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2 10v}g] 0/0, 160/75, 320/75, - % SS/NAP : 500/75mg/kg/<¥
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71 . 0/0, 25/12, 105/50, » NOAEL : SS/NAP
opo y 210/100, 320/150(100)b, - j‘;;;l : 105/50 mg/kg
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0/100, 0/125
<SSINAP> 1 g/plate
0/0, 0/313, 0/1250,
- S.typhimuriu 0/5000, 313/0,  1250/0,
R el 1 s 500000, 15651565 \Yes > EMel U UskE
i E.coil 312.5/312.5, 625/625,
1250/1250, 2500/2500
(-S9 and +59)
0/0, 0/500, 0/1000, »Sumatriptan succinate= AR
0/2500,  0/5000,  500/0, Aol AU, 9le W mFeA,
1000/0,  2500/0, 500010, 7 AR BRE FEoA, &
250/250, 500/500, gz vlE)] o] de] e ME
. MT400- Chinese 1250/1250, 2500/2500 H]-g-ol] A Ezﬂ]j—*,&_i 1‘-’;9] fﬂ'o =7t
a3 A (chromosomelhamster In w3 /glml (=59) Yes b =< 005% f=ctr Lk
45 oI aberrations)  |ovary cells vitro| = PNAPSE NAP/SS 1@&am& 2zt
% 0/0, 0/5, 0/50, 0/500, AAE Ha FEAAE FAA o]
0/2500, 5/0, 50/0, 500/0, ol A= AE HE9 FAZHORE
5000/0, 250/250, 500/500, 93 F7He =39S A4S
1250/1250, 2000/2000 Az =54 77 44 des
.8/ ml (+S9) Fuel A S
Naproxen® sumatriptan®] 1:1 =
1710/1710, 1815/1815, 4oL S9-E3E°] IAY A=
1850/1850, 1885/1885, o =5, wigd CHO A& Al
—Chinese 1920/1920 S AAA ol EAo)A FAA|
SRR | In | 3A | xg/nl (-S9); olde R
o] |(chromosome hamster vitro| %t ves
¢ . ovary cells .
aberrations) 1640/1640, 1710/1710, 249 Y vEE SAGEAEYG
1745/1745, 1780/1780 ¢ a2 SAHOZ Q3 S9-
gl (+59); E3Eol s W F s W 34
t AgelA Z+Zr 1780/1780 o
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%]jé_ study # T 2 A% ‘_“‘E‘ﬂ ;;j &% (mg/kg) g}i vz
1920/1920 pg/mLZ Al
naproxend} sumatriptan®] 1:1 ¥ &
SWoA FMNA o] frxel o
S AEEAT Fdo] e vIH
MHFREE) 714dY 758l Q)
O= As A
»o] CHO A|EoAe] HE-g2 X
syHo= A% OPi}Zﬁ*"J Siﬁ)r 7t
FAE AT S glo] NAP A<
oy a5 MT200 MM [Chinese| THE S A
5 AR % n =
o) ;(l:)g:artrilgrfsgme Evirm ietu(zrvitro w2 (250012500 pegfml (S9N o500 0500,/mL. NAP/SS (171) 1
Y Lame tA 4o 9 we)
A 4ol & wW FYs M=
=54e 7, gAAd s Bt
& F S
AT A E
3A] 1400/400-1500/1500,
Z+10/400-0/1500,
with/ |400/0-1500/0 4 g/ml
witho |(-S9)
I - : .
™ Mouse $9-mi| 24413+ =12 Naproxen, sumatriptan T+ &
A A A (Forwar dLymphoma In X; |75/75-400/400, 0/75-0/300, Yes oY 2% S9-EF3hEo] AV ¢l
o) Mutation at Cells, vitro 7510, 150/0-600/0 1 g/ml =3 “Ht; upe- YEF ;517§Y
TK+/- Locus) L5178Y 24;\] (-S9) TK+/-E4 oA FHF54] .
witho|3A1ZF A €]
ut |400/400-1700/1700,
s9-mi |0/400-0/1700, 400/0-1700/0
X | pg/ml
(+59)
NSAIDs¢} 1E AlE
Diclofenac, ibuprofen.
—— indomethacin,  piroxicam 6A1ZF 2 24 ATE A F A=
o A 7|l Chinese n ] and sulindac are 'all 7}]%54,.0_2 /‘lﬁéxf& FE NSAID(6A]
ol |Cell cycle hamster vitro 3] mal'rk'eted non-steroidal|Yes  |ZFollA] piroxicam A&7} AlE F
analysis) overy cells anti-inflammatory drggs 7] EAo) tis) TA} = oE
(NSAIDs) and, tryptamine A 9FS f =%
and serotonin are
indoles.
24X g
%50%(_)/220%%% 5000, CHO Aol NAPg} SS(24-A17he]
| ’ Haaw Ages S-719 Ax %
Rl Chinese In ] 516/0-3500/0 1 g/ml e 9]%—2_4,11 Aae T"r_:_o}M_L,
o] |(Cell cycle hamster vitro w3 L R Yes 7} AR g=d v, dAE Ay
analysis) overy cells combination 24A4] 7} =z ol 4] S 2 U Al ;j_ 220] -28%
0/100-0/500, o 27} pAZ fTd
500/0-3000/0, b Ees T
100/500-500/3000 4 g/ml
3NZE A E
[ 0/500-0/2000,
o 1 7 (Il Chinesel | 500/0-200000, NAPL1SS W &2% ()
ol |(Cell cydle gvirm i etui " itro @3] {500/500-2000/2000 4 g/ml |Yes NAP ©= . (1)
analysis) y 24X 7F A2
50/50-2000/2000 1 g/ml
3
< 10/0, 300/500,  750/500,
23 (MT400- 0 E]};l“ © o |AT| F [1500/500, 0/500, 1500/0|Yes g% S;fg]y PRCE———
24, |mg/kg
48,
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%]jé study # T 9 A% ;;g ;7& £ (mg/kg) gﬁ_ B3
T2A
7t
Hl| &
Seg I |- - - - |- _ _
» TK study
Ssel &FE FUHAITIH Fog
NAP (25 mg/kg/¥d 138 &3He =
MT400- 1 Gesta 50/25. 250/25 A AF F7te &% #4E FA9)
Seg I (Developmenta| 2l &, 7T+ tion 1000/25 0/25' Yes AE "ol FAY ZAet Ado]
1 Toxicity: SD $1%&| Day 1000/0 ing/kg/day AR v, AEEE ¥E B
A= 942 7-17 A EE ol A2 AU, A
A Ee Sl A7 RS
A2 2 Wz gol <78 R 7]
ur A 3 EE HEe gl
=4 MT400- 1 Gesta DG 17-20 ¥ DG 2294 BR=¥Ha
Seg I (Developmenta| £7],  #& |77+ tion |1/90, 5/90, 15/90, 50/90, Yes A o =35
1 Toxicity: RiR= 9J#| Day |50/0, 0/90 mg/kg/day BA AF I AAERHH T4
A=A L 27)) 6-18 AE "o} FA i
?/]gzlif(gop-menta Cesta > TK study
Seg |1 Toxicity: 71, &|7 7| tion [0/0, 5/9, 25/45, 50/90, Yes Ejo} AF2 9/5, 45/25, L 0/50
el £ =1 $1¥| Day [0/90, 50/0 mg/kg/day mglkg/¥ &FTAA fFolstA 7
Definitive
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gl w3 &3 A, 8T 9 FAT 3L Y ¢, RN/ REY vE 9
J THzHE 7 daE.

ope2 Aol g ey 9 553 &R NAP £%(>75 mg/kg/Y)lA M= g4 2 A
v wAER HASH I (MT400H), o= 84 A ¥ ZFY /e FiEtde. 28y, 909 ke
1A MT400- N A FAFHAY 2t @2 NAP =Z(AUQ)OIA AZoA 2 NAP §+5 &S A9
S (GHUA BIBM RF)
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FAA 1 P& fLekA] ekoke. SS/NAP W-E8W 7 NAP G a2 AA U Od*“xﬂ ol d A FMA o]
e PR, NAP-f= A o] 7 AE=43 Al 7], DNA &7 &4 2 AlZAPE F71o)
g F& Gol] 3 o] TFsAel UE

o JAF EZoA HP e me SS9 HEste] Fol3k Naproxen sodium, Bjob FA 2 @ A7) R A
o A FA AESS/NAP) 2 3 mE] H3FSS/NAP % NAP) 59 ¥ 4 Z7iet dAdte] A2
SS/NAP W& WIS FAR &89 559 NAPES T ellog Eoge wo v} SS @ NAP EFol| tha)
Ul =Zo] FOoBE o|& <ldl WE&AHTNA A T4 ALo]l F7HIAT NAP G T E F7HeHA
aoks 7ol 8 & U
E7AM i 54 A

M
[dolA Fod NFEZY BE &FL AR 73 3¢ AT 371 24 e A 4%
374 9/5, 45/25, ¥ 0/50 mg/kg/ ¥
A=th o A7 F T AFT 2 S A7
kY
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naproxen sodium/sumatriptan @7] &&rolA FofstA A8t
171 & AgFsd FHe(Adh)e B ¢ FAd S7H7F 90/50 2 90/0
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A Faold Change from Conitrol
=2 54
2 100-248 Eng‘. .
58 Ca10-98 E@o:fg
= E E; BD EEEE &0 -
=a2 70 - TEie
E'—”E’gﬁn. 2852 4
158050 IHEE
i—z?ﬁ-m' “EE;;D--
‘Efzﬂml Eﬁ?’-?'n
Biesn 283§ o = =
EEEEE 1| . m_|—| E: CAP SM+CAP N+CAP 5+Cap
2% HET IR MR 2R 08 2621 AK MBE TEOA A0 W
53. 4N F(EE ¢ 4’5‘11:31/\]?5)
o 279 A4 o AN FHIHGLP) - FrtEHE O Z A% AT 5o dF AY
A . FE2Z A%, = SHmglkg)/ i GLP
R ! 47 NEA tud
gz | TR gnes | BE L agecion Ted oy | SWdY #
2 ),
17 5E5(FE HE 1001 ¢ 110De
oF 30&01] éﬁl Ay Y=, 7 §
Ako] ¢F 1589 7HAE& Fof, SS9
Y 8% AA Fd9 &% £E2
oF 0/7, 72, 712-717 9 1424-1434
uglkg
27 & No. 2001 F¢ 7& oF 15
2 748 F3,SS 0.1, 1, 10, 2{0.1 (0/7) - 2000 (1424-1434)
‘ 100 ugkg F94& 280 23 X glkgel &% WoolA S A (mT400
e W2 5o WZ FEoighs. 55 No. 20019049 o ol nld w2l ||
ST Hul 100 uglkgel oA AFEHW| M 2 WS BHoH, & (HHOIA
s A 15 - _ YES
2 N of tigh ko] Holx Fgrdl, 2|4F 7 AE AAFH HIZH
T ARHTAL o 58 No a00eh 2003 ®@ 01|88 AFANA HERHOZ o =
e 1, 10, 2 100 pg/kg SSSF 1000 pg/kg|m e ARED #Hd WgE Q)
F7} £%E& Boks HEEHA GdE
<37
A SSel &3 WYs HASE A 99
=, S5 FY4 A 23 F= No. 2001
2 2003014 AEE BFEFHA
AWAd FzFol FHHYUS. 27
EE No. 20022 wWE zghA el
propranolol (I mg/mLe] 10 mL, IV)
2,558 A Fo 7] 158 A A
A 2|5
o DI D2 D3 Dl [D2 D2 |opv uumog A= % %}ﬁ A0
e NAP+ IERERE RS E R 1
sS 1‘418}1 SS 59 d#4F 4 o3
A= ol =3
&2 o
73%“—]1] 2T, u?/‘]\‘Gu]’a Veh+ 80 80 20 30 30 HID]H
Al 2AA _ B . =
;@ ° 55 ug/kg|ug/kg|mg/k|ug/kgluglkg [o] A&elA HriE e A Q%)
K g+ & gl A SSel dig =<
80 NAPS], EAFHo=z {H93t,




3714

L
T

oelg)

0

K-

ahy

1

<

ojn

5E
o}
o

el

lug/kg|
7%] ol

)

=4

3gA QY N¥;

(&% SS 200ug/kg

147k 2UE Y
(£-32) NAP+SS

; 20mg/kg+200ug/kg

BX A e BE AY

54, &4 -

o SS/NAP H&a¥o kg2 MT400 Ml AE, MT400- Ml A&, 2 MT4001 ~3) 2 2EMT400H A &)

Al

A

s

o A, E7]01A ¢

E
LR

s

of| A

)

N ed

)
=)

i

A WS A ke

3|

SERRE

)

@ AAA 92

5.5. ¢kgldl o

7}

H
-

A

ale

4n

ol
w
2
X

el

7o

Pl
H

)
20
3

-t

<0
ol

6.1 YRNEARY AHH(GCP €7)

)

(2021.09.09. &%

=

o AT AAA AEAE ZHA A

6.2. YA FAEH A&

3 5, 7187 AFEEke

FEBAN A R, A Fe]

-

il

7

X, 4ol g

b study MT400-301,

3]
pil

AAE O

gl



MT400-302%. g8 AT A HFE FAAE tist HEFo 23 H7etds. AlollA =3 o
e AAd dFEF FA A5 3 GAAH(TRX107563)0] AT, o33 SAE &g @zt I
AgosRE el A7) Ad YHNE FAHAS. FHHA BEE YANFE FF 53 wAHEY AT
5, 274 dFs 239 B dFEd B3 A A5
63. JEFAZAE
o ol oo QAAFel ALH FUEAG B2oFE RT /14€ ASaAY A8aA 21 APoE BEoizon
oled AFE 44 FrtEHE RTH HIRTZL A
UFAIR
oA | (HE/ OAgl, B85, 571t 5 B s 9 AR
Ad)
» TRl O 2748 AQAE P4 o2 SUVEXX(EFHEHE 8mg 9@ JZ 24
Sd71#, F29], incomplete block,|YEF 500mg), FrFEHE 85mg HIRT AA, YA YEF 500mg,
3-way cross over, &7f, T3] & olm| E& ~ 100mg(RIRT), ol}ZE 2~ 550 mge] AA o] &ES AA
» SR NAEAE A8 AFE Hadbeta AT 7 F0]7] A3 £
A7 $A15%/25%) EE AYL A
B oho] 44.3A1(25~55A))
(S=/%= 407/40%3) FrH) 2 Eo o] A 9
O VZEH FE-A7 2392
rEQAR AT - JZEAUEE 500mg & -Eroﬂlﬂr dolst
PEATIZE A 8Y7E T3 33| (Tmaxd] 547 A, Cmax 24, 71887 AUCO-00 fAFS)
&3] Fo + O pEE 2 550mgHR Tk AUC ;‘%(?04%* o))
rEAFHEH) - 718 MRS BE BATdA g8
A A 2A(FrtEYE 86mg RT/UHOQ FrIERE T2-ARF Z23de dERoyEt Cmax H £,
ZE2AUGEEF 500mg) Tmaxt] Z7]o] 4, AUCO-co Tha o &, ur)e dna9
Ak MT400-10|B. <*rtE Q&R A A)|(85mg HIRT) 18] 2740 MT400-101 SUVENNGH LPASHE Lh=g S00mgd Cfs M@ OE Lo s
LCIN C. Imitrex A A(100mg HIRT) =
D. Anaprox DS Tablets(550mg)
E. Yz EAGEFGI0mE HIRT) " h
ntd
raAH A ot W A
10, 20, 30, 40, 50, 60 % 90% R 2/ Faig  Sw ®
3,4, 6,8, 10, 12, 16, 243k o (oo S —
g h '-. N B meess s dmeg
SUVEXX, UYZEAUES 500mg ij s
€ ofHIZE~ 550mg° ol e A
AogAel A Tof F4gNTL 72|
AZE = 96Tk A 100AIZE At R _'.T W owom @ o
(96~100A17F Apolol] o= wiu} &) 8| teumee mrinies Fpuret Buges )
Dol F71 dH AES 3




43
Al A5/ gARl, F948%, F4713 5 Bt 5l A
AdH)
#27.1.10 MT400-101 L}=2 4] o= &t nj7 20| |22 H|w
PK Parameter SUVEXX vs Naproxen Sodium SUVEXX vs
Naproxen Sodium 500 mg vs. Anaprox 550 mg
500 mg Anaprox 550 mg N=8
N=16 N=16

27111
i Pl Paramete
| A (hr=megmi.)
Plratnis { S0 T
oy (gl

R

1.04
(1.01 - 1.08)

Source MT400-101; Section 14.2.5

(HHUA HISH 2F)

(HHAA B2 2F)

HSUVERX 7%

Swmatriprian 5% mg

(HHUAA HISH 2F)

094
(0.91 - 0.98)

| Seumatriptan 85 mg
4, limbtrex 1040 g

MTAO0-10H 08 & 25 o580 MM 0] 2|52 42

- Yz EA ofEd T2 ojg e Ao
& salakgol dEo glof Eaud e}
o HEE AAAE Ao/l HEY F USE AAE
- SUVEXX9] FnlExe] gt Cmaxes o|u|EZ 2 100m
o ##&9 A FAYL FrtEYY 85mg HIRT Fo
ART %5 AET Aolde FAASE F9% Tmaxe Aol
3o

0.98

(0.94 -1.03)

SLUVEXX 73
limbirey 106 ma

.

| SUVEXXel| FulEdy
2ol FriEYTo] Slo|A
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oA | (Hs/ Ozl FA8F, F971t 5 Brtgs 9 A
A dw)
bR FUE o] kg
oS Rug FHAH1T%), FHERY D=0%), YZEA ©=
8%). FH2AAAN E513%), BE oSS AT o3I os <
& = ol
» HAd O AZ4AE Qo= M FAE HE&FY 3 sl 2A 9 Ao
od71#, F29, incomplete block,| %7}
3-way cross over, 71, @3 F  |5AH EXe AU B AU C BYC AdD 281 B DE A
&
> Th e - X8 AGTIEYE 85mg RT 2 JZ 24l urz%r 500mg 14) 2 A&
A7 di(15%/16%) Ble]m Ed 2 50mg HIRT 14 2@ YzZ24 JEF 500mg 18)3 #&st
Hartol 39.241(19-544) o fi=d W7 Yz EA 8 Friegd % %E A Z2ade &
(5E/¢% 31%9/277) Abat
FUELY 8omgs T AAe FrIEYY S0mgs FHFE FA R
rRAAR AT o = 939 o g =35 NS FrE"Y 85 mg FA RT
PE7IZE - AT 8UA T 33|& RT 7€ AHsiAl &2 AAg wnsys o A&H08 o ¥
3] Fo <@ 23%) A =S Ueo] FRERY FFE 438ks RT 7]
> el &9 A3E WYY
A5 A - B 2743 WMTA00-103 OfERIEE SSmg RTH WES LEEN LIER  500mgE
FrlEdg 8mgRT AA) 14 2 4 -.I:.I.I::I..:lihg HRTH A8 LE g S somges BT B 9%
Z24 JEF 500mg 14 Lisgi g
A% B -
olmlE&l 2~ 50mg 18(MRT) 2 Y=
ZA JEF 500mg 174
A% C -
SUVEXX 14(vlE g 85mg RT ¥
yz24 YEEF 500mg)
i MT400-10|x18 D -
K SolEYE 85mgMRTH) 14 2 ut

Kl

l

Z24 JEF 500mg 1%

rd g AA

10, 20, 30, 45, 60 = 90&. 2, 3, 4,
6, 9, 12, 16, 24, 48, 7243t

(HHAA B2 2F)

1y 2T14 MT400-108
oju) S -

Sn) E TR

BEmg AT W =gt
Somg HIRTEE 940 Lta 8 LS & S00mga @ {15

Lponma bER S00mgii

Hs 28

(HAHAA B2 2F)
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oA | MZ/ gARel, Fo &, A7)t 5 BrreE 4 Ay
Adw)
27004 MTA00-108 L 2848 Y5a BN S A v
. afEH -nq'e-l.n'.. VO R [ R 1 I T I viin BEiD
Al L ['}
._,-....h;,!r :.JE: [ P ;
l :.:-:--:m ¥ i f
(20l A HIJ—JH Q)
& 27015 MT400-103 S0pEq e 2hgof T7H 0] A2y vld
et i Bl E v | amp
Ny o= ™
AUCy 0.9 Lo
H i!'*-"r\-L'I' RO — 1 G7 {055 - =
:.:I.:'\ 1.16 1.5
Hl S {908 Ch
ur
% =] \8%~
- FUIEYHEY AUCO co g tl/zL 85mg 259 ﬁ“—ﬂ} Hde& FHdte
oAmd A5E A AP i FFS WA &5 Tmaxe AF<
Aolo] Fee WA dte
- SUVEXX ¥ ulEyg 85 mg RT + UZE4 YEF 500 mg HA
o srledeel t@ Cmax %& A% B 2 Do) ghuth i 2%
Ko
- SUVEXX9 ¢4 Z23d2 b FriEge 9 Yz =4 JEF
239 A Zeodd 44 FUE oA EE AT 9
2. o] 4Hks B 8(C 29%, A 35%, B 28%, D 38%)
> T 04 ALAE tdo2 SUVEXX(FIERE 85mg B hZs4l
MT400-10{ 71, F2+9, 3-way cross over,|EF 500mg)e] @ A+ Fo & Yz =4 2 FrlEYES] Aol &
V|2 B, A3, g% Bl U@ nAY A 9P 3l
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o] 46.54](21~55A4))
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PEQAR - AT
PRI H 23 8Y
T3] R

rEAH(EF)

- el 2 A($ulEYE 85mg RT/VUZ
ZAYEF 500mg)(TE)

- el 2 A($ulEYE 85mg RT/VUZ
ZHUEEF 500mg)(4 %)

- FulEgE AA(85mg RTH(ZE)

AT 33

SEEEME

10, 20, 30, 40, 50, 60 % 0% = 2,
3,4, 6, 8,10, 12, 16, 24, 48, 181
7243

OF /15 EE SUVEXX(ZE A)elA Frteges] AAd 68
249 +olEQY 85 mg RT(FE et vz

(D

- SUVEXX @At A S48 Fostes 2L Yz E49 AUC, Cmax
EE Tmaxd] 93-S 27 LS.

- SUVEXXe] &9 srEd®S] 44 AUC E+= Cmax g3 #¥d
2o G AAUAT, T4 A& A4S Tmaxzh oF 408 A=A
(3)

- AF BAA gAY YEs4 9 FrlEYY AUC 3 T 4
U A5 A BR A oA AUCKHTE 24+ 15% 9 30% SHke. Y
o FrlEYE Cmax e 4% ML W AF 8 FH griolA
BHA 3k

[e]
D

13 2745 MT400-102 M
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(Fo= W2Aw 8 TR AYE BE 2R $357 A
=07 7HF
E 27210 AdorEs ER0A 45 oS Qof
Study Treatment Sumatriptan Naproxen
Tumher (Dosage Form. Dose) Com Tomx AUCe= tiz Cmax Tomax AUCp= tin
(Product ID) (ng/mL) (hr) (hr + () | (meg/mL) | (W) (hr (hr)
Geo.Mean | Median | ng/ml) Geo. Geo. Median | ®C€/ML) | Geo.
(95% CT) (Range) Geo. Mean Mean (Range) Geo. Mean
Mean (95% CT) | (95% CT) Mean | (959, CT)
(95% CT) (95% CIT)
MT400-104 | SUVEXX (sumatriptan 85 mgand 398 1.5 193 2. 454 6.0 1162 198
naproxen sedium 500 mg) during a (358-44.2) | (05-4.1) | (167-223) | (1.9-23) | (44.3- (3.0- (1070- (18.5-
mugramne (B916681) 54.5) 16.0) 1261) 21.1)
SUVEXX (sumatriptan 85 mg and 420 20 211 21 484 6.0 1208 19.6
naproxen sodium 500 mg) outside of 3 | (37.0.47:5) | (0.5-4.1) | (189-237) | (19-23) | (439- (07— | @ns- | (183-
mugrame (B916681) 53_4) 8.0) 1307) :1_0)
MT400-105 | SUVEXX (sumatriptan 85 mg and 54.2 0.9 212 2.0 53.1 5.0 1173 18.5
naproxen sodium 500 mg) (B916681) (47.0-62.5) | (0.3-2.0) | (193-233) | (1.9-21) (48.2- 05— (1091- (17.5-
58.4) 10.0) 1261) 19.6)
SUVEXX (sumatriptan 85 mg and 510 1.0! 456 ! 80.5 8.0* 1864 17.5
naproxen sodium 500 mg) withasecond | (449.579) [ (05-15) | (431-484) | (19-22) | (749- (25- (1749- (16.5-
tablet 2 hours apart (B916681) 86.4) 10.0) 1987) 18.6)
79.8° 2.8
(73.1-87.1) | 2.7-5.0)
LAfter the first dose
2After the second dose
30.83 hours after the second dose
46 hours after the second dose
Source: MT400-104, Sections 14.2.3 and 14 2 4; MT400-105, Sections 14 23 and 14 2.4
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§ Proof of Concept : Efficacy & Safety
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204

001)

MT400-

(2000-2

- AR
Cp ] EHO)), RAS), ol E 7,
Y7, FAUE, Belso]

v TAFEERL (Ql2i &AL
18~754] Z14(92%/880%)
B A% 424

HEE g HFEE~FF)
(S2/9r2 1138%/969%)

EoRR 1 T

"Eo]7|7L : Ty

yEolH(EF) - (110101 viA)

- NAP 500mg + oJu]EaA
50mg*

- ojJu]E™ A 50mg

- NAP 500mg

- 9o}

AE 2/ A
- NAP/SS (251/250)

- SS (229/229)
- NAP (250/249)
- 9jor (242/241)
28

as 9o NYore 28
2413t olUjol A QJorEL

2gate 7o) 518

s
T

O ME5397, URSAYERH ouEdL Yg5ol9 USE
of & SloF oju] ‘HMES WAl ofgt I AaolNe &%
2 by Bt

- 584 Bt U R, B 9 A Hot o=
Al e 55 dshedst gl Adxte] 44 55 B
W B, B ¢Hg ¥4 W 729 FeQlE BE 5k

v 3%)5 YAl 7tEo] BAL 7= MT400-301 2
MT400-3028 ¢ A& 4AZF 59t o AF3 38 A|AGE

=88}7] A4, 2A17F £ 1580}, 4A17071x] 3080t}
ChS 20417 9 7o} Qi ot 1AlZhoict 23y

v 1R} FIpHS E= dl2(Sustained Pain Response)
CAIEAQ B YRS, §o 3 241t 25 ALTt 0BT 9
FE= (59 5)0l1 24t &0 55 BE 55 5592
A
N

o A ooEL AF8s}A]

off

e AN
» 319] 27 B9] B 5 U3l/BH RS, A8 3EF U
F9o] HAE/ A&H 559 FrH4y
n (%)
| A _
874 | NAPSS 5 NAP ojop | PValue
1) 98 vs 919 (501 3 2 A7A)
E=olal | 162(65) 66(27) | < 0.001
21 147(59) 72(30) | < 0.001
22 166(66) 89(37) | < 0.001
ol 173(69) 128(53) | < 0.001
2) ¥& vs SOIEYE vs U EMUER
A 45 e A
o 6325 | 25(11) | 29(12) 12(5) | NAP
Too < 0.001
3) ¥& vs SOIEYE vs U EMUER vs 9J9F
HE vs
A4+ NAP vs
Pyl 11546) | 6629 | 6125) | 410D | g
< 0.001
» Azraot
- WRETL 9JoF B £ 4Ro| T Sofo] Hs) 2417 &
£% 9gtgol 9olabl o E9L, 243 & WM TES, 49
55 9 7o WAl YOS SOlEYS EX =l

§ Pivotal Efficacy & Safety : $5% - 55
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A
3
(\ﬂ_mi/ gARl, Fo 8, £t 5 o= 2 Aa
Add)
» OISR (2R AlForS 58517 AR 22jal HE 241%F 592 3020ttt
18~654] F14(1785/1317%) 2~4A17F SRt TRAIRE, T 3ol o] Yle B O
P AP 41A 20A17F &9 oiAIZE AA] FEEE AM:
55 g HESE~3F) - SHAA Forel AR Al ] Y3t FATAS AT
(5=2/8 1736H/14499%) - ITT set : 14709, Safety set : 14959
VB PR P v 1R} HotH S
L A Ed = ) 1) SUVEXX vs 9ok
WEoH(EF) - (11111 i) £o 3 24 0] 4719 5 LA FHoTHS
- SUVEXX 85/500 - 3% ¥MEES £ 459 5
- Sumatriptan 85mg - 4Ad x5 UNE
- NAP 500mg - re) pms Al
- glo} - 79 WAE ¢ ol AekloAe] PO 23y > WA £
RAlm 5/87F 5 2) SUVEXX vs $0lE™E vs UZZMUES
- SUVEXX (433/326) A &E = —E.'—%’;(Sustained Pain Free)
- 5SS (434/362) P F0] 24A12t S0 50| R&EA] &Gk, o= 24Kt 20
- NAP (434/364) F550H 59 Aol gon(FF, ek Fx 5%5). FO
- glor  (435/382) $ 2043 5 Al%4E BES
712 AY 15 e p-Value
ZLQst HAO Agoke 28 & 7S | SUVEXX SS NAP Q] oF
2A1ZF oluiol LAl ooFES 1) SUVEXX vs 9]9F (£0] 3 2 A|7HA)
285l= 7ol 5§ E=o5F | 207(57) 109(29) | < 0.001
A 180(50) 122(32) | € 0.001
Ad] 204(56) 128(34) | € 0.001
o 237(65) 244(64) | 0.711
2) SUVEXX vs $UOFEE yg UIZEMUJES
SUV vs
Al &&= SS s
o= 83(23) 51(14) 37(10) 25(7) NAP
< 0.001
A3t 2o}
- Fo] 2AIF & o] st HAES ALlsta, 243t 39 5
et 4 YA FxF, 42 FEF WAEL w™sto] YofEnt
571]7‘4‘)% 2435k SUVEXX Alg+td} okt Ato]o] 1 Al
Y1=0] xpol= Fof 3AIZI} 4AZF Sof] o5 § FlS.
» 4RI O SUVEXXe] 718 @A £, 9ot ty] ‘HEg Wil
0713 (0]=), F2rY, ol54. | gt } 34 7'M 85 ¢ Uord F7t
[T, Hof 2 2=, - O JL“EE dharo] A 3‘*% o, A&A0 g Xgo] AAIYHA
Y8 *l%‘ﬁﬂ”x}t 3 7*5(%1%, 3% 35 Ev 55). 9
ol 2 A A TEE A9 32F5, 19) FUHE ¢
MT400-|" AL (Q1HAT Ald ke 58517] Ao JEJJ_L A 2A1F 59t 3020,
202 18~65A] (2077 /1254%) 2~4A17F SRt TRAIRE, T ool o] Yle B O
3% (2004.0 P AP 41A 20A17F &9 oiAIZE AA] 7FEE AM:
LRS! . |BFE $RHETE~EF) - R IR ARIE *7“0}71 st 2AWAS Al3E
(8) 4)2005 (S2/912 16779/1393%) |- ITT set : 1470%, Safety set : 1495%
WEojPE L FF v 1A} oS
S P | 1) SUVEXX vs 9JoF
S (&) - (1:1:1:1 ¥iA) £o 3 24 0] 4719 5 LA TS
- SUVEXX 85/500 - 55 ¥RES B 459 5
- Sumatriptan 85mg - 4N FRZ 9AE




ARA]
o2
| g, | DL FAEF FoNIT 5 Prhere 9 A
Ad%)
- NAP 500mg - A TG HAHE
- 9ot - 9 WAE ; wojAaRldMe] 2o 2RY > BA &Y
KR S/87 5
- SUVEXX (422/364) 2) SUVEXX vs L£OLEYHE vs LJEZE2M UER
- SS (415/361) A& 5= —?—%’S(Sustained Pain Free)
- NAP  (419/356) ; £0] 24A17F S0 B50] AKE|A] YokE, ol 2417 Fo]
- 9ok (421/360) 2Exoln 550| AfLo] gloni(FE, F5E E: 55 £
5 24717t 3 X4H 255
SRR ;
ﬂé]szér A9 Agore 28 5 || 1A n i) b-Value
2A1F oo 7| oJoFE-S B7his | SUVEXX | SS NAP e
=&35t= 7ol 5% 1) SUVEXX vs 99 (£0] 3 2 X|7HA)
=95} 237(65) 102(28) | < 0.001
ﬂ/d 211(58) 131(36) | < 0.001
A7 223(61) 138(38) | < 0.001
-9 260(71) 233(65) | 0.007
2) SUVEXX vs 2O0tEEl yg YT ZANLES
SUVvsSS
= < 0.01
A5EA=1 9005 | 5906 | 3700 & s
<0.001
AT} .o
- £o] 24171 & 1ojo] ghs} WYES Aot 247 $9 55
ol U A FES, 42) TS YRS WAt 9oty
SAMoR oYU SUVEXX Al27u} 9ok Atolo] 7ol urAy
BlEo] Aol £o] 3A17H} 4A1Z Fofl Qoo of S
§ Efficacy & (Tolerability or Safety) : 7]E} |
- ZAQE WES, WES F5, Uy WEE P33, 97 WES Zul
- 554 Egu] Wl £4 YL, B8 BEE HAl
TRX107)» Hxtel O SUVEXXSl 9ok oju] ‘ZAglE BEso) oigt 34
563 H71EOl=), FA. o158 | qlaoae &% m ek =t
(Zgggéog BT, AofHixE, GLEY ~mITT set : 4273, ITT set : 443%, Safety set : 500%
2) » SR (AL v 1A} WIS
165 GUN29F/3TIE) 1) 202 2o 285 W2 Holt NHUYALY WL
Bt A - 364 P 255 vkg2 Hjo|AalloN FEE/5S £50 5
sHgE BEE A SFHEF 2 B 3)0] AR F 2/ RER(SE )Qi
(35=~33) dasts oz 3ol
(S5/8% 6799/48873) 2) 2~24A17t] A %E D25 w3 wol: AR WEE
-~ P AIEEQ 5 gl vhee Al QJoRES AMgolA] I AlE F
° B 2AZMA AR 5 24ARPHR] Al&EE 5 gl uh(2 Ex
S A= | 304 002 SF)oz Ao
SOl 2(8)
- SUVEXX 85/500 » 2XF HrhE R
- e 1) S HIRE AR(R0] §) 227 L 4XZF Fof TR S
A= /87t o Y gux 9 42 FEZ)O WAE.
- SUVEXX (222/222) 2) £o] 0541, 1AZF 9 4ARF & E50] QAW A@ChALY]
- 9ok (221/221) wjg
3) £0f 0.5, 0.5A1F, 1217k 2417 2 4A17H 5 £ gats 24
]2 gt Algriagate] Wi
Lo 39 NEAE B8 S |y 20407 5 A4E S5 S DN AFGUA] WRE




A
o2
W | g/ | DAY RIS 271 5 IS 2 2%
W k=k:))
2A12t oluiof]l 571 LA
O|oFE (40l E YT/ LZAILE
=) xote 1 ma | 5) £of 2v4A7 5 JjAR WEEY AT B 53 L Ruls 5
St Zol Qe ATl wg.
6) =0l & 24A7F ool C}E FEOFe 283 Al@chAAl] W
4 o
=
7) o F&of 580 A= Altol £ S 24Xt oy,
8) F& atofl A2l AlRto] £ & 4AZF oy
9) Axlo] gt MEFO oS FEste F5 LAY stZolA
272401 A&H 55 gl Bee 27T AldUgAY] Wi
10) 1~2417k0} 2-441719) A48 S5 whs(gst U E5 ¢18)o)
Z7F )i,
» 39| WA
1) o] gRtge] TAEL F5=.
2) £5o] AUt A ARt W g
3) ROl THERE AIFTA F7T.
4) J5 L HAF F59 &4 ARbo] digt FIH(" A"
5) YA ol B7H 7187
13} n (%)
o 7p SUVEXX | - - ojop | P-Value
=
(_'2—0) °© 64(29) 25(11) | < 0.001
A&E P53
(2h-24h) 54(24) 20(9) | < 0.001
At ot
- SUVEXX(40lE Y8/ J LS ES)E o) Blastde o
x7], £71 % AEAYU B55uk & SAof sl 4A1%E
Solut 923 a52 US
TRX101 > T3l O SUVEXX9] 9iotZ oju] ‘BE5 289 4% 55 @7 0149
998 o1 (O]=), A9, o, | &% ® WoRd Bt
PAZ AU E, HAGYF  [<gRA>
13 B7pAS
» TiAMERAE (Q12iEHRH #  Todeterming the pain free efficacy of TREXIMA whlets, sumatriptan 85 mg (as
HoE i].x].(%] =) 119 mg sumatriptan succinate) naproxen sodium 500 mg, versus placebo when
CTo o~ 2 . dosed during the mild pain phase of 2 migraine attack and within 1 hour of onset of
during .the'mlld pain phase head pain
of a migraine attack and Pain Free at 2 Hours Post-dase — TT Papulation (data from Table 13.1)
within 1 hour of onset of i ]
34 head pain B —— — wﬂh‘hm m [
E= ] ™ = W=280
(5=/¢= 6589 /579%) ETETLT "mﬁ o — i
%) 5 (%) [T B
VEo AR AL Fain frea & (17] 14 (2] 35 43 .00
Eo]7|70 1 el
5ol (82 25} BrpAL
- SUVEXX 85/500
- glop
AR 2/} 4 QP> FUIR oS, Al Qe
7122
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A (Hs/ Ozpel, B85, Fo7|3 5 HoreE 2 Ax
T
SEL )
Secondary Efficacy Endpoints - ITT Population (data from Tables 13.1, 13.5, 13.8,
13.13, 1317, 13.21, 13.22, 13.26, 13.30, 13.31, 13.33 and 13.35)
Placabo TREAIMA pValue
H = 2081 N =380°
2 NGy post-dooe, %
Hausea __ - EN ki ma
— Pholnpeobia - A i D
Phonochotia &4 El B0
raine Free 15 45 B001
Feck PR Thecomlon [T = CIoT
Snus PainvPressums EE] 19 . 001
Pl Functaning FE] [5] <0001
4 hosrs post-doss, %
Pain Free 35 i 0,001
Marsea M 1 B 001
[ Prologhotia 5 ] 2001
| Pronophobia [ i <001
| Migraing Fres e %] <0001
Mk PainCiscomier B ] 1] <0001
Sinus PanFrassrs 1] 1] ]
Hormal Funclioning X E] <0 001
| Sestaited Pain Free 2.3 Hours % 12 4 <0501
Rescued Wihin 24 Hours, % 47 0 <0 001
Fiain Freq a1 1 Hour, % 7 ] 001
Poin Fres ot 30 Minutes, % F] § [T
34k |[TRX101 |» gAtel O To determine the pain free efficacy of SUVEXX tablets,
999(34F [ch7| ¢ (u] =), EAHY], o]l WA, Sumatriptan 85 mg (as 119 sumatriptan
A) i, Qe x, Y aF succinate)/naproxen sodium 500 mg, versus placebo

» OSSR (2R

HE5 SRHBB)

during the mild pain phase
of a migraine attack and
within 1 hour of onset of
head pain

(e5/¢= 6478 /539%)

EoE 37
Eol7|7) ¢ Ty

when dosed during a migraine attack and within 1 hour
of onset of head pain

<g854>
SO
& Todetarmine the pain free efficacy of TREXIMA wablets, sumatriptan 85 mg (o=
119 mg sumatriptan succinate) naproxen sodium 500 mg. versus plucsbo when
doscd during the mild pain phase of a migraine attnck and within 1 hour of onset of
head pain.
Efficacy Results: The propanion of subjects who were pain free at 2 hours after dasing
with study drug was grester with TREXIMA than placebo. The treatment difference off
16%5 was statistically significant.

Y EoTH(EH) Pain Free at 2 Hours Post-dose - ITT Population (data from Tabbe 131}
- [ ) Differencaln | 95% Cllor |
SUVEXX 85/500 _— a . b ki

- Y "= N=Z7E |
o o mal A o] e ] B |
Rle 5/87F & BainTen T T4 (59 ¥ | ®m43 | o
V2 e

23} W7hE4s

<O A> Frish olauks. Al glole




A

e
(s, | DRI $o18% ST 5 IS 2 2%
AL

Secondary Efficacy Endpoints - ITT Population {data from Tables 13.1, 135, 13.8, 1313,
13.47, 13.21, 13.22, 1326, 13.30, 13.21, 12,33 and 13.35)

: | Pagtke | TREAMA | pWaus |
{ N = 2501 W= |
2 hoars post-dme % THES R | !
Hases 3 1 gt 0
Phetnchoiis B FH <00
Phanighatia % [ & <00 i
u. Faex: 1 _';t | & ol
Heck PainCicoirl 54 8 ET
Siaus PaniFressse k1] 23 <000
Weprmal Funclioning F dn <0 001
4 s .
- % 7 000
Naliss ] : il <N
| Photoghobia L] 1 L
| Phonoghadls L. 1 <L
Migraina Frea 7 (7 | «nooi
Nerk Paniscomian [T D T
Eirus Par(Fressue 32 IE] | =i
Feotinal Funcicn g ] T ol
Sustmrad Pain Froe 2-24 Hours, % e 1 £l “0LH
Rlescund Wikin 3 Hours % 15 1A T
[P Free 8 1 Howr, % [ ' ] o0t
P Fres & 30 Mnanns, ' rEE T |

[ !
1. The nmiber of evalyabie sabjects vares from 235 ko 255 for placebo ard e 272 40 276 lor TREXMA

g BES 45

O Determine the consistency of response for SUVEXX
administered during the mild pain phase of multiple
migraine attacks

Attack 1 Aitack 2 Altack 3 Attack 4
“Group 1 P T T T
Geoup 2 T P T T
Giroup 3 T 1 P T
Goup 4 T T T p
Group § T T T T
T=THERINA [Fmalopion | Napsans sodam) A5500 M Tazkls, F=mabding pacebs Biets
Double-blind, <9 FA>
placebo-controlled, . - 1A FopEa
parallgl—group., multicenter, The primery objectives of this Kudy wece:
4-period multiattack study
#  Toevaluate the consistency of 2 hour pain-free results across up to four
_moe s migraine attacks after treatment with TREXIMA when dosed during the mild
TRX103 ‘%‘j_:—;o 9}%}7(]- o pain phise and within one howr of enset of headache pain.
632 (f =/¢ R 646/527%F) *  Toevaluate the consistency of sustained pam-free results across wp to four
- AR migraine attacks 2 1o 24 hours after treatment with TREXIMA when dused
- QoF during the mild pain phase and within ome our of onset of head pain.
Effieacy: Results of the primary repeated measures analysis are shown below,
. Statistecally and chinically relevant differences were detected between treatment groups
Sl.ngle. dose, up to 4 o ok wdpaint:
migraine attacks
Analysis of Overall Pain-fres at 2 Hours Post-Dose and Sustained Pain-free from 2 to
24 Hours Using Repeated Measures Modeling - Intent-do-Treat Population
Pleceta TREXIKA Dl in Adpgiad
Pamsninges  95%CI1?  Unadjesied  Stap-down
Endponl N n'[(®) M on'(W (W (W proks gl
ﬁﬁh'rm‘-‘ a2 g wsEE WS BESY) mw 1.3 an i a0
{rs.
Sustaned g2 OTOT OMES BT kil 15,27 <31 <} D0
Pair-tee
L. Wumber of megraenes iaated with dafa For thes andpoint
2 D% condence indervel (CI) for diBrenes in persntages Betwpen fealments
pvahue and $5% Cl bassd on regsaled maasums asimating aqubons
<QHA/d> FUist olduhs, At S
Double-blind, ity Hes A5
TRX103 |placebo-controlled, O Determine the consistency of response for SUVEXX
635(3%} |parallel-group, multicenter, administered during the mild pain phase of multiple

A) 4-period multiattack study migraine attacks
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Primary objectives:

*  Toevaluate the consisency of 2 hour pain-free results acress up to four migraine
attacks afier weatment with TREXDMA™ {sumairiptan/naproxen) 83/%00 mg tablets
when dosexd during the mild pain phase and within one hour of cnset of head pain.

- lej_‘f_%. CIpNS *  Toevaluate the consistency of sustained pain-free results across up to four migraine
c= o antacks 2 o 24 howrs after reatment with TREXIMA when dosed during the mild
( C /&8 620/528 o ) pitin phase and within one hour of onsst of head pain.
A
- _I‘H—ﬂ /—Y\-JS] Anahvsis of Cverall Paim-free at T Houwrs Fost-Eose and Sustained Pain-free from 2 fo 24 Hours Using
— %)_] g}: Repeated Mexsures Modeling — Intest-to-Treat Population
Famhy TREXNA [iffeesnics 1 et L A
. Faraniages P Unadusied  Sdap-down
Single dose, up to 4 Enpont KW 0t N ntp %) %) pedua  pvals
migraine attacks Pamdmeal 4% EIN) M85 30 £ MW oA w0

# Hours

Sugmned g 51(17) W6 S63) z 18,2 <00Mm a0

Pam-frea

1, Mumber of migranes bealod with data for this endponl

2. 5% confidence inssnval (L) for dfierencs n percenitngss between eaiments

| e-vmiue and 05% Cl basad on mpedied maacures estmaing equebors (GEE)
<HRd> Foist oldvrs, A =S
97 WEs
O Placebo controlled safety and efficacy of SUVEXX when
administered for menstrual migraine
<S8A>
- 14 Brhs
Olpjectives: The primary objective was to determine the percentage of women headache
pain free of 2 hours following treatmoent at the mild pain phase of a single menstranl
Double-blind, parallel-group, | migrmine attack and within ons hous of onsst of pain with TREXIMA comparsd with
single-dose, multicenter ——
Study. Primary ¢fficacy resmlts; A greater percentage of subpects treated with TRENIMA wene
TRX105 paen free ai 2 hours post-dose than subjects treated with placebo. The treatment
difference was statistically significant in favor of TREXIMA compared 1o placebo for the
850 - MS-E SIX} ITT nnd MM papulntions.
(%‘%/%}E 3 12/310%1 ) Pain Fres at 2 Hours Post-dose [ITT and MM Populations)
- 2H AR . . i _— S
o 0‘; © [ [ Difference in Unadjusted |
- 94 | Plcebo | TREXIMA | Percentages | 05%CR | povalue
. | oni%l | i) {%) )
ITT Population | N=160 | N=151
Pain free | 37{33) | 632 19 B, 25 <0.001*
MM Pepulation® | W=138 |  N=13d Pl e snvasl e |
_Paniee | {3 | 48 | 6 | 59 | 00Md |
a. &% conlidence nieral (01} for difle ienoe m percenlages betweon bratments
b W poputeton was nol confroled o mulbpialy
* Shehicaly srifiant howing e mulighiy estn] sues
Metn: pramlon and 85% Gl based on Cochran-anin-Haonsoel metheds
<QHRd> Foiiet ol g, A =S
97 uEs
. O Placebo controlled safety and efficacy of SUVEXX when
Double-blind, parallel-group, e o
. . administered for menstrual migraine
single-dose, multicenter
stud _
TRX105 > Y <9 a4
B) - : p ;
(E.E/Q]—E 31 1/31013:] ) Ojectives: Tle prinsary objective was to determine the percentage of women beadache
o 1/ = o i o -
_ oawlAA pann free at 2 lours following treatment at the mild pain plase of a single menstreal
T i—'o muigraine attack and within one howr of onset of pain with TRENIMA conpared with
- QoF plaeebo,
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Primary efflcacy resulis:
A greater percentage of subjects wreated with TREXIMA were pam free at 2 hours post-
dose fhan sabjects treated with placebo, The treatment differece was statistically
significant in favor of TREXIMA compared to placebo for the ITT and MM popalations
Pain Free at 2 Hours Post-dose (ITT and MM Populations)
Difference in Unadjusted
Placebo TREXIMA  Percentages  95%Chk pvalug
i {%) (%) 1) (%)
IMTPopulation  N=138  N=151 BT .
Fan free 35 [22) 78.52) 1] 19, 40 =B
MM Populationt N=1Z8 N=124
__Pain free 3 [24) A7 {54} n 18.41 <000
d 2G5% CICH for difference in peroenlages bebeedn reaimenls
B WM populabon was ol coniioled kol sl bpholy
Satsticaly sgnicen! tlowng the mulspboty Ssing nies
Mol g-viiie and 95% CI besed on Cochran-MankFHeenszal mathids
<QHRg> FUist o] uhg, AMY QlSlZ
554 Edgo] wgo] FAYAL 24 BEE AAT
O Assess efficacy as measured by sustained pain-free from
migraine pain with SUVEXX compared with placebo in
migraine subjects who had previously discontinued
treatment with a short-acting triptan due to poor response
or intolerance.
Randomized, double-blind, _
<&8d>
placebo-controlled, 15} ?147}31 R
- 1x
crossover, 2-attack, crlvT
outpatient study Primary:
TRX106 Tor assess efficacy as measured by sustaied pain-free (SPF) from migraime pain with
WoE 5f sumatriplan naproxen sodiom (Sumal TMNap) compared with placebo in migrame
571 T dTo & K} subjects {poor responders) who had previously discontinued treatment with a shori-scting
(5=/2=7 173/131%) triptan due to poor respease of intolerance.
- 2AHIAK] EMicacy: The efficacy results are presented m the onder in which the & imiLs Wwere
T8 3 Y P
- oJor tested to control for tvpe | error. Results are preserted for the [TT Population; however,
B the mITT and FP Population results support the [TT findings
tha] =
= Primary Efficacy Endpodnt: Significantly more subjects achieved SPF from migraine pain
from 2 to 24 hours post-dose with SumaR T/ Map (Z6%) compared with placebo (8%%)
3}?:.]' {odds ratio [OR] = 4.50, p=0.001),
Key Secondary Efficacy Endpoimt: Sipnificantly more subjects were pain-fres at 2 hours
post-dose with SumaR T /Nap (40%) compared with placebo (17%) (OR = 3.19, p=<.001).
QP> FUist o] ukg, AMY QiSlZ
OAssess efficacy as measured by sustained pain-free from
Randomized. double-blind migraine pain from 2 through 24 hours post-dosing with
lan (t))rmze ’ cl)lu d e-bund, SUVEXX, as compared with placebo, in migraine subjects
blace o—cor;trotte k who had previously discontinued treatment with a
cr cissct)yel“t, t_a:j acx, short-acting triptan due to poor response or intolerance.
outpatient study
TRX106| o>
573(3%)|- B=5 A - 1A} "o
(5=/&8 169/1314%)
- _/'\_H_ﬂl ixé] The primary objective of this snsdy was to assess efficacy as measured by sustained
- o]ok pain-fres {SPF) from migraine pain from 2 throwgh 24 hours post-dosimg with
- SumaR T/Nap, as compared with placebo, in migraine subjects who had previously
- @3 5H discontinusd treatment with a short-acting triptan dus to poor response or intelerance:
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Table 4 Previeus Triptan Use (ITT Papulation)

! ___ Provious Trigtan Used! |
Suma | MNara | Zolmi  Riza | Almo | Ek | Frova
_ N=tiB | We33 | NeT2 | NeBi |H-3? N=tiT | W=3s |
Salebed wih wy § worked, n (%) | 45 (38) | 6(15) | 18(25) | 0@ | 8427 | 6@E | 023
Whonkow bong oo i wbect dommue a2 |
<6 marths B | TN [BEN | AR | G [ TE2 | 600
6 months fa <1 year 200 | 505 | Wi | TRy | BOE | e B
=1 yaar 10 <2 years 3| S50 [ 2om | oo | Tem | 6@ | 3@
=7 yeers b <5 yems IS0 | 9l [ 5@ | T | Tom | S | s |
25 years iz | 05 | 6@ ity | 346 /] I {3}
Messing 2502 | 208 | W04 | B | B{4) | 5{4) g |
ey did sbgect decominue mplan? ni%) ey
Lack of eficacy W (30) | 1B(5E) | M (4T | 42(52) | 23062 | 67 (BT} | 21 {B0)
Siow armsel of eficacy am [ s0& | A | 1 G5 | a8
Incmnsistent eficacy woan | 2er | 4@ | Te | 3w | wm | 3@
Lera sustaired sty BE) [ 403 | TO0) | 4 | 3@ | o | 246
Intchrance fo AEs B oz | apm | s@ | 2@ [ Ton | 2m
Cthert S| o2m | e | e | eos | am | apn |

" Ciote ourcs: Tatks .29

Table & Overview of Efficacy Results (ITT Populaticn)

T
i Flzzibo SumaRTiNap
| { Lol il
| Primary endpaoint: SPF {2-24h]', nh (%] 1152 ) 1M
Okt Rl [BE7% ) SAMZTE 1148
|h'.wmpdwf|dpnht!ilﬂﬂatihm i %) T3 {1 B ()l
it R [057% L1} 4.0 (25T _6.58)
| prochun 001
| Cther Secandary erdpomnts: .
| Bescur medication wee (24 hours] wih (%) 12132 |55) 253 {22y
Ol Raior £26% CHi 022014, DaT
k) <001
Fligare T w:ﬂ!;:r:k&zq Sanzained PaisTres Aeczooee
%
[T ‘“’
B
R |
‘;q" Y e
£ o -
]
=
=
2 "
- [:]
— i % |
Fd
% |
T miTT PP
W Placsbo B SumaRTMap

<> Folieh olduts. AMY flole

Ry Ly

§ Safety : 7] AR (gaa A7Ieba Al@e A4 s7tAtEtol matE x| ghot A9
multi-center, repeat dose Aol - &7] kA
safety study, Open-label O To assess the safety of SUVEXX for the treatment of
- M E SIX} moderate to severe migraines for 12 months
(e5/¥= 600/406%)
- SUVEXX tablets, Oral <SgAl>
A} MT400- |- Single tablet with the OTHER RESULTS: Headache pain response datn were svailable for a total of
° 1303 option of a second dose at || 24.48% weated atacks and pain relief at 2 hours was reported for 81% of these anacks

least 2 hours following the while 2 hour pain-free response was noted for 60% of atacks. Headache pain
. . response data for the & and 12 -month completer population were nearly identical,
first dose, if needed, suggesting no attermation of therapeatic effect over time.
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SUMMARY — RESULTS

The final analysis population mweleded 5635 subjects who treated a migraine attack
with at least one dose of Trexima (overall safety population). Four hundred and
fourteen subjects were included in the 6-month completer population (definad as
subjects who were in the study for at beast 1 80 days and whe took ot least 12 doses of
study medication during the first 180 days) and 362 subjects were included in the 12-
meath completer pepulation (defined as subjects who were in the study for at least
360 days and who took at least 24 doses of study medication duning the 360 day = 14
day period). A total of 24 435 attacks were treated with 70% of those attacks being
treated with a single Trexima tablet. In the 12-moath completer pepulation, the mean
number of tablets administered per subject was 77 with each subject treating an
average of 5 migraine attacks per month for a total of 21,478 attacks treated. The
overall safety population had a mean age of 42 years. with females accounting for
86%% of the population. Caucasians comprised 92% of the population and the
demographics of the & and 12-month completer populations were similar to that of the
overall safety population.

SAFETY RESULTS: Fourteen subjects had serious adverse events with no specific
pattemn ientified, Mo deaths occurred, Three hundred and seventy-four subjects
(66%) experienced at least one adverse event duning the study, including 137 (24%)
with diug related events occurring within 24 hours of exposure to Trexima. Most
adverse events were mild or moderate. The most frequent drug-related adverse event
was nausea, occuming in 34 subjects (6% ) in the overall safety population. Forty one
subjects (7%) were discontinued due o adverse events and two subjects were
discontinued due to pregnancy. Review of serinl clinical laboratory tests did not
reveal any patterns of concem regardless of the oumber of doses of Trexima
administered during the study. There were isolated instances of clinical laboratory
test abnormalities involving a few subjects.

6.5.2. 343 8 (Pivotal studies)
o g Q9% F3 (MT400-301, MT400-302)
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- o] %o 14 Fo A, 74 FAHE 7187} ©GdA FHEFrERE 50mg =& UZE2AUYEF 550me)d A
ol vzt Q= uuh A 1S B AAFEE, UZEAUYEF S00mg B oPUEZEAFUZFZHNYEF
550mg)7te] AETAFTAHE YFetdor, B FrlEYY SHAAE o] o FulEgEsA4H 100mge]
RNETH 58S 4TS

- A EFES FUEYE AR wE S yzEAY Ad B FH4E AN FEE UEY. Y2 EAM oFF
3 ZEude Ao HROZ BAHS u 479 ofFs AT 7 AL, FriEHE] HE F
A, YgAY] Fo4go] Aty A 4 FEAY Aol ARHAOU FF v FFE WA IS
= THEHEY 4Fde YZEAUYERFS FH2F JROE FA FAAY HE AAZ FAld F
qe BAHoE WA Pk

- SUVEXX AA% 34 $4& Foste A2 UZE419 AUC, Cmax T Tmaxell 98 wAA &%= ot
Efee] 44 AUC =& Cmax g #d" $249 932 AT, 20 e 4¢ Tmaxzh oF 408 A4
HAw. AT 244 FA YzsA 9 FrtEYE AUC #e 38 AEH 2 A% A EFolA A4
AUCRT Z+ZF 15% 2 30% woke. FA 9 SrlEdE Cmax g oA wmud o A2 2 24 AeeA o
HEA F U

- HEEol e AFUAAE tdoR 3 o] A doA #ZHE AUC, Cmax, Tmax # E+& W] vug
o8 HEEO] Qe AH EE glE A9 SUVEXXES TS o) yZEA == FulEyE] &
TE& B 5 AR Aot fle AR UEd.

- 2NZF Zo HHE BEojd Yz EAY H Cmax D AUCO-oo gro] oF 158} Z7bsia, Tmaxe] =943k 2 718
P oo W] e MEHA @S FulERES AUCHEOIA &% uid b7} I, HE FriEdE
Cmax #< 2AIZE $o ¥HE T2 168 F7letaL, 718 B 27] w7] gt 2A7 Fo] iE o3
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B 27410 YA T 2EThvT00-301 W MTa00-302)%M FHE YEEEQ £of
E PO 0| U2 AEIHE AR 20, O] 2

Treatment Graup
SUVEXX Somatriptlan Naproxen Placebs
{smmatriptan 55 my 85 mg (RT) Sedium
(BT} | naproten 500 g
sodium S0 mg)
u (%) N=T737 N=T71 N=112 N =752
Any Adverie Event' V&7 {27 194 (20} 100 {14) B 0110
Nervons System
Asy Event 89(12) 83 (1) 37 (%) 15 (%)
Dhrziness 28 (4) 16 (2) 11.(2) 16(2)
Sonmolence 24 {3) 17(2) 12.(1) 1341
Paresthesm 1B (2] 17 () 21} 31}
Czastraintestinal
Axry Event 69 (%) L0 32(4) 3304)
Manisea 24 (3 21 {3) 5 (=1} 1041
Dry mouth 1562 15 (2) 1{=1) 81}
Dryapeepuia 15 (3} 14 (2 dil) S(1y
Cardiac
Amy Event FENEV] 26 (4) {1 (1)
Chest discomfor 13 (2) 19 (1) (<1} (=1}

! Total number of subpects with at least one adverse event
Source: Appendix 1, Table 27.47.2.2

27401 2z ohEd  2EThMT400.301 % Mi00-302)00M9]  ofF i
SHS A EREAR] 2% ol
Treatment Group
SUVEXX Sumatriptan Naproxen Placebo
{sumatriptan 85 mg 8% mg (RT) Sortium
{RT) maproxen S04 mg
sodium 500 mg)
B %) N=717 N=T35 N=732 N=T52
Any Adverse Eveni’ 156(21:2) 162 (22.0) 65 (8.9) 65 (8.6)
Nervous Svitem
Any Evemt T4(10.0) 53{7.1) 26 40) 32 {4.3)
Dizzmess b k] 15020 (13 1317
Sommolence H2T) 14(19) 10 (1.4) 13 (2.00
Paresthens 1E(24) 1411.9) L{=1) 1(=1)
Gastroinlestinal
Auv Event 55 (7.5) 61081 (30 AT (3.4
Nausea 21(2.8) 19 (1.8 1(=1) 10(1.3)

| Total pumber of subjects with at least cne adverse event
Souree: Appendin I, Table 274771




BE27413  MEHAAL] 20 OIH0IM SE S E OHE B 0142 (VMT400.303
Tvpe of Event All Subjects
N=565
ni%a}
Al Least One Adverse Event 152 [2T)
Ceastroimtestinal Disorders
Any Event T1(13)
Nausea 34 (6)
Drvspepsua 14 (%)
Nervous Sy stem Di.wndrl
__".;‘u:'l. 5'-l.e:|.'r 410
I _EL.E'_IJ:IL'H 18 L:ii-
Parscsthess 12 lli-
Muosculoskeletal & Commective Tivsue
Disorders
Any Event 3516
Muscle tightness 19(3)

Sopurce: MT400-303, Sectien 142 7.1

6.6. 7}AAE
- g Ae gl

o

=

67. 99l thd AAA A

AR ARG AAZA
Abo]l Ao S
A olgel Ae wAag | o 00 B8 S
EeEs | AESHel WY e R | 0 Gy oy g | A 18 2
5o F4 A& T e
=
o ke ZAAL AAL E
L B 23 B3 @
JHE YAA BgB
of e WFF oy BHO
Hae A ARHE BEF | 2 BEaA gin
< 19 1otk 4 T
AsE A g3 240
W oo W, A& 247 WAS | 0 4
£ S45I0L Brk. A2 14| o ohol AR K8 1D | o0 sy
S¥EF | Kl F AT U By | 1HGHELS Sme/E | L0
& YPAHAA AAH R | SALEF500mg)olth -
B7hsA) st
x7] Ro7b AWl B | AT E% Ad 2% §3
3 ARl g e | e 24e WAL o
EERIEES oo o), Fel AL Ha
243 WAL T3 Bgsok
s,
Az 14 Fo F ARl
WE mse AAdez 3




7hE A eskth, 27] B}
a7t Qe A4S AFEA
o3t &39= FHEHA &%

=

O
b o
o

(m
zg s
k=
o 4
>
4 [0 e

18 o

bl
ook
2&
o

L o K

o

©
fo to
N
>

>
2 ofo gt

%0,

(L g o

ox 1o

=
o rlo

o
rE
ole -

7
ol ko ox
o go Jfg & e W2 R rlo oR

2o

S orlo ot 2L o
2 o =2

of
-

2 R HE T ek oo Lo O

o
=
%

A

k)
=2
o
o

A
N¢
B~
Ho
o oo

b
uy)
N
2
off
re

>~
>
oo
e}
o

©° O
©
l‘lo 024_‘
> =2
—‘E l-'_'\o(_g
>
[ N
rigt
X
T o
ot of\

m
AAE QT o ok

3 o Hm e 1o

7

fr = o &
!
ofy
ol
olN
1o
>,
o
=
ot

= &
-

L
4 o
o
o
N
W

@]
N
o oX
=2
l-‘Y
X

o] %2 FFTE ~ T
(ChildPugh B and C) %t
of SAAA FARM=
"ot o] o Ao
of fAollMe} Fo= A
54 FeEth (AR F

A5 dwd Fo @ %

o o\

[¢]

-

¢

o

lo o

=z

=)

7. 2A=29| AISE &0 met XE

o 1=3{7} (2008.04.15. 5%1) TREMIMET tablets ; Sumatriptan/Naproxen sodium
(85mg/500mg, 10mg/60mg), CURRAX Pharmaceuticals LLC



(85mg/500mg), Aralez Pharmaceuticals Canada Inc.

o FUtHE] 7} (2020.02.26. %)) SUVEXX™ tablets ; Sumatriptan/Naproxen sodium
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