 A ICBAFDILEMED A R M1 TCSI - BIE{L
EMEA R M) — TDG - fEfRYEE, TSCA - BEWERSE CKE); UN - E&E: UNRTDG
- BREAERYMEEES. VPB - FREICHIMRUFEICSEREME. WIS - EXRSRIRE
EUEMERRI AT L

CORET—RI—FUUT TSDS) &0V5) TRIMT HFEM (LT TRFEHR £V D)X, KxEHE
BERICENT., BHOKREOME. FHh. RPEIDLETERTHLEHHLEZEDTY,
AIERT. REOXREGEREL., FA. LE, RE, #X. BERVRRICETIIAI TR E
LTOHAMERSNTEY . WHELIRARIEIHERKRZELTLDOTEHY TEA. RIFHIL.
SDS DEEFICTRENTVIRHESN-HAICEHTLIHLOTHY .. ARAULN/MORRZLEHE
HET, XETOERPTERASNLSEGEE. AXPITERNGVRY . ARICIETE oG VAETEES
AHYFET. ARGOFEAESMICENTIE, AERERVHREEEZERT H581C. FRES
MDRBRERBICETEARHUAOBYLGFHMEEH T, FRAESLUOERT 5HETORENIKR
CHETHAHRBDEKL, FHA, VB, ROREICDOWVT, HERBLET,

JP/ JA
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