ReF—2U—F A

Losartan / Amlodipine Besylate Formulation i ORGANON
RES HETH: BEEE BTEZETA: 2020/03/23
5.1 2020/10/10 49940-00016 #IEERLB: 2015/01/26
1. ERRRUESHIER

LZERDETR : Losartan / Amlodipine Besylate Formulation

HBREOEHLT. EMRAUERES

HEEFEOEHET : Organon & Co.

X7 : 30 Hudson Street, 33nd floor

Jersey Gity, New Jersey, U.S.A 07302

BEES : 551-430-6000

BFA—ILTFLR : EHSSTEWARD@or ganon. com

RREREEES © 215-631-6999

4R ik & UME A L 4l BR

#ER R D EER
2. EEREEHOERN

25D GHS 448

RICXT 2EELIEEHE BB @ Kol

B

R B AE T D Rt

e TE= . K4 1B

BEICHT HRIFITEENL

T-2E

HEEZEMERSE (REEC @ RH 2%, DEOER, 8, BiF)

=) (&N

GHS SARIEFHE

BERRXIED VRIL :

AR o 3

fERAEEMHIER D BT 77U —MRERIGEEZT BTN,

H318 EELZIRDIEE.
H360D fR R~NDEZEDEE 1,
H362 IRELPDFICEZRIFT E TN,
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RET—HV—F A
Losartan / Amlodipine Besylate Formulation i ORGANON

R EE = HWETH: RERS: HT[E%ET B: 2020/03/23
5.1 2020/10/10 49940-00016 #EERH: 2015/01/26

H373 REAICHT-5H. RIEIREFCE (BEA) ITX2BHFOE
EoEETN (& DLDEOER B BE.

TEXE:

P201 SERRTICEIKERBAZEZAF T H &,

P202 £ THREFEFHRAHEMIT AT TRYHZEDLEN &,
P260 # CAZMA LN &,

P263 tFiRF R RELEA R X EfL E & 115 2 &,

P264 Bk MEIFREZEZ K <KD 2 &,

P270 COR R EFHREIT HEEIZ, SREXRIFEEEZ LN
to

P272 B EINT-EERIIEEEISHIANI &

P280 REEFR MREKR RERE REMEERT S L,

CaEE:

P302 + P352 RIEBICHIE LI=1BE : SEDKTES Z &,
P305 + P351 + P338 + P10 BRICA o 71=15& : KTHOREERE
FLEZS T E, RZAVEH FLUXEEBERALTLWTESICH
BHGEIENT L, TOREVRSEEHRITHE, EHICERM
[ZERT DI &,

P308 + P13 [ BRIFIEK BNBELHSI5E : EEDZER
SFRHTERITRHI L,

P333 + P13 RIEFIEXIIE LA (B) NELBE  EEID
P FUTEZITSH L,

P362 + P364 B IN-KEEHRE. BEAT IIGEICIEEE
gH L,

RreE
PA05 fEfE L TRET H &,

B3
P501 N, BERZADBIN-VERRICEEST S &,

GHS FEIZEZE L E WML DERB ST
ERGHERVEESNDGE © BMLALOEMICEIY. REOMENGRIBEIIEZENEE
BEEEOME BEBEMENH D,
MI. N FRY T3 LLEZREFAIDLEDEIC, BRMED
BLAZRZERT H2ETNLHYFET,

3. MERUHSER

LEME - BEYMDORX A . BEY

5

=4 CAS &= 8= % w/w BIRANTRERE
TS

£)I0—X 9004-34-6 >=60-<70

Losartan 124750-99-8 >=10-<20
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ReF—2U—F A

Losartan / Amlodipine Besylate Formulation i ORGANON
&S ;ETH: BERES: BIE%ETA; 2020/03/23
5.1 2020/10/10 49940-00016 FEAER A 2015/01/26
Amlodipine Besylate 652969-01-2 >=1-<2.5
S VELD, 13463-67-7 >=0.1-<1 17558, 5-5225
2 6Ot IFIp I LI—IL  |128-370 5=0.0025 - <0025 3-540, 9-1805
4. [EREE
—BREIT KA R . BHOBAY. EHNT ChANE ZEELICEEODRE
Z+5,
ERARES CBE. EERENASHIBEE. EFOERE
S1+5,
WA LSS L RORAREEE. FEOEEOBTHABHT 3,
ERNEEZ 3,
BEIHE L-8a M LBA. BLICREERTALSEOKTRNET,
Fi U1 RIS & U ER <.
ERNEEZRIT5,
BERORICKRERES.
HEBERT DHAICERITES.
RIZA - BE  EMLEBE. BLI2BOKTOACES 15 SREEERE

Wi,
HEICTEDHAICE. aV2 9 FLUXERYNT,
ELICEMDFLETERITS,

BRARAATZIHE D RBFRAALEGE. BEICHEMNAELL,
ERLEZRITS,
KTAZELLCTT L,
AMERRUVERMEEROR @ TULXF—URERGEZEITETH,
HERGHIREIR EELIRDIERS

BRERADEZEDOEEN,
RIABDOFIZEEZRIET B EN,
RELTHAIVWEFRAICOE-YBRARAALLESE, FBHRICES

DHLIBENDH D,
BMLALDEMICEY . KEOYENGRIMEIEZENS
EHFREMEN D D

WRHEZT 2B DRE D HENEREARFELDREISEREZILL., HEIKTLSR

ERZERATLHIE. BREOTFRENHDHBZEIE. HESD
BYGEAREEZSROCE (BB %25H) .
EMICH Y AFANTIRFE | XRRESIUMEREZERTSI &,

5. KKFFDIEE

W) 755 H A o JKIESE
it 7 ILa—)LiasE A
ZEtxF (C02)

IR H XA
0 TIEAE DR LVHKH COMRE L,
HHORIKRAEM D BMLADERMZEITS, EXHICTHLEOHMH CANS
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Losartan / Amlodipine Besylate Formulation

RE= WETH:
5.1 2020/10/10

Apuhlic

-5 ORGANON

BEES: HIEET B: 2020/03/23
49940-00016 #EERH: 2015/01/26

BEREEEIEY

BLTHBYBKRENFET H2EHNLABRRDERLH S,
RIEERYM~DBRTRIREICEEZRETEENH D,

RFRERILY)
BRIEEY
EHREEH (NOx)
ERERIEY

BEDHXAE BGORN & BHQIREICIE C TAYGHKFRERL S,
KAHDBRHZE AT H=DIZKEEET 5,
RETHNERBEI VT T ERKBEEN ST,

R BEESEDH &,

HRZEITSEDRE KEFFIZIE, BIaRXITRBEERT 5.

REEZHERAT D
6. IRHFDIEE
AR 5 FEEE, RE @ REEEEAT D,

BERUVRAREE

REICHYTHEEFHE

HLAHRPRHEDFERD

2

RELMYZLNDT KA R (BT %238) ., AARE
BED#EERICEN (IBE 8 Z5H) .

RE~OBHEZEITSHZ &,

REZHALTHD, BAPIENZLEDH S,
BRINERRFKEREL. BHT 5,

REANE LKERTEGMERIE, ABBKISERT 5.

CIENF-DDE, BELDIMNERBETRVVERY ., BUEESR
I L. BET D,
MLADESIHADRBEE TS (THHE, MLADEREL
REODEEERICKDER
MLANESFICHRLEETHESINS EBREDES
MR THNDT, RAICHMLAZERBIE TS,
ABIEHRE., BETHEICIE. SAFEARAFESIVEDR
AlIZfE->THIEBT Z ¢, TORBICERIA-MEIZDOUL
THRENTHD., EQRANEREINEHNEHERT IHEN
H5,

AKSDSDIERB 13HELVLI5IZHENT, MABARSEIUVED
EREORZEDY .

7. RELWRURELDIEE

ks
BT »t 2R

BFHER, 28RS

BESNEBEEL, BBEARXMIGIKLEEZSIZEII L
BHd,

BERMGE, B, FEEFEESERG EDETL T
HEZHET D,

TRGMIATERWGEE. BAEREEZEALTE
AN
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REF—5v— b

Losartan / Amlodipine Besylate Formulation

R EE =
5.1

;ETH:
2020/10/10

BEBES:
49940-00016

Apuhlic

-5 ORGANON

BIEIZRET B: 2020/03/23
#EERH: 2015/01/26

ZENEEEIR

e i [ ¢
BAEXE

EMEIEME

RERRHROLEMH

IR R SR E R TS &,

REOKRIZHT T,

MLAZRALENZ &,

BRAAFELY,

AR& DEfMZERT S,

WMEWRIEIREZ LS 2 &,
BISBERAEORRICE DS, EXEMHOBLELSLULE2MED
ETHRECHVVERYIRS &

BREFRALTECIE,
MLADEREEEEZBOEITS,
FRLEWMVMEEICEIBRZHDTE L,
BORNEMNGESITS,

HESHMEICH LTFHREFEE LS L,
CHERFEFRTLHEEIC, REXITEEEZ LA &,
RNOCEEMZHLEL. RE~ANOBREEZR/NDMEIZCT DI L5
=

E& 1L &
BEOERPIZIEEMEADIE EOTRENENH DBHE L.
EESFRDELIZTA ISV VI VRTLAELIURE ¥
D—%#HREL TS,
FERABIHRERVEEEZZILT S,
BRINFEEKRIEEEMOGHIGWNI &,
BERINF-KRITIBERT HRIICEKET S &,

BHESRILODDW=BR/IZANTH <,
BiELTRETDHI L,
BELONYED S,
ZEDREIZR->TRET 5,
ROBIFEHE VS L LITRELEL
SRER L F

BSREVWHE: MRGL,

8.

[E<BIFLEVREHE

ERRRICETIHSRERR/FFRRE

D% CAS B BiE (REK | CEEE/FRE | HH®
FE) E
Z)A—X 9004-34-6 TWA 10 mg/m® ACGIH
Losartan 124750-99-8 | TWA 100 pg/m3 (OEB RER
2)

Amlodipine Besylate

652969-01-2 | TWA 20 pg/m3 (OEB 3) | &R

HEHEY IR | 100 pg/100 cm? RER

ZEiEFA

13463-67-7 OEL-M (A 1 mg/m’ BAREXRRLE
B LA) (FZ ) & GFaR
E)

HHIER: 52 EBHE
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Losartan / Amlodipine Besylate Formulation

Apuhlic

-5 ORGANON

RES HETH: BEEE BTEZETA: 2020/03/23
5.1 2020/10/10 49940-00016 #EER B 2015/01/26
OEL-M (#& 4 mg/m* AAREERGE
CA) (F5 V) 2R GFRE
)
B 5F 2 TEME
TWA 10 mg/m* ACGIH
(ZBIEF42 )
2,6-C-t-TFIL-p-H LY— |128-37-0 TWA (R AR | 2 mg/m* ACGIH
L EH LU
=)

B BSE EEGICETBRBEEEZRIERICHZ S Z &,
MLABRRELHCHEEZHET 5
MLARMYEWI A TLFEST Y b, BMLAHEEE. ¥
CABFR. BLUMLARBEELGLE) TIE. LAMNER
BARNHEIBWN(THOLEEENLDRNANLEL) & 545K
HEHRIZITS,

THRHEBENTETHENEEIE. BAIISREEZFEFALTE
Sy,

RER

ik ARER WYL BEFHEKREENFRTELRWNGS. X EFTM
THRENTA FSA4 D 0EBANDIX BN TREIN-EEIL. FF
WREREZFERALEL LS,

TANE—34T MEFRAE2A T

FORER

e it 22 14 F 4%

wE BERMEDREVCEIZLY . FEBICEIEEMERETF
REESIE, COEGHLFREFEBT HEMIEISHN LT
WAL, FREERICRMYBZ S, HFHREXEICERTSLE
EOFROMEEMESEZFROWUETICHVNEDOESZ L
EHRT D, KREBERTOKRERICEFERLRS.

IRDRER ROBANREEZERT S :
MHEPELEIT =T ILENMTRITRIERE S,
REMEZY Z5GIHFEITER
T4 AV—JLK

EERUVEERDIGFR {EZMmET—2 B L UCBRICES T 2BEaTaet 0@ &

DVWTEYGRERERIRT 5 &,
FEEMEORER (FR, AiE#. RHMGE) ZERATSHC
ETRE~NDEMERT D,

9. MEMHETLFHER

WIRIKRE
1)
2




ReF—2U—F A

Losartan / Amlodipine Besylate Formulation i ORGANON
&S HETAE: BEES: B RET B: 2020/03/23
5.1 2020/10/10 49940-00016 #MEERLB: 2015/01/26

RO LEVWEDIE T8I0

b R E T80

BRXFIVBRIRCHEEHE @ T—274L0

ATRE (BMR, RIEK) DOMIL AR UTHELLLEZDEIDLEDMIC, BRME

DMLAZEZRRT HETNAHY FT,

AR GRIE) L T—AnL

ERTRARCESRLRR THRRR

BREEOLR/ TRERE  F—4HL

EREEOTR /AR THRE : T—4%HL

Bl ks =

PRRE L T—AHL

pH F—BHL

HRERE L T—Aa%kL

BARICRE F—RHL

HE

BNREE (BhAG1EER) D T—a4L
BRRE
Kiat L T—ARL

Ao 8/ —LKAERER 0 T—4kL

(log {&)

ARE D T—Aa%kL

BERV/ XITHEIZE

HE F—aHKL

T F—aHKL

x5 RBE L T—AHEL

IR RS D OIRIER

B4t D ARREBIEEMEL LTRAEESALL,

HT¥E F—aHKL
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REF—5v— b

Losartan / Amlodipine Besylate Formulation

Apuhlic

-5 ORGANON

&S suTA: BEES. AIEERET H: 2020/03/23
5.1 2020/10/10 49940-00016 MEERLA: 2015/01/26
R
HFH A X F—87%L
10. REMRURIGHE
Rt RGHBRE LTEAEES AL,
LEHREE BRORECRERE,
IRAE R AT MI. AV FYL54 L REDENDMBOMIC, WM
DY LABERRT BETNLBYET,
BUOBILHIE RIET 52 E0B 5.
BT BN & EH B k. KIE
BLADREERT S,
EAERIE B
IR 5 R B BRAEGHRERMAR SN TOEL,
1. HEEEE

AREEDHLRERBEOER

ask

m®A

B2 IS HEfi

B

RIZA- =154

FIRARIRELERICEICRY DETEAL,

B

AtETE @0

B%:

ro—2:
=B (&0O)

2EEE (RA)

2EEE BR)

Losartan:
2EEE (#O)

SEEMHETEM > 5 000 mg/ke
75 EFROHIHT

LD50 (S k): > 5,000 mg/kg
LC50 (T v k): > 5.8 mg/|
BREERFM: 4 h

HERRE MLA/S X F

LD50 (*4%): > 2,000 mg/ke

LD50 (=~ R): 1,257 - 1,590 mg/kg
LDLo (5 w k): 200 mg/ke

LDLo (%9 R): 400 mg/kg

8/23



ReF—2U—F A

Losartan / Amlodipine Besylate Formulation # ORGANON
&S ;ETH: BERES: BIE%ETA; 2020/03/23
5.1 2020/10/10 49940-00016 SE VR E: 2015/01/26

Amlodipine Besylate:

SHESEE #E0) : LD50 (5 v bk): 393 mg/kg
“BeFa

anEn (B0) . D50 (5w k):> 5,000 mg/ke
SMEE (RA) : LC50 (T k):> 6.82 mg/l

MREERFR 4 h

RERRE MLA/Z X+

TERAAD M COMEFLITEEMIEEORASEISIE
LYo

2,6--t-FTFJL-p-H LY—IL:
A2nEr #@n) : LD50 (5 k):> 6,000 mg/kg
7% OECD HERH A FS 4 > 401

AtEE @R : LD50 (T k):> 2,000 mg/ke
7% OECD EABRA A K51 > 402
TERAAV M COVEFLFTEEYEIZHDORESHLITE

Ly,
REERY. /R
FATRESERICE DR YNETELL,
B%:
Losartan:
(] Lo
R D BEORERE
“BiEFa
(] Do
R D REBRIEGZ L
2, 6-C-t-TFIN-p-H LVJ—I:
& R
ik : OECD :RERAHA FS 4 > 404
R D REBRIEGZ L
= D T AYEMBLONT—RIZE DL

RICxd 2 ERLBHEE/IRTBMHE
EERERODES.
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ReF—2U—F A

Losartan / Amlodipine Besylate Formulation i ORGANON
&S HETH: BEEE BTEZETA: 2020/03/23
5.1 2020/10/10 49940-00016 EYERA: 2015/01/26

B%:

Losartan:

& R

ER D REDRE

Amlodipine Besylate:

iz S

ER D BREDRIE

—BiEFE

(£ Lo

ER D IRAOREAZ L

2,6--t-TFIL-p-U LY—)L:

(£ Lo

ER . ER~ORBEA L

Hik : OECD HE&HA K> 4 > 405

5 D BT AMELNLELONET—RIZEDL

I f 25 R VR P 3 (3 B2 1 R

RERES

FUILX—HMEERIGERECTH TN,

IR AR R EE

FATRELBERICEOICBY SETERL,

B

Losartan:

HERAR A T D REFIURAE—Ta VAR

REOERK D EIEEA

i COEILEY R

TEAAD R D E FADOEEREEOIMIETEIIEERLHY .,

ER - 1k

“BiEFE

HERa A T © BRTY) v ETiEEEER (LLNA)

REOT R D RISEM

& DONTOR

R DOEH

2,6-S-t-TFIL-p-H LY—L:
v L) b FREEE/YF TR - HRIPT)
REOIRK D RIEHEA
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RET—FV—F

Apuhlic

Losartan / Amlodipine Besylate Formulation # ORGANON
&S ;ETH: BERES: BIE%ETA; 2020/03/23
5.1 2020/10/10 49940-00016 SE VR E: 2015/01/26

1 e~

HR =4

a2 R

FIRAREAERIC RS CRY HETERL,

B4

+Z)L0—X:

in vitro TOEEGEM

in vivo COEEEEMN

Losartan:
in vitro TOEGEEM

in vivo TOEEEMN

Amlodipine Besylate:
in vitro TOEEEM

“BEFE
in vitro TOEEEM

HERS A T BEME AL S EREATRAER (AES)
R Rt

HERS A T in vitro I BYHIEGFERAR
TR e

HERS A 7 WELBMARIE/MEERER (in vivo MIBHIER
%)

B.YvOR
BERT: SRAHAAEBE
R fE

SRERZ A T in vitro 7w A

R R

HEERA A T in vitro HELEYMHIRREGCTFERESR
TFTRAMVRTL: Fr4 =Z—XNLRZ—IEMAE
R e

RBRAA T TILAYBET vEA
BR B

R4 T REREE
R

HBRA2A T REREE
R 2

HERS A T HEWE R D ERRALZRHER AIES)
BRIt

HERA A T in vitro 2BEAKRERHER
BER e

HEBRY 1 T AEMERA VS BEIFRALEHER (AVES)
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ReF—2U—F A

Losartan / Amlodipine Besylate Formulation i ORGANON
&S ;ETH: BERES: BIE%ETA; 2020/03/23
5.1 2020/10/10 49940-00016 FEAER A 2015/01/26
R EH
in vivo TOEEEM4 . EERA A Tin vivo /IMEELER
B YvOR
R e
2,6-C-t-TFIL-p-s LY—)L:
in vitro TOBESH  HBRAA T MEME AL B ERAERRAE (AES)
BRIt
HEEA A T in vitro HEEYMHIBREGCTFERESR
R E
HERA A T in vitro 2EAREMRER
SR e
in vivo TOBEEM L MBS A T EREM (in vivo BILEESEIEE SR
B, LBEDSH)
B oy bk
BRERK: fRAHAATEE
R E
EHAME
FATEAERICES CRY HETERL,
B%:
Z)O0—X:
i AV
BREZR D MRAHRAATEEE
A 5 B 728
HR DoEM
Losartan:
& DOYYR
B 5% - u|
R . 9@
®’E= . 200 mg/kg AE
R CoEH
& DSy k
BREZR ©#0a
3| : 10558
®’E= . 270 mg/kg AZE
AL LRt
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ReF—2U—F A

Losartan / Amlodipine Besylate Formulation i ORGANON
&S ;ETH: BERES: BIE%ETA; 2020/03/23
5.1 2020/10/10 49940-00016 FEAER A 2015/01/26

Amlodipine Besylate:

& DY R

BB D0

R 25 e D 2F

HR Do e

& Sy kb

&5 R - u|

PR EE B 2%

HR DB

“BiEFa

& . Ivb

REZER D RAM LA/ R KE)

W 2

ik . OECD SERHA K54 > 453

HR D B

= D ER#EILE FTIIEELATWNEEZ NS,

KA -FERAAS L BWERIZBOTRAIZE BEAALORENA A H 2

2,6-C-t-TFIJIL-p-HU LI—IL:

i AV
BEZ® D ERAHIAATEEE
PR 22478

HR DoEH

LEE

BREADEZEDEEN,
RIATDFICEZRIEFTEEN,

B
)O0—X:
RIC 9 B8 D HREBRA A4 T —HREESEEAER
B oy bk
BRERE SR AATEEE
R 2
REODEBE~DEE HERZ A T ZREESN / VHIERE
B Svk
REREK BRAHAALTEIBE
R B
Losartan:
HRICx 9 B8 . HEA4 T ENEA
By bk AR
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RET—HV—F A
Losartan / Amlodipine Besylate Formulation i ORGANON

R EE = HWETH: RERS: HT[E%ET B: 2020/03/23
5.1 2020/10/10 49940-00016 #EERH: 2015/01/26

BE5RK &0

4 FEF: LOAEL: 200 mg/kg {AE
MR A RDETERE~NDHE
HE BEIN-BAEN

BRORBE~DFZE D HERA4A T EE
& oyx
BREZ &0
FHAD— %1% NOAEL: 10 mg/kg AE
FAEZE M NOAEL F1: 20 mg/kg {AE
R ESHELFRADEFLGCEZEIBREEENSMEEIC
DHFIBALTz, , EFEZEILLGL,

BN G -]

oy bk

BEREK #0

FAEFEM: LOAEL: 10 mg/kg A=
R BREREM.  EFZEILGL,

AEEME-TEAA U D BMRRICLDERFANOEBZENRAEICH D

AN\Y

MRTIHIRAPEHDOARICH T 2HEEERYT

Amlodipine Besylate:
FIRICKT 9 D8 . HERAa 4 T 2R / VHRERLE
B Ivhk
BERK A AATZIEE
S 5E S NOAEL: 10 mg/kg KE
TR IREICEEEL,

HER4 4 T 2HEeh / HBRERE
B oy x

BRERE SR AATEIEE

5B H3: NOAEL: 25 mg/kg {AE

R ZREEICEEEL,

REODERE~DZE . HEBRAA T ZRMNELUBRRERE
oy b
BERE: A& RAALESBE
F4FE M LOAEL: 10 mg/kg AE
BER BRORE~DFE,

HER44 T 2B L UVBRRER
FE oY x

BERE: A AALEIGE

FAE =1 NOAEL: 10 mg/kg AE
R BROEB~DEETELY,

HEBRYA T ZREMNE L URRERE
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ReF—2U—F A

Losartan / Amlodipine Besylate Formulation # ORGANON
&S ;ETH: BERES: BIE%ETA; 2020/03/23
5.1 2020/10/10 49940-00016 SE VR E: 2015/01/26

B YOR

BERE: A AATEIGE
FeEF M LOAEL: 1. 6 mg/kg AE
HER BRREORBE~DEE,
e BRI -BHEN

2,6-S-t-TFILp-4 l/‘}—)b

WEIRIZ N5 SR8 D B4 T AR ES AR
B oy bk
BERE thAHAAEIGE
R et

RBREODRBE~DEZE o HREBA4A T ZRNELURERE
B oy bk
BRERE: A AALEEE
R et

FERMESBSTE (HEIETCR)
FIARREAERICEDSKRY AFETELL,
FERMESESTE (REFICR)

RHIcH=5. RIREEFLE BEQ) ITLBEOETNOS TN (IR, DENER & B
&)

B%:

Losartan:

REOERER L ERHAAATEEE

ZEHES Mk, DENER B TiE

TEAAD R D RECh=3. XIFREFCBIZKPBEHROEZEDS Fh.,

2,6--t-FTFIJL-p-H LY—IL:
FTEAAD b D REEEE 100 mg/kg bw LT TIXEMMICE T EXRLRE~AD
EEEIEN, T,

CAPr =

RiEREEH

B

£)I0—X:

& DSy k

NOAEL : >=9,000 mg/kg
AR ) D BRFAIAATEGE
IR ERRE : 90 Days
Losartan:

& R S
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ReF—2U—F A

Losartan / Amlodipine Besylate Formulation i ORGANON
RE S HETA: BIME S BTEHETA: 2020/03/23
5.1 2020/10/10 49940-00016 MEERLB: 2015/01/26

LOAEL © 15 mg/kg

5K C 0

EEACT : 30 d

IREE[E % © daily

ZRME RS D Mmik, B, OCEOLER B

i SN

NOAEL : 5 mg/kg

BE5R "~ n

PR TR RS A .1 4A

SR L FORE, MER

i SN

LOAEL . 25 mg/kg

5K "~ n

iR : 53 3@

REEI : daily

SR L FORE, MER

Amlodipine Besylate:

# D Iw bk

NOAEL ;15 mg/kg

B E5RE% D0

IRERRE 90 d

= D BEELAEEREESRESIN G,
ZBiEF A2 v

1 Iy b

NOAEL . 24,000 mg/kg

BE5R D BAHIAATEEE

R & B . 28 Days

i 2y b

NOAEL ;10 mg/m’

B E5E% D A LA//T R ME)
IR ERRE 2

2,6-C-t-TFILp-U LY—IL:

i D 2w b

NOAEL . 25 mg/kg

AR ) D BRFAIAATEGE
A 55 B : 22 # A
BRAABEN

FIAMTREAERICEDCRY AFETELL,
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REF—5v— b

Losartan / Amlodipine Besylate Formulation

Apuhlic

-5 ORGANON

RES HETH: BEBES: BIEIZRETA: 2020/03/23
5.1 2020/10/10 49940-00016 #IEERLB: 2015/01/26
B%:
Losartan:

SRR AEEICIEDES TGN

ANEIZH T 2 REEER
B4

Losartan:
RICA--1B&

RAAATEEE
Amlodipine Besylate:
RBICA-=5&

RARXATEBE

FEIK: R~ DRIB
fER: EME, $HAR

FEIR: SREE DRIB
R HES, BE K, R OFE BE

12.

RIGEEHER

AREEl

Losartan:
y:Eis

TUVIFOKEEEHDY

(s e aY=—3 3

B KEEWIIXIT HENE

LC50 (Oryzias latipes (F1A 4 #)):> 100 mg/|
RREERFRE: 48 h

wE BT IMENSBOALT—RITEDL

LC50 (Oncorhynchus mykiss (=< X)):> 929 mg/|
RREERFRE: 96 h
7% FDA 4. 11

EC50 (Daphnia magna (F+7#4 = <> 3)): 331 mg/|
RREERER: 48 h
Hi%: OECD HEEHA K54 > 202

RAREZEREE Microcystis aeruginosa (77 3)): 949
mg/ |

BREERFRE: 10 d

7% FDA 4.01

RAEZERE (Selenastrum capricornutum (#%)): 143
mg/ |
BREREFME: 10 d

17 /23



Losartan / Amlodipine Besylate Formulation

Apuhlic

-5 ORGANON

&S ETA: BEBERS: BTEIZRETA: 2020/03/23
2020/10/10 49940-00016 EYERA: 2015/01/26
#i%: FDA 4. 01
REM (IBHEMN) RABELZERE (Pimephales promelas (77w kA KX/

SOVAFEOKEERHY ¢

X9 BEME (BEEN)

Amlodipine Besylate:
ask

SOVOAEQOKEESHEY

X9 BEF M

EE KEEWICKT HENE -

“BiEFa
BEMN

SUOVIAFEQKEERHEY ¢

(s e aY=—3 3

B KEEYICHT BN

WA T HEMN

2,6-C-t-TFILp-H LJ—IL:

aEN

SOVIAFEQKEERHSY ¢

(s e aY=—3 3

B KEEYICHT HFEN

2)): 10 mg/|
BREERFRE: 32 d
7% OECD E&AH A K54 > 210

RAREZERE (Daphnia magna (A4 32 >20)): 100 mg/|
BREERFMA: 21 d
7% OECD FRERA A FZ 4 > 211

LC50 (Pimephales promelas (Z 7w kAy K2/ ™)) 2.7
mg/ |
RREERER: 96 h

EC50 (Daphnia magna (74 3 <>3)):3.2 mg/|
IREERFR: 48 h

1C50 (Pseudokirchneriel la subcapitata (#k%)):5.6 mg/|
BRERFE: 72 h
7% OECD RERA A K54 > 201

LC50 (Oncorhynchus mykiss (=< X)):> 100 mg/|
RREERFRE: 96 h
7% OECD HE&H A K54 > 203

EC50 (Daphnia magna (F#4 X< >3)):> 100 mg/|
BREERFR: 48 h

EC50 (Skeletonema costatum (;¥IEE) ):> 10,000 mg/|
BREERFMAE: 72 h

EC50: > 1,000 mg/|
RREERFRE: 3 h
7% OECD HE&H A K54 > 209

LC50 (Danio rerio (€75 74w 2)): > 0.57 mg/l
BREERFRA: 96 h
Ak $§4 67/548/EEC, Annex V, C.1.

EC50 (Daphnia magna (F# =< > 3)):0.48 mg/|
BREERFR: 48 h
ik OECD FRE&A A K54 > 202

ErC50 (Pseudokirchneriella subcapitata (#k%)):> 0.24
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ReF—2U—F A

Losartan / Amlodipine Besylate Formulation i ORGANON

RES ;ETH: BERES: BiIEIRET A 2020/03/23
5.1 2020/10/10 49940-00016 #IEERLB: 2015/01/26
mg/ |

RREERERA: 72 h
7% OECD RE&RH A K54 > 201

BAESEEE (Pseudokirchneriel la subcapitata (#&3)):
0.24 mg/|

IREERERE: 72 h

A& OECD ER A K54 > 201

M-270 48— (KEREEE : |

EH (2 )

ASM (IBESM) D RKREFZERE (Oryzias latipes (F14 % 7)): 0.053 mg/|
BREERFRAE: 30 d
7k OECD HE&HA K54 > 210

SOVIAFEQOKEESHEY | RAKEEZEZRE (Daphnia magna (A4 =2>3)):0.316 mg/|
[Zxtd B &M (BHESME) BREERER: 21 d

W27 42— (KEREEE @ 1
% RE (EMH) )
MEMIIT 55N : EC50:> 10,000 mg/|
BREERFE: 3 h
A% OECD SRER A A K54 > 209

REM% - SR
B%:

ro—2:
£ R D RER SOMmN.

Losartan:

2,6-C-t-TFI)IL-p-H LI—IL:
EofRME DR So@EETIEAL,
HE5fE: 4.5
REEERER: 28 d
A% 0ECD 7R b HA4 K354 > 301C

ERERKE
B%:

Losartan:

n-4%54%/—IL/ KSEIZEE : log Pow: 1.2
(log &)
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ReF—2U—F A

Losartan / Amlodipine Besylate Formulation # ORGANON
&S WETH: BEEXE: BiIEIZXETA: 2020/03/23
5.1 2020/10/10 49940-00016 EYERA: 2015/01/26

Amlodipine Besylate:

n-4494%/—IJL/ KoEZREE : log Pow: 3

(log &)
2,6--t-TFILp-H LYJ—):
EREREN : #&: Cyprinus carpio (a4)
AEeERERF (BCF) 330 - 1,800
n~#Ao4%/—IL/ KB %E : log Pow: 5.1
(log &)

TEDOBEE

F—a1L

AV UBAOEEM

JEEZY

thoESFE

T—RHEL
13. RELDEFE

BEAE

RREEY D HABAREROREIZENMLST S,

ERERBREVAE D EOBRBE. VYA OIWERIIEEDR-OHIZ, BREZ(T1-

REMNEREICRTT S,
FICHEENEWNMES, RERARELTEET .

14, WX LOEE

[ A5

R L #a5% (UNRTDG)
e E LTHRHE S TLEN

i Z2&m:% (1ATA-DGR)
e E LTHHE S TOEN

# L &5 (IMDG-Code)
fEEmE LTREShTOEL

MARPOL 73/78 MiRE I1 RUF IBC a— FIC& 2 oWMAMEShHHEME &Y - F&H)
s n - KEOHMIZIEIEZS.

&l AR

EoREDERGIE. ]|RE 15 258I 5.
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RET—HV—F A
Losartan / Amlodipine Besylate Formulation i ORGANON

R EE = HWETH: RERS: HT[E%ET B: 2020/03/23
5.1 2020/10/10 49940-00016 #EERH: 2015/01/26

15, BRZES

B ER
HRBAE
ek, EEMBRYMICEZA LA,

L&&
BRI FEYME

LEH =

2, 6—C—tert —TFIL—4—AF)LT/—) 64

FBRER/EE

HWEFHFBILEShLIHED

E

WEDHAIZZITIREREY

E

BEESEH LR ARME

JEER=

EREREDORBH oh-LEYE (BRFLFEYR)
EH

ZREREORBH oh-LEME FHREHEFMEHE)
EH

AMNETENIRECRVRVEETY
EEOTED 2 (FRITHAIRE9)

L4 = SEE (%)
BiEF2> (1V) 191 >=0. 1

EMELERTIREEEYRVEEY
JEE% Y

HELEMEREE TR

JEEL Y

snh = FhhRAI

JEEL Y

m7IILE)IénthEFRHEE

JEZY

BREFRIDETIHRR

JEZY

FEREHEEIRITS - WRE— (EEY)
JEZY
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RET—FV—F

Losartan / Amlodipine Besylate Formulation # ORGANON
RES  %ETA: EEES. RIERET B: 2020/03/23
5.1 2020/10/10 49940-00016 SEAERLB: 2015/01/26

SV R UBIE SRR E

JEEZY

tEMEHHINESE{REE

JEEZY

BEH R RR%

JEEZY

REFEIFEHREE

Y

iR ik

fEERME LTHREI S TULE L

22k

fEERME L THREI S TULE L

BESLERVELKEOILICET 5%

£ 5 A i L AERAMECEES L0

EERLTpeS DOEEREMBICIEEZE LN

FRER U REMHZERRE

FMRERBAHERE EdE - @ASA)

Y

BEMERBHERE @l - @AED

Y

BEEVONBRVERICET 5EE

EEXREY

COHFOEAITODVWTEEAS Ry M) —~DEEHIER :

AICS L R E

DSL T

IECSC > N
16. ZDHOEE

FiETER

51 I SCAk . BAEMT—4% . EAE SIS IZES < F—4&. OFCD eChem

R—2ILE I UBRMILEMER http://echa. europa. eu/ D&
RIER

Bft7+—<v b . %/R/H

ZOBOBEDLX

ACGIH . kE., ACGIHRREME (TLV)
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ReF—2U—F A

Losartan / Amlodipine Besylate Formulation i ORGANON
&S ;ETH: BERES: BIE%ETA; 2020/03/23
5.1 2020/10/10 49940-00016 FE MR A 2015/01/26
BAREXGEFS (FBFE | BAEEFERS HBREEZFOHE -1 EtE2YVEOHBTEE
)
ACGIH / TWA . g ESRA. BERIMETLY
AAELEESS (HER @ HERE
&) /OEL-M

ALIC - A—R FSUTDIELFERASA AV MY NTT - TS DILEREEME, ASTM - K
EMHHRGS bw - KE; R - EH M, TERRME. EEEULH D ESNHME; DIN -
FAURBHEELE DSL - ERYMEY RN (BF4%); Ex - FED XWORIEEREFT EEZ
BNBHRE, Elx - FED XWOREERIFT EEZONDEREE, InS - BRERKOR TP
—JL; ENCS - L BEDBEFILEME )R b ErCx - FED XWOREZERIFTEEZONDAL
RHR; RG - RGO FE|E; GHS - HRFM AT L GLP - HEREEHRE: [ARC - EFF
NATRZTHEE: TATA - EEMZEEERS, IBC - BRIEFHOESKRELXD-HOMMDEBE
RURMGICET SEFRHRA 1050 - S0WMAERE: 1CA0 - EFRREMZERME. 1ECSC - hER
FEEYEREE M6 - EffBLERYMAIE. IN0 - EfRBSEHE, ISHL - FBREEEE
(BAF): IS0 - ERZRECHE. KECI - REBRFLEYMERE: LC50 - 50%HIRE LDSO -
50%EEE (FHEILE) | MARPOL - MMAIC L S 5RDHILED-HDERSEN, nos. - I
MBADNARSN TS LD ZERRC Neh - FURAL NOWEC - BEEZMHRZERE, NOAEL -
BAESMHRZEL AL NER - BEEEZEEFES NOM - A5 a2K3EA NTP - XEE
REMTOT S L, NZIoC - —a—2—5 v FMEZWME AR, O0ECD - 23X HBASME, OPPTS
- LEZWEZEMN - 8FHIER, PBT - MO - £RERENE - AEHEWE)  PICCS - 2
1 VELEMEA RV M) —; QSAR - (EEH) HEFMMEE, REACH - LEMEDE
$k. sTMfi. 3B WH I UEE (REACH) ICBS¥ H#RAI (EC) No 1907/2006; SADT - B ChnEs#Z
BE; SDS - RE&ET—4T— b TCSI - BEBLLEYMEASA ARV M) —: TG - ERYEE:
TSCA - EEMERGE CKE) ; UN - E:E; UNRTDG - EESERYEEES, vPvB - FEEIC
HOMRUFEICESERM, WIS - EXRGSERETEVERRCAT LA

ZORET—AI—FWUT TDS] EWLVS) TRET HHEHRUT TRFER &0V 5)1E. KEE
BERICEVWT, B OZEOME. FHR. RUESNDLLETERTHIEHHLIZBLDTT,
AEHRIE, WRORLGEIMFKL., FH, LB, RE. @E. BEERVRRICEATIHM4 R E
LTOHEREINATEY . WHBIRIEXITAEREEZLTEOTESHY FHA, RERIE.
SDS MEBEICRINTWAIHESIN-ARZICETIEDTHY . YZAEGLAMOES EHAE
hET, RFTOEXAPTHERAINEGEE., AXFIZEESLZWLEY ., EMIZEA S0 AReHE
NHYFET, REGOFEABFRMICEVTIE, AERERVUHERBEZERT 515481, FRESL
MOBRRAUBICE TI2REFZOENLTMEZESOH T, FAESMNDERT 2HEZTOHEDIRR
ICEFHAREROEIEL, FH, LB, RUREICONT, BERELET,

JP/JA
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