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= d9Ast a3t A" V1€ 2t ARA(MviAtE"/ dEHA)o ddo] HAsA 2 HA
)

o 2l
F7h A B S E3 37 D BesE ANE BHoR

taom, 53

A F

of

o ZAANYA B AR EFAY SHNIARE 47, 13F HERASANIAEE AE
o

o BYA TS A FRHEAEG, ABVAFEHAY, LW/ EOA BFET WL Hol:

e

D B85 3t FEFSAE H7HBR-FAHC-CT-101, 144)

Huiaad, d2UAYG SJE2FEREA LY GRS WG A3, dEHAG eI EEEA
T P AE BE A deAEAEl fle. AR g, rAER/ETE B b JlEEER
ZEoA =9 HE A, AUCtE §53t9oy, Cmaxel 90% Clgkol 0.7070-1.29000.2 F53HA & 3HA L,
guiAt2gko] AAZE We] T& 1 Al YA uE e ZOE deE. o dNhE B AEE XEed 1
o3 atol7t RAHA e

+ I OfA2EHG 2 EE 60/10mg, 3| =222 ZE|otX|E 25mg

2) EstAld g WE8H 5548 H7HBR-FAHC-CT-102, 1)
85 (F/A 60/10 + H 25)9F E3FAI(F/A/H 60/10/25) 2+ 5530 &%
« F/A 60/10: F7H2™ 60/10mg, H 25: ClO| 22 &A™ 25mg,
F/A/H 60/10/25: BR1010(w7tE Z£2{ 2 F) 60/10/25mg

3 Axs WA BE FFEFTA BT

3 WAANPE JoFE60/10/25 mg, 30/5/12.5 mg)z A F ofokF 7he| A ZA WAHAAL Axi WA, <

c

F- ] el el vludE AP AAE AEsAL, s5FE USH
A&F EFAF/AH 30/5125 mge YA Fs4e AT TTF 2 FF60/10/25 mg)He] = ANd

2 AFFAL 55T 43
18 SFAIF/AM 60/10/12.5, 60/5/12.5)F 34 WA FE JdFa 548 45
BN (F/AH 60/10/25mg, 1895K00100)9+ Hla &= A @S AZstL, s5Fe 45T

4 o]zHF7hH Ly ATF(BR-FAHC-CT-301, 34) - HupAtzeh/gd=o)d uuk-ga A

A2 e R0 Fojo] wEEtA] b HElA n¥Y IAE o 34 EFAIF/AM 60/10/25) Fol Al
FIAG0/10) Fo vl SAHoZ 93 Uk Ast FHE  AFHAS(E<0.000D. o) TAEL
FIA/H(20.00%)1 M F/A(15.63%) ¥l =31, ‘oA HAEG.60% vs 1.56%) 2kol7t #ad. A5t o) dnhg:

HH =z =c = o
Q22 AS~F 550U

<FrEAD



F/A F/A/H . p value
271 &0
LS mean + SE (mmHg) (128) (124) 2k 7ol (FAS, LOCF)
o7 3 sitSEP Haber 725 145
T Sl o 2f's .
- 260102 | - 9.84+1.02 (95% CI: -10.10, <0.0001
(F/A 30/5 vs F/A/H 30/5/12.5) —2.40)
8% | sitSBP t3pa ~74151.65
T =S - 1164%1.16 | - 19.05+1.18 | (95% CI: -10.67, <0.0001
(F/A 60/10 vs F/AH 60/10/25) A18)
QHAAD
A S F/A F/A/MH p value
=<= (128%) (1259) (FAS, LOCF)
olatsrS = A 15.63% (20, 337) 20.00% (25, 3774) 0.3629
°=° ofxlge 1.56% (29, 27) 5.60% (79, 871)
or 2 ol ALuLS = A 7.03% (9", 1724) 10.40% (134, 1974) 0.3417
tEoldas REE 156% (2™, 271) 320% (4™, 474)
o NAHT gHaI SHETH /‘}%“«1 T«W?}% 1@?& 3A E‘T%Xﬂc’d ‘EYRAEH2A, ‘EFAA, ‘o

D AE AR FF
ad FAT= AZA= 8 AZAT
1 | ad 24 aeas O O
2 | wEM 3H A=Y A O
3| SloFE gAAY
D) dwAel gokE 4 BE O O
D 558 g EE wand A7 O O
3 1 9] SofE 4AAY A X
EErEE ST
D) A REAGD O O
D #A4E AEERA A x
3 S epLE AEIE HUAR A x
D AANAGBAEA LS, AT AA F1 A X

2 F74Hel Wkt e A AELE
AN AEFE | JkE FAAY EEEEEEEELE:
1 8% 798 984
- 7H 7S BE o)A (tEA 27 S)
CARY > Qb el o|okF A BE

. g9 Aald o AHAYE
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11. AFAR

okg] 280 mE & (Pharmacological class): 214(8 ¢73-3skAl)
e 2 g 714

A28 ARB(Angiotensin Receptor 1T Blocker)

et gasF =Hel angotensin l1o] T8HE MHN, FYHoz ZIHAC2ZM T renin 5= SIHE oM, W2
O[2FA|7 & et 2Zst

o= t]® : CCB(Calcium Channel Blocker)

SE LIEHY

S EZ2FEZE|OLA E : thiazide diuretic
YU M =2t M Na-Cl-cotransporterg 3t LIEES| M5 XHolisto] gaaks ZaA7|0 X Xags 4L

o=M deb 45t e HEHY

12. 719 2 AEAE S

e HEFT, ATBA, ARG 2 AdHA 289 Fag APacloR detol 1S o AdHA
A%e JYE PA 24V G e 29 APUA Ao olFoly AYUA 4B 2 T

2 A% A%e dgsrd Fasid.

Qurd oz TUY FHE EE g Uolsh W ALkt Ado] Qon, 0199 TAY Azl B=w
FEue 18 B E 32.9%, 654 o]/goll Al 64.4%°l o]t

vupAt 28k ARBEA ¥9t 2 Ao 44S x5 Renin-Angiotensin-Aldosteron System(RAAS)ell A}
ALEA I ATL &A1 Adste e At Arvpp2se dde YA B(A657-BR-CT-203,
A657-BR-CT-301, A657-BR-CT-302)& T3l LALZRH: EALZ®o| vlsf dobst axrt o $<sta, Fhd
A2 ne g QA @ Ao

2
FEUAL DY AT HAEFoR e
Fek

=
=5

talzzaed AYe CCBE FAFLIS oA Tz

e AN CCB A9 of=e 4Y &3 9 A4 B3 &3 3 2459485 A8 =40 €0
deA lom, O nEY AsAY} WE Fo Al A ST IA Yehde ZAe :

|E2 22 2E oA EE EolAE AGY oAz AYAHToA Na-Cl-cotransporterg 53 UEFO AFF

koo
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o

ol
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WEamol BastH, nUY oA P§E

g MdA7IL H]%—% A7

o ESHIESC 2018 7ol =il e g aye Ade @AdA dot Aot &apy} Qor tpie] axd4 F
747 olake] Mg aRol Waskn, B4 WET BT BEA TS A1

o U3t o8 g TAZN 1Y YFAEAA(F e AP B BE 01NN E EH A7) £4o] Y& 1]
O EE 27 DG BA A AHH 24 HEaye s, 24

d9(140mmHg) olstE 2HHZA ¢ge A Fole HoAE A oluAE TS

OIR|QEIAITIEE A

S WIEF REEHR
A _/r\_ ¥

Zhs E2 FjChy| B S A E[ORA=H| O K|

EA DA 958 A7 ]t JRIEA1H(2019.12)>

Fotd AgaA A 2 s #aATs SO A
2 AR AuAEZEGRYAF R IR RE AT 34 BEA

13. 4% A5 M8 € A=Y
o o] oJorEe] AME B AeE I kel 54
59 oehz A3 %3
o O AZF9 A, AH|E
o 3T At o IukHQl X8 . 3 7187}
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W 94 YRAE A= =AY
[BR-FAHC-CT-101]
) 14 173 34 ARdAll A Fimasartan/Amlodipine E-3H4|¢} Hydrochlorothiazide 7+ 2017.08.17.
(DDD | F=35A8-5 BAlsly] 915 37N, TR, TR, 6-Al, 3-A17], kAl
WIAE

[BR-FAHC-CT-102]
) 14 (A% A9 ALAE gide® BRI @5 £ A9} BR1010-1 2 BR1010-2 #-& Fo 2018.07.16.
(BE) [l oF53Hd EA 9 ekdg/UekdS ks st AT TR, 30, B8] T,
33 F& Wk WA
[BR-FAHC-CT-301]

3% |Fimasartan/Amlodipine E3HAlell 2A3tAl WH3HA G HElA 1™t IAE o=
(Pivotal) BR1010¢] fr&aAds kA 7ksk] <13 F-29] v, olF w7H, I, Al 34 o
A

2019.05.28

2. PxUM -BalSSA NI U ME

1o
il
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2
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ot
A
i

21. 959 %F(Drug substance)
211 9 R
O JuALERHZdEA T3
o B4: vl 2 ebd-F4b=3} E(Fimasartan potassium trihydrate)
o duH: 2-n-Butyl-5-dimethylaminothiocarbonylmethyl-6-methyl-3-[[2* -(1H-tetrazol-5-yl)
biphenyl-4-yllmethyllpyrimidin-4(3H)-one potassium salt trihydrate
o 22 CyH3N7OS - K - 3H,0, 593.79

S|
o B = A 24k (Amlodipine Besylate)

o dutd: 2-[(2-Aminoethoxy)-methyl]-4-(2-chlorophenyl)-1,4-dihydro-6-methyl-3,5-pyridine
dicarboxylic acid 3-ethyl 5-methyl ester benzene sulfonate, Norvasc, Amlodipine besylate
: CgoHasCIN2Os + CHsSOsH, 567.05



~. ‘ N I-'xof‘\/ NH2
Plo P HOL
YT
0 o _OH

jCI [j/ S‘b

§

O JEZFZZE A=
o WA: 3| =2 3F = =¥ o}X E(Hydrochlorothiazide)
duk: 6-chloro-3,4-dihydro-2H-1,2,4-benzothiadiazine-7-sulphonamide 1,1-dioxide
o 2214 CHCIN3O,S,, 297.7
2

030 030

212 QST AHFE
O FvhAZBBENEAETY | BH TS

m Y B ERIANE AEA (OpH O¥dgE O =4 0O%
CEAE (1 FEEd O AREY O ss% O7g) Bz
L]~

=4

(
dEE/ AR/ e O 5FANE B7IBNERIE 85 B AZH [ 2355/

Ay

O =AM A 92 (EP) Amlodipine Besylate doll whE-
O 3 =Em=FERHOAE : v|=2%Z(USP) Hydrochlorothiazide & ol wh&

22. A &% (Drug product)
221. A7HAY FF (FAA, LA, ¢E2A, HolAd d3ste B4

. 49 9e

222 $AYFFE NIYE

B BEAAE AAA
SEAY (B S92 [ 78
0

E5Ad O848 B egAd O £2F/4% A9

A
B 53/82AE B AFEHAA/AATLHANY [ A=AD/AA=AD




O 22540248 0 B9 ey dAg/ a2 e aaa/d

05208 O ua2dedd O 28409448 0 28401849

0 @525A8 O ASSA/ 4942847 0 43849 O 9449 O A8
TEFAE : AAAAT, FAAAT, A=A, 25949
B AR REAY, 220 YAEAY 5
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i

o
©
ol
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32. &A| 9 okF ABA

£ NEESF ANgzA L7 E/A2 A3}
F7IEEH A 7| HEAE 25T 160% RH PTP ZAHAlu-Alw) | 712 W) A3 24719)
60/10/25mg 7HEAIR 40°C/75% RH PTP =ZHAl-Alw) | 71 W A3 67019)
SR Z A A7 REANE 25C/60% RH PTP ZAHAlu-Alw) | 71& W) A3 12719
60/10/12.5mg 7HEAF 40C/75% RH PTP ZAAlu-Alw) | 715 W A3 6719
FtREw 24 RAEENES 25C/60% RH PTP ZAAlu-Alw) | 712 U A& (12719
60/5/12.5mg 7HEAE 40C/75% RH PTP ZZHAlu-Alu) | 71 W A3 6719
TR E A A7 BEAE 25T [60% RH PTP ZTAAlu-Alw) | 712 U A3 24719
30/5/12.5mg 7HEAE 40°C/75% RH PTP ZTAHAlu-Aln) |  7]1= U Ag 671Y)

33. AAZAE & =9 7%
o JAAR}: F7IEE# 2~7460/10/25mg 71D E7], A2(1~30T)E#, AZYZHE 3671€
F7FEEH 2460/10/125mg 718 87], A&(1~30T) 2, AZYZHEH 18714
TR EH 2A60/5/125mg 71847], A&(1~30C)EH, AZYZHE 24714
F7hEE2 2~A30/5/125mg 718 &7], A2(1~30C)2%, AxYEHH 3670
o 9|=ro] /A : AT Yl

34. AN U@ AAA JA

o 7} £RFHE AAQANFARE 7E W AFL S AT

o AZEH TAARY wet 7 EFEE A A 92 ALz BE e
4. SMo| st K=
41. SRANIAE AL

e 54NY aokn

NETH T 2 A5 | B9 Fo717t £ (mg/kg)
% 6/
-Gl % T
HHEEo A CR= AT 4 - G2: Fi/Am/HCT 19.4/3.2/4.0
-+ G3: Fi/Am/HCT 58.2/9.7/12.1
+ G4: Fi/Am/HCT 174.5/29.1/36.4
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T

A
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)9l oF 174.58) &

| 60kg 7%
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=& table 7. Histopathologic findings of the adrenal gland and kidney in male Sprague—Dawley rats =22 table 8. Histopathologic findings of the adrenal gland, kidney, and liver in female Sprague—Dawley

= rats
TeRTAigles Maln groups Heoovery greups Test articles Main groups Recovery groups
— - = - - =
Organ E‘”d‘ggsE - :’; ?’g ?E (fg (fs ?g ?g G; Gt [;5 545 GS’ organ |Endings Gl | G2 | G3| Ga | Gh|Go|G7 |Gl [Ga]Gslae [G7
H;gg{i;p:]";;’;‘;::m’a v oo o & oo 3 AR 93" "Number Examined 70 ]t0]t0]10 10 10]10]5 5555
Rt = q
" Hypertrophy/hyperplasia, 0 0 9 0 [ 6 [ 1 0 0 1 1
Adrenal zona glomerulosa Adrenal yp pPhy/hyperp|
gland Minimal(+1) | 0 0 1 1 0 8 0 0 0 0 2 1 jana zona glomerulosa
oo o ‘:”‘ma\ T e i e T o T o To o oo o atan Minimal(+1) | 0 | 0 o | o o |6 o1 ]o]o]|H
YpITORTY: Jstagiomeriiar Hypertrophy, juxtaglomerdlar | 0 | 1 | 3 |[10°| &5 | 0 |0 |0 |0 |0 |00
apparatus
3 - apparatus

Minimal(+1) | 0 1] 8

Mild(+2) | 0 8] 0 4
Thickening, interlobular artery | 0 1 8% [ 10%
and afferent arteriole wall

Minimal(+1) | 0 1 3 9t | 5 0 [} o(o0j0]o0 0

Mild(+2) | 0 0 0 1 0 0 0o 0 0 0 0 0

Thickening, interlobularartery | 0 | 1 | 3 |107|5 | 0 | 0O |0 |0 | 0| 0| O
and afferent arteriole wall

FN B
o
o
o
o
o
o
o

o
S
»
[
5}
o
5}
o
o
o
o

. Minimal(+1) 6 3 s & ;
Kidne Minimal(+1 0 1 3 |9 5 0 6ojJojoj0j0]|O0
ey Midee) |0 0 9 4 1 9 ¢ 9 3 b 9 0 ’ MHE}E*?? 0 0 0 1 0 0 (o] 0|0 0|0 0
Nephropathy, chronic 3 3 9 9 7 4 5 1 5 | 5 0 2 Nephropathy, chronic 0 2 6 | 8 | 5 1 0 04 |41 2

rogressive progressive

- . N
Minimai(+1) | 3 [ 3 | 4| 3 |3 4510|202 winmal) | o |2 |5 |7 s |1 ]ololalzl1]s
Mid+2) | 0 | 0 |5 | 4 a0 |0 o |4]|3]|0]|0O mige2) | o o |11 |olololololz]ols
Moderate(+3) | 0 | O | 0 | 2 |O | O | OO |1|O0]O]|oO
5 ™ - — ¥ - —L Necrosis, hepatocellular, 0 0 2 1 0 1 o 0 0 0 0 0
—Fisher 2—tailed Test significant at the 0.05 level; *=Fisher 2tailed Test significant at the 0.001 level ’
. periportal
Liver Minimai(+1) | 0 | 0 | 1 | oo 1]ojo|o|lo|o]|o
Midi+2) | 0 | o | 1| 1 ]o|lo|ojo|o|lo]|o]|oO

"=Fisher 2—tailed Test significant at the 0.05 level; =Fisher 2—tailed Test significant at the 0.001 level; =Fisher
2-tailed Test significant at the 0.01 level

- 545 23,

Eqjat 0 58.91/0/0 0/9.82/0 0/0/12.27 6.55/1.09/1.36 19.64/3.27/4.09 58.91/9.82/12.27
(tH=dh
se+(+ 2| 4 g |+ | 2|+ [2] + = + - * 5
3 3 6 6 6 6 6 6 G 6 6 6 6 6
=HEEAE AUC (nghr/mL)
1y NE | NE F: F: A: A: H H F:664 | F:524 | F:1608 | F:1501 | F:6115 F:4070
3182 2016 1099 1119 | 7673 | 7731 | A:46.6 | A:53.4 A:170 A:150 A747 A:649
H:320 | H:732 | H:3778 | H:1785 | H:26299 | H:18991
13% | NE |NE [ F: F: A: A: H: H: F:618 | F:531 | F:1802 | F:1196 | F:2639 F:4486
2429 2080 2515 | 2961 6586 | 9971 [ A:81.5 | A:93.3 A:341 A415 A:2290 A2174
H:1227 | H:1238 | H:4692 | H:2968 | H:19771 | H:17061

F: Fimasartan, A: Amlodipine besylate. H: Hydrochlorothiazide NE: O]&A|

cFEF S7F ulEd HlEste FTHIAERY), Fold St HleRY w4 S7HY=EHA, HCD
Al
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543. AHCTD 4.224) (ot a1
544, W4(CTD 4225) (Mot a2

55. ool thgk AR oA

61 AN EARY A GCP %)
e 2021.10.01. FE37HYAE 23 A4 dHIRHAGH, 77lEE212460/10/252 2] 13 & 45 5]
(=S A ok F2-27215)
o 2021.11.16. 37} YA E HI} B (YA =7-5889%)
7|2 wet Bkt 23 A 7 35 7E AF olsto| B2 A ERAL tiddlA Al
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o AANFAAAE: & 34, 14 24

- AZFAAY 11
- rEAAEAY 17
o N ALFE AFste A YHAEL BR-FAHC-CT-301 ¢
6.3. JEFATGAEH
}\]—éj ;H)J-
24 | A=/ AEEH =Pl o |Faey 2w | By H7res a3
A99) Sy
1% |[BR-FA |3ufAl28h/ G2 (F70, 5 |27 34 (Al 3] <95 8> <%FF 8>
HC-CT|H3/3| =2 &= (& 9] i |60™ oAl 28/ U2 SupAlEgl,  AECO| - GEOH, FHuiaE
-102]  |RE = BIHA, 3x3 gd/slezgd=z ¥, 3J==2IF2=E @, J=2IFZIE}
A T Foe} | EE 7 EEolx = o}z 9] Cmax, | A E: Cmax®} AUCt
o2 el/ 42 |8, @t 60/10/25mg AUCt BT 08125 o=
Un B¢ 2 (A E 17) <EA> e 45
Feege2Eo} o] 4uks, Az
A= BHEg FY o) &7 A <9t 4>
Al FsEE EA oAl 28/ U2 - FY R ol hs
2l ¥ 60/10mg <
(18) + -7 ARG o) AL
g g e 2E o} g: 7%, AAHE
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FIAH &% 60/10/25 30/5/12.5
A8 ok J00100 700100
Az (10%T) (20%1T)
Ws 60/10/25
IR E - 100100
(10%T)
=
tﬁ; da/A = - AJA
T
HlI | AlxL oA T A A

AgFA A 60/10/25 mg A A thate 7187} AA(FIFEA, dola2AA)e] HEFA 9o HESAFT

A

& dFsta, ARF AR F ALY FFIA v LEAPES Tt AT
FIA/H & 60/10/25 60/10/12.5 60/5/12.5
548 ANE AE H g5 Hlal 82
N HO01 1908K00100
] o }
" Al g oF (105HT) 1944K00100(235+T) (308T)
] ; 60/10/25 60/10/25
= o ZF - 1895K00100 1895K00100
(15%HT) (15%HT)
7
e | 9EMAZ - CIA AIA
T
AEANEE
3% v & Z}*}ﬂ—i— AA 7 2
H 3 golshu, Y Hu &% Hl 82
A Z22(QHh) ol A 55 {E5
A4 =
o AxL AAZ FFAHQRMIERE vs At FEAA Az BB TE OLZ IFEssHNE7E
IANZFA B2 N EEANYAEE ASIH L, 60/10/2omg 2 30/5/12.5mge] A x4 7t /A AR BF
T548E A4S
FIA/H &3 60/10/25 30/5/12.5
1895K 00100 1894K00100
Al oF (5%, 94 (5%, 94
A % (15%HD) (307HT)
HE J00100 J00100
o zoF @ AR, ¢4 % AE, ¢
(10%FD) (20%+T)
A
S ET B AlC AlC
T
6.4. YA E
1 93
wA | (/| A¥EH | gaQl | F4F 2 By | T3 BAGE A3
Aa%) iy
14 |[BR-FA[JPAZR/ G2 |37, & |70 W (A oA 2 e/ ¢ 2 (23] <eFE > <eFE 3>
HC-CT [t B3¢t 3] |2k 9 # (369 g3 60/10mg Juptad,  4EY| - ¢20d, J=2F
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Ad3) -
-101]  |EE2ZERE0A] (A, 64 2 FE2Eo0} ¥, 3Jc2IFEFE |ZRE oA okEAF
= ] kB A, 3-Al A E 25mg oA =9 Cmax, | &2H8-0] YehtA] o
Zhg- Al 7], W=} 12 13 AUCt =
A <qAA> - YopAtER IHE
ok, AFAA|H FEZ WHE A F
A oju gk F3tol YR

A o
<QkA

7 MR E o)A}
g: o2&
641 7% AFR/ET BA)NAMY FFFAIEPK)F H= WS (WA &9
64.2. WAA AAA g PK (AeFdt &)
64.3. 94 AR th3 PK (Mgt 519
644 AT FFAY (Aofwt 31
6.4.5. A (PD) (AeFit 2
65. FrEY ¢ 4AA
65.1. FEA - FARANE AL
o GRAREAY YANE YEE
PR
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(2 4, 8F) UHER

<¢tAA> <¢tAA>

- ol gue - 24 2 i)
34 a¥ow
A3 A EA

6.5.2. A YA (Pivotal studies)
[BR-FAHC-CT-301] Fimasartan/Amlodipine E&Ale]l HA3A RIe3A &= EHA 1Y FAE ddo=
BR10109 fr&aA AR E Hrley] 4@ FRAAuA, olFE/H, trld, A3 FAE

o UAEA: Fimasartan/Amlodipine E&Aloll AAstA w-gstA &+ EeAd 1 $AE did o= BRI10E
o

Fimasartan/Amlodipine 23749} vlwste] 85 & dot 7Haa e LA ok Brlatr] Y

o WA TR FALAWA, olT T, Bl

Wash out & Treatment 1 Treatment IT

Run-in period
/*]Rlum 30/5/12.5mg ——I BR10}0 60/10/25mg
\ints.',nu_ 30/5mg 4I FMSIAML 60/10mg

FMS/AML 30/5mg

i
Visat | Visat 2 Visit 3 Visit 4 Visit 5
Screening Baseline & (W2) (W) End of study
(- Wa) Randonuzation (W8}

(W0)

- 23ed WEVisit 1): AB/A &7l Add A A
- Run-in (43): FIM/AML 30/5 mg, 1¥ 13], 13] 14 &<
- A9 A (Visit 2)
- Treatment I (Visit 2, 25%): BR1010 30/5/12.5 mg + FIM/AML $J¢F vs

BR1010 ¢J¢F + FIM/AML 30/5 mg, 1¥ 13], 18] 2% &4
- Treatment II (Visit 3, 65): BR1010 60/10/25 mg + FIM/AML $]¢F vs

BR1010 $¢F + FIM/AML 60/10 mg, 1¥ 13, 18] 24 &<

ox



o« PRAEE ok
ak:hi o = ef
A& BR1010 Eoln g
3 A XA oFen B A oFen
WAL R E AL S|P AL 2 R E A B
FR EEEEERRE EEER RS
[BlEE2EE ZEE| oA &

3 H(mg) 30/5/12.5 60/10/25 30/5 60/10
A a9 AR | 3 Aedel | gMe Avme | 289 Awtme
©¢ | 2=d BEINRA | BSE BEIEAA | BEIUA BETHYHA

J00100 J00100 H009 HO005
=z 3 (2022.02.14.) (2022.02.14.) (2020.12.16.) (2020.12.12.)
AzHE
(§7717D K00802 K00402
(2023.06.15.) (2023.06.15.)
o R 5
- BE AGURA B 2509 (FE s 2% w8, FF 125%)
- AA AR 7 AT 2T L1 A
FMS/AML/HCTZ FMS/AML Total
Randomization 126 131 257
Safety Set 125 128 253
Full Analysis Set 124 128 252
Per-Protocol Set 102 102 204
Table 11.1.1 Analysis Sets (Randomized Set)
FMS/AML/HCTZ  FMS/AML Total
(N=116) (N=131) (N=257)
Full Analysis Set, n(%a) 124(98.41) 128(97.71) 252(98.05)
Reason for Exclusion from Full Analysis Set
Efficacy Criteria 1 0 1
Per-Protocol Set, n(%) 102(80.93) 102(77.86) 204(79.38)
Reason for Exclusion from Per-Protocol Set
Investigational Product Criteria 4 3 7
Visit Window 0 6 6
Prohibited Medications 4 1 5
Prohibited Medications, Withdrawal by subject 5 :| 4
Study Terminated/Discontinued Criteria 2 1 3
Investigational Product Criteria, Efficacy Criteria 0 3 3
Efficacy Criteria. Withdrawal by subject 1 0 1
Prohibited Medications, Visit Window 1 0 1
Inclusion Criteria, Withdrawal by subject 4] 1 1
Efficacy Criteria 0 1 1
Investigational Product Criteria. Visit Window 1 0 1
Exclusion Criteria. Prohibited Medications, Investigational 1 0 1
Product Criteria. Efficacy Criteria. Safety Criteria. Withdrawal
by subject
Exclusion Criteria, Investigational Product Criteria. Safety 0 1 1
Criteria
Withdrawal by subject 5 8 13
Safery Set, n(%a) 5(99.21) 128(97.71) 253(98.44)
Reason for Exclusion from Safety Set
Not treated 0 2 2
Other 1 1 2

Note: Denominator of percentage is the mumber of subjects in each group.

Data Source: Listing 16.2.4
- 232 418
- AR 257

=
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o, F29uA 2579, ¢8 2349

FMS/AML/HCTZ 1 19, FMS/AML 39 A £ (et
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- SS set 2539 =, FMS/AML/HCTZ 19 A 9)(visit 2 015 ¢

- FAS set 2527 FMS/AML/HCTZ<* 2278, FMS/AML 267 A €]
TEe 138 SYZE3 6%, NEY, JIE Al

=

5,

=

S

, XA L= NEGEIL AES SKGH0F 00 BHEHE 2 2 3%, N $&2 0=
f/uol OI2OIXIXI L0t AIES 2Z6tX 28 22 1Y
P criteria(Q/%E L4 SEI|2 0|F=) 79, visit window ¢ 2II%Z 5%, SILS+EEe 4%, NESX/E=HIE 3E(H
#2t), IP criteria+ Torﬁé, Eote> 3% S
A7) T, T ARANFAGA vk F 24(9.34%), 507
*AHA YA H‘?}/\} ol ot Alak(Appendix 16232 A &)
o 39 HYNNE
D 23 BE Visit D A AEFA 248 Geol thed e Bey 1¥e 44
s o3t sitSBP
gorokS Eojdty Q= 74Q 140 mmHg < sitSBP < 200 mmHg
2YoL Fop R ue 39
(Naive = A3alyd v2(Visit 1) 7|& 4% | 160 mmHg < sitSBP < 200 mmHg
oy BUES EofslA o)
2) 473t Fimasartan/Amlodipine 30/5 mg<& & 5 okl W (Visit 2) Al Edo]l 2HEA ge A

(712, 140 mmHg=< ¥+ sitSBP< 200 mmHg)

o Hrhws
D daF 848 H7hs 71AA i) 85 $ 4 sitSBP W 3sheHmmHg): F/AMH vs F/A
2) ol frEA BT
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-Change frome Baseline = Week x — Baseline, where Week x=2, 4, 8
. & OF Xi/\F§|. t||%

ot Mo = [sitSBP<140 mmHg & sitDBP<90 mmHg AIE AN £=] /242 WAL =
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- o]k
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-AAE
- 2945 (Hah
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Table 11.4.1 Change from Baseline in sitSBP (mmHg) at Week 8 - LOCF (Full Analysis Set)

FMS/AMLHCTZ FMS/AML
(N=124) (N=128)
o
Baseline ?s'
n 124 128 & “p <0.0001
Mean(SD) 151.69(10.09) 153.27(10.11) 3
Median 149.00 151.00 %ﬂ -10 4 1
Min Max 140.00. 185.00 135.00. 187.00 H T
&
"
Week 8 §w
i 124 128 3
Mean(5D) 132.84(14.91) 141.44(15.23) % 0
Median 132.00 140.00 ’é
Min Max 94.00, 200.00 110.00. 198.00 ?ﬂ 25
H
Change from Baseline at Week 8 2 5 741 (1.68)
n 124 128 Week 8
Mean{5D) -18.85(13.04) -11.84(13.53) BFMS/AML/HCTZ ~ OFMS/AML
Median -19.00 “12.00 #P-value and L~ : LS mean Difference (SE) for Treament aroup (ANCOVA model
Min Max 52.00.21.00 _45.00. 30.00 with treatment group as a factor and baseline value as covariates.).
Pvalue [1] ~0.0001 () <0.0001 (1) figure 11.4.1 Change from Baseline in sitSBP at Week 8§ — LOCF (Full Analysis Set)
ANCOVA result
LS Mean(SE) -19.05(1.18) -11.64 (1.16)
LS Mean Difference{SE) -7.41 (185
95% Confidence Interval for LS Mean Difference [-10.67.-4.16]
P-value [2] <0.0001
LSM = least squares mean, SD = standard deviation, Min = mini E = 1 CI = confidence mterval, SE = standard emo

ANCOVA = Analysis of Covaniance.
o ol% fEY B
- 714X oiH] 27 gl 45 & sitSBP Wistgo] BF FAH Fofo] FA FoT el $-€8HA Zastids

Table 11.4.2 Change from Baseline in sitSBP (mmHg) at Week 2 and Week 4 - LOCF (Full Analysis Set)

FMS/AMLHCTZ FMS/AML
N=124) (N=128)
Baseline
n 124 128
Mean(SD) 151.60(10.09) 15327(10.11)
Median 149.00 15100
Min, Max 140,00, 185.00 135.00. 187.00 i 0 T
Week 2 i
n 124 125 FE
Mean(SD) 142.05(13.64) 150.62(13.83) d
Median 14100 14000 2 0
Min, Masx 112.00, 200.00 121,00, 19900 '
£
-
Change from Baseline at Week 2 2 .55
n 124 25 H
Mean(SD) D.64(11.95) 2.80(11.22) H
Median -10.00 -3.00 g 20
Min, Max 40,00 2100 -32.00. 2600 g
P-value [1] 0.0001 (1) 0.0061 (1) ; s
ANCOVA result g 7.25(145) 783174
LS Mean(SE) 984 (102 260 (102) 0 ) )
LS Mean Difference(SE) 725 (1.45) ; eeks Week4
95% Confidence Interval for LS Mean Difference [-10.10,-4.40] BFMS/AML/HCTZ OFMS/AML
P-value [2 <0.0001
2 *P-value and L : LS mean Difference (SE) for Treatment group (ANCOVA model
Week 4 with treatment gronp as a factor and baseline value as covariates.).
n 124 127
Mean(SD) 133.83(15.70) 142.71(14.60) Figure 11.4.2 Change from Baseline in sitSBP at Week 2 and Week 4 - LOCF (Full Analysis Set)
Median 133.00 14000
Min. Max 87.00, 20000 11000, 198.00
Change from Baseline at Week 4
n 124 127
Mean(SD) -1785(15.02) -1062(13 39)
Median -17.00 -10.00
Min Max -60.00, 30.00 -51.00. 26.00
P-value [1] -0.0001 (1) 0.0001 (1)
ANCOVA result
LS Mean(SE) 1816 (1.24) -1033 (122
LS Mean Difference(SE) 783 (174)
05% Confidence Interval for LS Mean Difference [11.27. 4.40]
Povalue [2] “0.0001

TSM = least squares mean, SD = standerd deviation, Min = mimmun, Max = maximum, C1 = confidence mierval, SE = smadard error,
ANCOVA = Analysis of Covarisnce.

[1] Testing for within-treatment group (paired t-test (1) or Wilcoxon signed rank test (w)).

[2] Testing for between-treatment groups: ANCOVA model with treatment group as a factor and baseline value as covariates.

- 71AA H 27, 457 2 8F % sitDBP Wstgo] B F/AH Folto] F/A T tiv] siA ZHasiil+



Table 11.4.3 Change from Baseline in sitDBP (mmHg) at Week 2, Week 4 and Week 8 - LOCF (Full
Amnalysis Set)

EMS/AML/HCTZ
(V=124)
g 0
Baseline |
n 124 128 g 9000 ——
Mean(SD) $0.30(0.68) 01.09(10.15) @
Median $9.00 01.50 S
Min Max 60.00. 102 .00 65.00.115.00 %"
Week 2 S0 |
1 124 125 2
Mean(SD) 84.65(1045) 90.00(10.91) H
Median 8300 91.00 H
Min Max 56.00, 108.00 62.00. 116.00. 5715
z
Change from Baseline at Week 2 % -3.60 (0.85) -3.84(0.98) -4.12(0.97)
n 124 125 g
Mean(SD) ~4.65(7.08) -135(6.47) & Week2 Week 4 Week8
Median -5.00 -1.00
Min Max 226,00, 19.00 -19.00. 18.00 BFMS/AML/HCTZ OFMS/AML
P-value [1] 0.0001 (1) 0.0212 () *P-value and L— : 1S mean Difference (SE) for Treatment group (ANCOVA model
with treatment group as a factor and baseline value as covariates.).
ANCOVA result
LS Mean(SE) 4.80 (0.60) 1,20 (0.60) Figure 11.4.3 Change from Baseline in sitDBP at Week 2, Week 4 and Week 8 - LOCF (Full Analysis Set)
LS Mean Difference(SE) -3.60 (0.85)
95% Confidence Interval for LS Mean Difference [-5.26.-193]
P-value [2] <0.0001
ANCOVA result
LS Mean(SE) -10.32 (0.70) -6.48 (0.69)
LS Mean Difference(SE) -3.84(0.98)
05% Confidence Interval for LS Mean Difference [-5.78.-191]
P-value [2] 0.0001
Week 8
n 124 128
Mean(SD) 78.04(0.72) 84 30(10.81)
Median 78.00 8350
Min, Max 53.00.112.00 62.00,121.00
Change from Baseline at Week §
n 124 128
Mean(SD) -1035(7.85) 6.79(8.64)
Median -11.50 -7.00
Min, Max -33.00,5.00 -25.00, 26.00
Pvale[1] -0.0001 (1) <0.0001 (w)
ANCOVA result
LS Mean(SE) -10.64 (0.69) -6.52(0.68)
LS Mean Difference(SE) 412 (0.97)
95% Confidence Interval for LS Mean Difference [-6.03.-220]
Pvalie [2] <0.0001

M = least squares mean, SD = standard deviation, Mim = mininmum Max = maximum,_ CI = confidence mterval, SE = standard emror,
ANCOVA = Analysis of Covariance.
[1] Testing for within-treatment group (paired t-test (f) or Wilcoson signed rank test (w)).
[2] Testing for between-treatment groups: ANCOVA model with meatment group as a factor and baseline value as covariates.
Data Source: Listmg 162 7, Listing 16.4.19

- 2%, 4F 9 8F ¥ ¥} AA3KsitSBP<140 mmHg 2 sitDBP<90 mmHg) ®l&o] =% F/AH ool F/A Fo
= Hl ol stAl S8k

Table 11.4.4 Control Rate of Subject Who Achieve Target Blood Pressure at Week 2, Week 4 and Week 8
- LOCF (Full Analysis Set)

FMS/AML/HCTZ FMS/AML
(N=129) (N=118)
Week 2 124 125
Control Rate of Subjects Who Achieve Target Goal 40(30.52) 15(12.00)
Odds Ratio(SE) 4.79(1.70)
95% CT for the Odds ratio [2.39,9.59]
P-value [1] <0.0001
Week 4 124 127
Control Rate of Subjects Who Achieve Target Goal 79(63.71) 52(40.94)
Odds Ratio(SE) 2.43(0.68)
95% (T for the Odds ratio [1.42.420]
P-value [1] 0.0012
Week 8 124 128
Control Rate of Subjects Who Achieve Target Goal 84(67.74) 56(43.73)
Qdds Ratio(SE}) 2.62(0.73)
95% CT for the Odds ratio [152 451]
P-value [1] 0.0005

CI= Confidence Interval, SE = standard error.

[1] Testing for between treatment groups: Logistic regression model with treatment group as a factor and baseline value as covanates
Note: Denominator of percentage is the number of subjects m each group and visit.

Target Blood Pressure is sit SBP<140mmHg and sif DBP-00mmHg

Data Source: Listing 16.2.6, Listing 16 2.7, Listing 16.4.19

- 2%, 4F 9 8F 3 dot wrSE(AsitSBP=20 mmHg 2 AsitDBP=10 mmHg 74)o] 2% F/AH Fol7o] F/A
FoAT il FostA S7tet A=



Table 11.4.5 Response Rate of Subject Who Achieve Target Blood Pressure at Week 2, Week 4 and Week
8 - LOCF (Full Analysis Set)

FMS/AML/HCTZ FMS/AML
N=124) (N=128)
Week 2 124 125
Response Rate of Subjects Who Achieve Target Goal 13(10.48) 3240
Odds Ratio(SE) 6.02(4.05)
95% CT for the Odds ratio [1.61,22.53]
P-value [1] 0.0077
Week 4 124 127
Response Rate of Subjects Who Achieve Target Goal 45(36.29) 27(21.26)
Odds Ratie(SE) 2.61(0.80)
95% CT for the Odds ratio [1.43.4.75]
P-value [1] 0.0017
Week 8 124 128
Response Rate of Subjects Who Achieve Target Goal 50{4032) 32(25.00)
Cdds Ratio(SE) 2.21(0.62)
959 CT for the Odds ratio [127.3.82]
P-value [1] 0.0048

CI=Confidence Interval, SE = standard error.

[1] Testing for between treatment groups: Logistic regression model with freatment group as a factor and baseline value as covanates
Note: Denomunator of percentage 1s the mumber of subjects m each group and visit.

Response 1s AsitSBP (>20mmHg) and AstDBP (=10mmHg)

Data Source: Listing 16.2.6, Listmg 1627, Listing 16.4.19

o SH91EA 23 A%, A¥, BMl, ¥4 fr¥, S #F, s $9ES AALES, o dALESE,
w, QAT 1Y 2HEES) ¢ e #d e /5

: 6541 PIFHE 151%; F/AMH 697, F/A 829) vs 654 o]/d(Z 1019; F/AH 557, F/A 469)

mean difference: 654 T ~7.23+1.98 mmHg(p=0.0004), 654] ©)F ~7.50+2.93 mmHg(p=0.0119)

B & 2k LS mean difference: 0.43(£3.39) mmHg (p=0.8990)

Aol mE FEA Y Aole UBUA S=

3£ 2.7.3.3-9 Change from Baseline in sitSBP at Week 8 - LOCF (Full Analysis Set) 3 2.7.3.3-10 Change from Baseline in sitSBP at Week 8 — LOCF (Full Analysis Set)

&5 @

3

[Subgroup: 93 19-64 vears] [Subgroup: % =65 years]
FMS/AML/HCTZ FMS/AML FMS/AML/HCTZ FMS/AML
(N=069) (N=82) =35 (N=16)
Baseline Baseline

o 69 82 n 55 46

Mean(3D) 15045(8.48) 152.00(9.52) Mean(SD) 153.24(11.70) 155.39(10.88)

Median 147.00 150.00 Median 152.00 15250

Min Max 140.00. 181.00 135.00. 183.00 Min, Max 140.00. 185.00 140.00. 187.00
Week 8 Week 8

n 69 82 n 55 46

Mean(SD) 13238(12.54) 140.77(14.53) Mean(SD) 133.42(17.53) 142.63(16.50)

Median 132.00 141.00 Median 131.00 139.00

Min. Max 108.00.179.00 110.00. 198.00 Min. Max 94.00. 200.00 120.00. 195.00
Change from Baseline at Week 8 Change from Baseline at Week 8

2 69 82 n 55 46

Mean(SD) -13.07(11.18) -1132(13.21) Mean(SD) -19.82(15.10) -12.76(14.19)

Median -10.00 1150 Median -20.00 -14.00

Min Max -50.00. 13.00 -40.00. 30.00 Min. Max -52.00.21.00 -45.00. 18.00

P-value [1] <0.0001 (1) <0.0001 (w) P-value [1] <0.0001 (1) <0.0001 (1)
ANCOVA resule ANCOYVA result

LS Mean(SE) -18.33 (1.46) A1L10(134) LS Mean(SE) 710.702 (1.97) -1252(2.16)

LS Mean Difference(SE) 723 (1.98) LS Mean Difference(SE) 3 -7.30(2.93)

5% Confidence Interval for LS Mean Difference [-11.14,-331] 93% Confidence [nterval for LS Mean Difference F1331.-1.60]

Pvalue [2] 0.0004 P-value [2] 0.0119 _
LSM = Ieast squares mean_SD = standard deviation, Min = mini Max— CI= confidk interval SE LSM = least squares mean, SD = standard deviation. Min = niinimum Max = maxinmum. CI = confidence interval. SE
= standard error, ANCOVA = Analysis of Covariance = standard error, ANCOVA = Analysis of Covariance.

[1] Testing for within-treatment group (paired t-test (f) or Wilcoxon signed rank test (w)). [1] Testing for within-treatment group (paired t-fest (t) or Wilcoxon signed rank test (w)) .
[2] Testing for between-treatment groups: ANCOVA model with treatment group as a factor and baseline value as ?u.‘v;:?;g for between-treatment groups: ANCOVA model with treatment group asa factor and baseline value as

covariates.

- A GA (F 2049; F/AM 997, F/A 1059), oA (% 489; FIA/H 257, F/A 23)

- LS mean difference: ‘¢4 -5.64+1.76 mmHg(p=0.0016), 43 -14.52+4.28 mmHg(p=0.0015)

A3} o4 mTolA FIAH Foiio] FIA FaF tin] 853 sitSBP7l $-2ab 72asida, oo 7t
Aol vl o FEHAA YER



¥ 2.7.3.3-11 Change from Baseline in sitSBP at Week 8 - LOCF (Full Analysis Sef) 3 5733 15 Change from Baseline in sitSBP at Week 8 - LOCF (Full Analysis Sef)

[Subgroup: Male] [Subgroup: Female]

n[sxpg;ﬁcn n‘f’ﬁ;’:ﬂ' FMS/AMLHCTZ FMS/AML
N=99) (N=105) (N=25) o=23)
Baseline Baseline
I 29 105 iy 25 23
Mean(SD) 151.32(9.98) 152.63(9.55) Mean(SD) 153.12(10.60) 156.22(12.19)
Median Moy J3xdn Median 150.00 154.00
Min, Max 140.00. 185.00 135.00, 187.00 Min Max 140.00. 180,00 140.00. 183.00
Week § Week 8
o 9 105 a 25 23
Mean(SD) 134.03(15.39) 140.64(13.549) Mean(SD) 128.12(11.96) 145.00021 32)
Median 133.00 140.00 Median 125.00 138.00
Min. Max 94.00. 200.00 110.00,193.00 Min, Max 113,00, 159.00 120.00, 198.00
Change from Baseline at Week § Change from Baseline at Week 8
n o0 105 n 25 23
Mean(SD) -17.20(13.03) -11.99(12.54) Mean(SD) -25.00(11 32) -11.13(17.70)
Median -18.00 -12.00 Median -24.00 -12.00
Min_ Max -52,00.21.00 -45.00.30.00 Min. Max -50.00,23.00 -40.00. 26.00
P-value [1] <0.0001 (1) <0.0001 (1) P-value [1] =0.0001 (1) 0.0064 (1)
ANCOVA result ANCOVA result
LS Mean(SE) 1747 (1.26) -11.83 (1.23) LS Mean(SE) -2331295) -10.79 (3.08)
LS Mean Difference(SE) 564 (1.76) LS Mean Difference(SE) -1452(428)
05% Confidence Interval for LS Mean Difference [9.12, -2.16] 95% Confidence Interval for LS Mean Difference [-23.15 -580]
P-value [2] 0.0016 P-value [2] 0.0015
T.SM = least squares mean. SD = standard deviation. Min = minimum. Max = maximum_ CT = confidence interval. SE LSM = least squares mean. SD = standard deviation. Min = minimum Max = maxinmm. €1 = confidence interval. SE
= standard error, ANCOVA = Analysis of Covariance. cstandad eroe A NCDVA guatysienfaypmnce:;,
[1] Testing for wilrin: featvieit ‘group (paired t-test (f) or Wilcoxon signed rank test (w)). [1] Testing for within-treatment group (patred t-test (t) or Wilcoxon signed rank test (w)).
[2] Testing for between-treatment groups: ANCOVA model with treatment group as a factor and baseline value as  [2) Testing for between-treatment groups: ANCOVA model with treatment group as a factor and baseline value as
covaniates. covanates.

- BML: 18.5~23 v|v¥HF 2774; F/A/H 139, F/A 14%), 23~25 ®|vH(F 507; F/A/H 197, F/A 319, 25~30 v]vHF
128; F/AMH 749, FIA 5478), 30 ©]’3(F 47%; F/A/H 187, F/A 299)
-LS mean difference: 18.5~23 w®%F -7.92+4.57 mmHg(p=0.0961), 23~23 v+ -2.54+4.44 mmHg(p=0.5695),
25~30 w9k -8.83+2.17 mmHg(p<0.0001), 30 ©]’¢ -9.30+4.10 mmHg(p=0.0283)
- BMI 18.5~23 W%k, 23~25 W]l M= Fof 3bef #ofd Apol= I, FAH Fozo] FIA o i
8F2} sitSBP7} 7H4d
- BMI 25~30 w|%F 30 o]dellAl= FIA/H Fofwto] FIA Fojt thu] 854 sitSBP7}F folatAl 7H4 %
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F/A/H (N=125)

F/A (N=128)

TEAE 20.00% (25%, 37741)

15.63% (209, 3371)

ADR 10.40% (13, 1971)

7.03% (9%, 1771)

Table 12.2.2 Overall Summary of TEAEs (Safety Set)

Table 12.2.3 Overall Summary of ADRs (Safety Set)

FMSAML/HCTZ  FMS/AML Total
FMS/AML/HCTZ  FAS/AML Total o125 128 o
N=125) (N=128) (N=253) i il
: 2 j ith 2 4 7. 22
Subjects with TEAEs 25(0000[37]  2005.63)[33]  45(17.79)[70] S“gg;zg‘&;ﬂl‘;‘m " 1[3;(:’2 4?3 51‘9]] E’,‘ 65?1[52] [j(fj?)ffg}
95% Confidence Interval [12.99.2701] [2.33.2197] [13.07, 22 50 Paatve [1] Sl Ca e 03017 (0)
Povalue 1] 03629 (c) -
. Severity
Severiry s =
Mild 3 30 61 M b 5 o
Moderate 6 3 9 s loderate > 2 S
Severe 0 0 Q e
T Causality
Causality
Related 19 17 6 Relagd. 12 1 2]
Certain 1 0 1 Certain i o 1
Probable Likely 1 1 2 Probable/Likely 1 1 2
Possible 6 6 12 Possible 6 6 12
Unlikely 11 10 n Tnfiely u n 41
Unassessable 0 0 0 Mimesessable 2 0 0
Not Related ! 16 34 el elled. 4 o g
Action Taken Action Taken
Drug Withdrawn 4 3 7 Drug Withdravn 3 3 6
JRS—— " M " Drug Interrupted 0 0 0
P Dose Reduced a 0 0
Dose Reduced 0 0 0
Dose Increased 0 0 0 Dose Increased g b 9
Dose Not Changed 28 1 49 1300c Nl Charipd. 1% W 4
+ Unknown 0 0 0
Unknown [ [ 0 i . 1 i <
Not Applicable s o 14 ot Applacy 3
Qutcome
Qurtcome
Recovered/Resolved 26 3 49 Hecovect/iesahg: 15 ca 24
Recovering/Resolving 7 6 13 RecoveringResolving 2 2 4
Not Recovered Noi Resolved. 1 4 B Not Recavered/Not Resolved 0 3 3
Recovered/Resolved with Sequelae 0 0 0 RecoveredResolved with Sequelae 0 L] o
Fatal a 0 0 Fatal 0 0 0
Unknown 3 0 3 Unknown 1 0 1
Treatment Treatment
Treatment: Medication. 11 o 20 Treatment: Medication 1 2 3
Treatment: Non-medication 3 3 5 Treatment: Non-medication 2 3 5
No action 24 21 45 No action 15 12 27
Subjects with Serious TEAEs 0 0 Subjects with Serious ADRs Q 0 0
Exact 95% Confidence Interval [0.00.291] [0.06, 2.84] [0.00, 1.45] Exact 05% Confidence Tnterval [0.00,291] [0.00,2.84] [0.00, 145]
P-value [1] NC P-value [1] NC
Subjects with TEAEs leading to Drug Interruption 0 0 0 Subjects with ADRs leading ro Drug Interruprion 0 [} a
Exact 95% Confidence Interval [0.00,291] [0.00,2.84] [0.00, 1.45] Exact 5% Confidence Interval [0.00.2.01] [0.00. 2.84] [0.00. 1.45]
Povalue [1] NC Povalue [1] NC
Subjects with TEAEs leading to Drug Withdrawa 4(320)14] 323431 I [7] Subjects with ADRs leading to Drug Withdrawn 3(2.40) [3] 3234)[3] 6(237)[6]
Exact 3% Confidence Inferval [0.88.7.99] [0.48. 6.70] [1.12.5.62] Exact 05% Confidence Tnterval [0.50, 6.85] [0.49. 6.70] [0.88.5.09]
P-value [1] 0.7200 (£ Povalue [1] 1.0000 ()
Subjects with TEAEs leading to Faral 0 0 0 Subjects with ADRs leading to Fatal 0 0 0
Exact 95% Confidence Interval [0.00.2.91] [0.60,2.84] [0.00, 1.45] Exact 95% Confidence Interval [0.00.2.01] [0.00. 2 84] [0.00.145]
P-value [1] NC Povalue 1] NC
Subjects with Relared TEAEs of Hyperuricemia or Gout 1(0.80) 1] 0 1(0.40) [1] Subjects with Related ADRs of Hyperuricemia or Gout 1(0.80) [1] 0 1(0.40) [1]
Exact 5% Confidence Interval [0.02,4.38] [0.00,2.84] [0.01,2.18] Exact 95% Confidence Inferval [0.02,4.38] [0.00. 2.84] [0.01,218]
P-value [1] 04941 (5 Pvaiue [1] 04941 ()

TEAEs = treatment-emergent adverse events.

[1] Testing for hetween-treatment groups: chi-square test (¢) or Ficher's exact test (f).

Note: Denominater of percentage 15 the mumber of subjects i each group.

Adverse events are displayed as mumber of subjects(percentage of subjects) [mumber of events]' and ofhers are displiyed as 'number of

events’
Data Source: Listing 16.2.9, Listing 16 4.8

DR = adverse drug reaction.
[1] Testing for between-treatment groups: chi-squae fest (c) or Fisher's exact test (0
Note: Denominator of percentage 15 the munber of subjects in each group.

Adverse events are displayed as ‘munber of subjects(percentage of subjects) [number of events] and ofhers are displayed as ‘mumber of

evenis’
Data Source: Listing 16.2.9, Listing 16 4.8

F/A/H
(N=125)

F/A
(N=128)

of x| 79(8%)
LR (

)
CPK’W} 29(37)

~

actasf, gAANsE 24 29(231)

ofxAZ 2%9(24)
& 4%(47)

Oixlaia 49(47)
713 QI¥ist ADR £ 39(37)
CPK%H 19(24)

ofxA = 2%9(24)
& 2%8(23)




Table 12.2.4 Incidence of TEAEs by SOC and PT (Safety Set)

FMS/AML/HCTZ  FMS/AML Total
(N=123) (N=128) (N=153)
Subjects with TEAEs 25(20.00) [37] 20(15.63) [33] 45(17.79) [70]
Nervous svstem disorders 12(9.60) [14] T(5.47)[8] 19(7.51) [22]
Dizziness 7(5.60) [8] 2(1.56)[2] 9(3.56) [10]
Headache 4(320)[4] 4(3.13)[4] 8(3.16) [8]
Hypoaesthesia 2(1.60) [2] 0 2(0.79) [2]
Neuropathy peripheral 0 1(0.78) [1] 1(0.40) [1]
Stupor 0 1(0.78) [1] 1(0.40) [1]
Investigations 4(3.20) [5] 32344 7277 [9]
Blood creatine phospholkinase increased 2(1.60) [3] 0 2(0.79) [3]
Alanine aminotransferase increased 1(0.80) 1] 1(0.78) [1] 2(0.79) [2]
Blood creatinine increased 1(0.80) [1] 0 1(0.40)[1]
Bloed glucose increased 0 1(0.78) [1] 1(0.40) [1]
Red blood cells urine positive 0 1(0.78) [1] 1(0.40) [1]
White blood cells urine positive 0 1(0.78) [1] 1(0.40) [1]
Gastrointestinal disorders 3(240)[3] 32349 [7 6(2.37) [10]
Dyspepsia 2(1.60) [2] 1(0.78)[1] 3(1.19) [3]
Anal haemorrhage 0 1(0.78)[1] 1(0.40) [1]
Constipation 0 1(0.78)[1] 1(0.40) [1]
Dental caries 0 1(0.78) [1] 1(0.40) [1]
Duodenitis 0 1(0.78) [1] 1(0.40) [1]
Gastritis 0 1(0.78) [1] 1(0.40) [1]
Haemorrhoids 0 1(0.78) [1] 1(0.40) [1]
Stomatitis 1(0.80) [1] 0 1(0.40) [1]
Metabolism and nutrition disorders 4(3203[4] 2{1.56)[2] 6(2.37) [6]
Dyslipidaemia 1(0.80) [1] Q 1(0.40) [1]
Hyperkalaemia 1(0.80) [1] 0 1(0.40) [1]
Hyperlipidaemma 0 1(0.78) [1] 1(0.40) 1]
Hyperuricaemia 1(0.80) [1] 0 1(0.40) [1]
Hypokalaemia 0 1(0.78) [1] 1{0.40) [1]
Hyponatraemia 1(0.80) [1] 0 1{0.40) 1]
Cardiac disorders 2(1.60) [2] 2(1.56)[3] 4(1.58) 3]
Angina pectoris 1(0.80) [1] 0 1(0.40) [1]
Atrial fibrillation 0 1(0.78) [1] 1(0.40) [1]
Cardiac failure 0 1(0.78) [1] 1(0.40) [1]
Palpitations 0 1(0.78) [1] 1(0.40) [1]
Tachycardia 1(0.80) [11 0 1(0.40) 1]
Infections and infestations 2(1.60)[2] 2(1.56)[2] 4(1.58) [4]
Nasopharyngitis 0 2(1.56)[2] 2(0.79) [2]
Cystitis 1(0.80) [1] 0 1(0.40) [1]
Influenza 1(0.80) [1] 0 1(0.40) [1]
General disorders and administration site conditi 1(0.80) [1] 2(1.56)[2] 3(1.19) [3]
Chest pain 1(0.80) [1] 0 1(0.40) [1]
Oedema 0 1(0.78) [1] 1(0.40) [1]
Oedema peripheral 0 1(0.78) [1] 1(0.40) [1]
Musculoskeletal and connective tissue disorders 2(1.60)[2] 0 200,79 [2]
Muscle spasms 1(0.80) [1] 1] 1(0.40) [1]
Osteonecrosis 1(0.80) [1] 0 1(0.40) [1]
Respiratory, thoracic and mediastinal disorders 0 2(1.56)[2] 2(0.79) [2]
Cough 0 1(0.78) [1] 1(0.40) [1]
Dyspuoea exertional 0 1(0.78) [1] 1(0.40) [1]
Injury, poisoning and procedural complications 0 1(0.78) [2] 1(0.40) [2]
Contusion 0 1(0.78) [2] 1(0.40) [2]
Renal and urinary disorders 1(0.80) [2] 0 1(0.40) [2]
Mictorition urgency 1(0.80) [1] 0 1(0.40) [1]
Pollakinria 1(0.80) [1] 0 1(0.40) 1]
Eve disorders 0 1(0.78) [1] 1(0.40) [1]
Eyelid irritation 0 1(0.78) [1] 1(0.40) [1]
Psychiatric disorders 1(0.80) [1] 0 1(0.40) [1]
Enuresis 1(0.80) [1] 0 1(0.40) [1]
Vascular disorders 1(0.80) [1] 0 1(0.40) [1]
Hypotension 1(0.80) [1] 0 1(0.40) [1]

TEAEs = treatment-emergent adverse events, SOC = system organ class, PT = prefemred term

MedDRA version: 24.0.

Note: Denominator of percentage is the mmber of subjects i each group
Adverse events are displayed as 'mmmber of subjects(percentage of subjects) [mumber of events]'

Data Source: Data Source: Listing 16.2.9, Listing 16 4.2
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Table 12.2.5 Incidence of ADRs by SOC and PT (Safety Set)

FMS/AMIVHCTZ  FMS/AML Total
N=125) (N=118) (N=153)
Subjects with ADRs 13(10.40) [19] 9703 [17] 22(8.70) [36]
Nervous system disorders T(2.60) [8] 43.13)[3] 11(4.35) [13]
Dizziness 43204 2(1.56) [2] 6(2.37) [6]
Headache 324 3] 2(1.56) [2] 5(1.98) [5]
Hypoaesthesia 1(0.80) [1] 1] 1(040) [1]
Stupor ] 1(0.78) [1] 1(040) [1]
Gastrointestinal disorders 2(1.600 [2] 2(1.56) [6] 4(1.58) [8]
Dyspepsia 1(0.80) [1] 1(0.78) [1] 20079 [2]
Anal haemorrhage 0 1(0.78) [1] 1040y [1]
Dental caries Q 1(0.78) [1] 1(0.40) [1]
Duodenitis 0 1(0.78) [1] 1(0.40) [1]
Gastritis 0 1(0.78) [1] 1(0.40) [1]
Haemorrhoids ] 1(0.78) [1] 1(0.40) [1]
Stomatitis 1(0.80) [1] 0 1(0.40) [1]
Investigations 2(1.60) [31 1(0.78) [1] 3(1.19) [4]
Blood creatine phosphokinase increased 1(0.80) [2] 0 1(040) [2]
Alanine aminotransferase increased 1(0.80) [1] 0 1(0.40) [1]
Blood glucose increased 0 1(0.78) [1] 1(0.40) [1]
General disorders and administration site conditions 1(0.80) [1] 2(1.56) [2] 3(1.19)[3]
Chest pain 1(0.80) [1] 0 1(040) [1]
Oedema ] 1(0.78) [1] 1(0.40) [1]
Oedema peripheral 0 1(0.78) [1] 1(040) [1]
Infections and infestations 1(0.80) [1] 1(0.78) [1] 2(0.79) [2]
Cystitis 1(0.80) [1] 0 1(0.40) [1]
Nasopharyngitis ] 1(0.78) [1] 1(0.40) [1]
Metabolism and nutrition disorders 2(1.60) [2] 1(0.78) [1] 3(1.19) [3]
Hyperuricaemia 1(0.80) [1] 0 1(0.40) [1]
Hypokalaemia 0 1(0.78) [1] 1(0.40) [1]
Hyponatraemia 1(0.80) [1] 1] 1(0.40) [1]
Cardiac disorders 0 1(0.78) [1] 1(0.40y [1]
Palpitations 0 1(0.78) [1] 1(040) [1]
Musculoskeletal and connective tissue disorders 1(0.80) [1] 0 1(0.40) [1]
Muscle spasms 1(0.80) [1] 0 1(0.40) [1]
Vascular disorders 1(0.80) [1] 0 1(0.40) [1]
Hyp i 1(0.80) [1] a 1(0.40) [17

ADRs = adverse drug reaction. SOC = system organ class, PT = preferred term

MedDRA version: 24.0

Note: Denominator of percentage 15 the number of subjects m each group.

Adverse events are displayed as 'number of subjects(percentage of subjects) [mumber of events]'.
Data Source: Listing 1629, Listing 164 8
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Table 12.3.1 Incidence of TEAEs Leading to Drug Withdrawn by SOC and PT (Safety Set)

e

o] AHke: & 77 2 ADR 671(Osteonecrosis A 2))

o
B

FMS/AMI/HCTZ  FMS/AML Toral
(N=125) (N=118) (N=153)
Subjecrs with TEAEs Leading to Drug Withdrawn 4(3.20) [4] 3(234)[3] 27
Nervous system disorders 2(1.600[2] 0 200,79 [2]
Dizziness 1(0.80) [1] 0 1(0.40) [1]
Headache 1(0.80) [1] 0 1(0.40)[1]
Cardiac disorders 0 1(0.78) [1] 1{0407[1]
Palpitations 0 1(0.78) [1] 1(0.40)[1]
Gasmroinrestinal disorders 0 1(0.78) [1] 10040 [1]
Dyspepsia 0 1(0.78) 1] 1(0.40)[1]
General disorders and administration site conditions 0 1(0.78) [1] 1(0.403 [1]
Oedema 0 1(0.78) [1] 1040 [1]
Musculoskeletal and connective tissue disorders 1(0.80) [1] 0 1(040)[1]
Osteonecrosis 1(0.80) [1] 0 1(0.40)[1]
Vascular disorders 1(0:80) [1] 0 1040 [1]
Hypotension 1(0.80) [1] 0 1040 [1]

TEAEs = treatment-emergent adverse events, SOC = system organ class, PT = preferred term
MedDRA version: 24.0.



Lisiing 16.2.12
Subjects with TEAEs Leading to Drug Withdrawn

Safety Set
Screened Age Seq Reported System Organ Start Date End Dae Serious
Treatment \, Sex - e el Preferred Term 2 rvyy-mm-dd/ " Severity Causality Action Taken Treat Outcome
No. (years) No. Term Class (v¥yy-mm-dd) Ongoing) (/N
FMS/AML/ 06504 Male 73 1 Lowbloed Vascular Hypotension  2019-12-03  2019-12-17 N MILD CERTAIN DRUG None RECOVERED
HCTZ pressure disorders WITHDRAW /RESOLVED
N
FMS/AML/ 08501 YNY Male 22 1 HEADACH Nervous system Headache 2019-09-18  2019-0923 N MILD UNLIKEL DRUG None RECOVERED
HCTZ E disorders T WITHDRAW /RESOLVED
N
FMS/AML/ 10523 YNY Female 40 1 DIZZINESS. Nervous system Dizziness 2020-11-20 20201203 N MODER POSSIBLE DRUG None RECOVERED
HCTZ infermittent  disorders ATE WITHDRAW /RESOLVED
N
FMS/AML/ 17503 YNY Male 72 2 avascular  Musculoskeletal Osteonecrosis  2020-06-01 ONGOING N MODER NOT DRUG MedicaRECOVERIN
HCTZ necrosis of and comective ATE RELATED WITHDRAW tion GRESOLVIN
the femoral  tissue disorders N G
head
FMS/AML 09515 YNY Female 63 1  edema General Oedema 2020-06-20  2020-07-13 N MODER POSSIBELE DRUG None RECOVERED
disorders and ATE WITHDRAW /RESOLVED
administration N
site conditions
FMS/AML 14507 YNY Male 30 1 palpitation Cardiac disorders Palpitations 2019-11-11 20191114 N MILD POSSIBELE DRUG None RECOVERED
WITHDRAW /RESOLVED
N
FMS/AML 19503 Y/NY Female 78 1 e Gastromnfestinal Dyspepsia 2019-12-24  2020-01-08 N MILD POSSIBLE DRUG None RECOVERED
disorders WITHDRAW /RESOLVED
N
o] = L 3L o.. 1 1 1
- 1oAY e EZHY o) kg 1%(FMS/AML/HCTZ), Hyperuricaemia, 913+A #edAdo] o4l (possible)
Listing 16.2.14
Subjects with related TEAEs of hyperuricemia or gout
Safety Set
Screened FAS/PPS/SS Ace  Seq Reported Svstem Organ Start Date End Tate Serious
Treatment No. ﬁ -7 Sex a_ve.'u's) :7\'0. Term Class = Preferred Term -(.“.'.‘T'm -dd) &:ﬁ;}dm h_-.,_\.-} Severity Causality Acrion Taken Trear Outcome
FMS/AML/ 23503 YNXY F 49 2 hyperuricenn Metabolism and Hyperuncaemuia 2020-10-08 ONGOING N MILD  POSSIBLE NOT None UNENOWN
HCTZ a nutrition APPLICABLE
disorders
=lol By
o 39 EA Ax
[e] 2. 210 By > L o
- oJEES TAE: o9 FEHT T Aole jlE
E 274211 9AE o) guk-g TAE o] A H (Safety Ser)
SAHTH AR o) 4hte TAaE AT dARF o] ¥te ¢4
FMS/AML/HCTZ  FMS/AML  FMS/AMI/HCTZ  FMS/AML FMS/AMIVHCTZ  FMS/AMI FMS/AMI/HCTZ  FMS/AML
(N=125) (N=128) (N=123) (N=128) (N=125) N=128) (N=125) (N=128)
ol sgag:
Age Category (vear), n(%) Hyperlipidaemia, n(%o)
19-64 years 70(56.00) 82(64.06) 14(20.00) 13(15.85) Yes 37(29.50) 41(32.03) 6(1622) 717.07)
265 years 55(44.00) 46(35.94) 11(20.00) 7(15.22) No 38(70.40) 87(67.97) 19(21.59) 13(14.04)
P-value! 0.3628 P-value! 0.3680
Sex, n{%a) = E¥tE$: Dyslipidaemia,
Male 20(79.20) 105(82.03) 18(18.18) 12(11.43) n(%)
Female 26(20.80) 23(17.97) 7(26.92) 8(34.78) Yes 28(22.40) 27(21.09) 5(17.86) 2741
P-value? 0.4085 No 97(77.60) 101(78.91) 20(20.62) 18(17.82)
P-value! 0.3535
BMI, n(%)
<18.5 0 0 = Fudd Diabertes
=185 13(1040) 14(10.94) 4(30.77) 2(1429) mellitus, n{%)
; 20(16.00) 31(24.22) 5(25.00) 5(16.13) Yes 22(17.60) 24(18.75) 522.73) 3(12:50)
74(50.20) 54(42.19) 12(1622) 9(16.67) No 103(82.40) 104(81.25) 20(19.42) 17(16.35)
=30 18(14.40) 20(22.66) 42222) 4(13.79) Povatue!? 0.3645
P-value? 03191
Ol Fdbd #: Angina pectoris,
Smoking, n(%) (%)
fes 22(17.60) 37(2891) 3(13.64) 5(1351) Yes 15(12.00) 13(10.16) 3(20.00) 2(1538)
No 103(82.40) 01(71.09) 22(21.36) 15(16.48) No 110(88.00) 115(89.84) 22(20.00) 18(15.65)
P-value! 04888 P-valuel 03630
T A, n(%) = EaEE:
Yes 80(64.00) 79(61.72) 16(20.00) 13(16.46) Hypercholesierolaemnia, n(%)
No 45(36.00) 49(38.28) 9(20.00) 7(14.29) Yes 8(6.40) 4(3.13) 5(62.50) 2(50.0
P-value!) 03668 No 117(93.60) 124(96.88) 20(17.09)
o P-value!
A FHEEAE. (%)
Yes 3(2.40) 3(2.34) 1(33.33) 1(3333) FMS = Fimasartan, AML = Amlodipine, HCTZ = Hydrochlorothiazide, BMI=body mass index, SD = standard
No 122(97.60) 125(97.66) 24(19.67) 19(13.20) deviation. Min = minimum Max = maximum.
P-valuel) 0.3630 [1] Univariate logistic repression (k-2 4=- o] 35h-2 S Q<8 g AEF. U4
Note: Denominator of percentage is the number of subjects in each group.
PIEEAR I = "Coronary artery occlusion’. 'Arteniosclerosis coronary artery’ and 'Coronary artery disease’.



A k]
F/A/H 2R 6541 O]t 654 o] 754 ol o o
(n=125) (n=70) (n=55) (n=14) (n=99) (n=26)
TEAE (%) 20.00 20.00 20.00 21.43 18.18 26.92
o1 & 5.60 5.7 5.45 7.14 4.04 11.54
Tz 3.20 2.86 3.64 7.14 4.04 0
ADR (%) 10.40 10.00 10.91 7.14 9.09 15.38
o« R 1 ol4we WAE W RE BB Fehe A%

FoALA F 7]7te] F7hgtel whet o] kg
WS HolA g

FAHE QJoFE A FAREH o]/dEs MAY, time to event)ol] T
01%0}&], 1M, 4%, 85)9] o] hukg WAIE 2 95% A RS A A

E 2.74.2-12 HE7|70E o]3dkg HAE Hla A (Safety Set) Produrct-Limit Failure Estimates
10
FMS/AML/HCTZ FMS/AML
(N=115) (N=128) 08
Number of Subjects with Adverse Event 25(20.00) 20(15.63) % -
3
Time to Adverse Event (days) £
i 25 20 E 04
Mean(SD) 24 88(17.15) 20.00(21.53) 2
Median 2100 1450
Min, Max 1.00,57.00 1.00,67.00 024 ””1,,,7%%3(?—#—“
r+ AU,
el
Kaplan Meier Method v N =
Median Survival Time (days) e R T T J -
95% Confidence Interval [- 67.00] 0 20 40 50 80
Tiem to event (days)
Incidence(%o) ar 2 weeks [95% Confidence Interval] 6.40[3.25,1239] 7.82 [4.29. 14.05] FIIS /AL — — — FUS/AML/ACTZ |
Incidence(%s) ar 4 weels [95% Confidence Interval] 13.01 [8.18. 20.37] 12.60 [7.92, 19.75] FMBS/AML | 128 ne 4 109 tog 107 53 4 2 0
Incidence(%) at 8 weeks [95% Confidence Interval] 10.69 [13.65. 27.93] 14.23 [9.21, 21.64] THSIAMUETZ |1BF  1RL i 0 B0 pem ! !

FMS = Fimasartan, AML = Amlodipine. HCTZ = Hydrochlorothiazide. SD = standard deviation. Min = minimmm
Max = maximum.

Note: Denominator of percentage is the number of subjects in each group.

Time to adverse event(davs=[start date of adverse event - date of first smdv drug administration +11

O3 27421 HE7|7HE ol guks @AE HlE 23} Kaplan Meier (Safety

Set)

6.5.3. HI& A A 4A & (Non-pivotal studies) (AF7t 313
6.54. 71E+9dA & (Supportive studies) (21eFit 519)

655. 17} o149 A@AA & A5EAH BIA (A 5

==4
v

656. NHZ A @ RIA(CID 53.6) (A2 32

657 &4 Ado g 29 % 2E
o dritEg/ g BgAd AdsA WA
ZE2RE A E(60/10/25mg) EFA Fol A duAE
sitSBP 2+st &35 Y53k 5 (p<0.0001)
o A& 37 BIA(F/A/H 30/5/125mg) ol Ao A& 24 E3AI(F/A 30/5 mg) thHl sitSBP 7 &
H7t BAHOE 9392 (p<0.0001)
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