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Xi~His-Gly—Xo-His—Gly-Val-X;

(371 =4 1914,

AT 2

Al 13l Slol A,

gkl B AlaEe

o

(cisplatin)o] &¢t 285 P71, Fad AR 2 o] AAlE sty =A=.

AT 4

a7 x4 19 Astess fFadwos dfehs, dad As nxAl.

(x4 1]

X;~His-Gly-Xo-His-Gly-Val-X;

(7] F224 1614,

Xi2& EABHA AU EE Holx shte] ofuil 7]E YERL, XE HEE=AF E£E Holx st o
b ANE UER AL, K& EAISHA @AY, Aok shte] ofm|wAl 2] e AR Jhed 95 uE

AT™5
Al 4%l gloj A,

TE AR 2y HEshr] A% AQ], ok A8 Bl
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Al Aol slojAM, A7 724 19 AdeEs MEME 1 WA 20 T Hok shte] e e fiEel=s

Xi~His=Gly=X,-His-Gly-Val-X;
(7] x4 1604,

X EASA YL EE Aolw st ojulwal 471% UEhia, Xt HESAR EE Holw shte] of)
A RS Ve, XS EAISA @A, Holw shitel ejplwat 2] wi AR sd A4 v

gige] 41y

7l & & °F
Hoag e ot N8 g ot AR B Ao, W AAsHE dERARES FEATCR FHds da
O A8 oS 2AE B AR BEAl] #3 Aol

R EL FEAAN AL HIxHE S Fdste Zo] dEA Ao, 5o A3F ZdxYd HxE o] 2¢lF
AxE4E AFA713, vk 9 FH Edox AHAE S FEsH, vlg2oA Fufeld F FFF
8-S F2A7)= Aol Barwo] Qltd(Chernysh, Proceedings of the National Academy of Science of the

United States 99, 12628 (2002)). L4=HZ& AHHZI FA3F N84 a5 zte Foz deAT, 4=
Az s34 FxE AdHAE, tE 4EX Alo]EFR] B QIHHAE SlwA ¥ olygt sty o=r Fa3 v
E o EAY ol FAHE 75 ZFE=vhHUS 6,692,747) .

T AR 2 AAMFAAENK cell)d] HAESAHES FIA7]= Aol d#A Ari(Bae, Immunobiology
218(8), 1026 (2013)). AAASNHNEE A9 dFoR AHA AAAA Y] FAHL AT, AJAdAAEZ= FF
& 2 guloly 2~ AAgA Fagh %S st Ao dEA glon, dRAELS AN -Ed FE&A 2B4]
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FH(tunor) & MPFHL Az Yoz cAste] WS WAL I WA Mol FANF AEFA 9
RHEEA, oldd Ul AN F44, A& % AolYL /A7 W oPdFK(nalignant tumor) ©F FF
Avh, BAQESH BN B u fage] wolo olste] WS F44 AF(genetic disease)o]eti
@ % 9nh.

of F WA 27 34 % 27 A9 A% DA ulolertAe] R vkl Waeh BxEe] 3]

= A T
(stage)ITT & IV Hexw @3 5d AEES YeUy, 2016 FAE4 £4S S8 v=r U A1dE 59

O
oto g RBFuAth(Siegel RL et al., CA Cancer J Clin, 65:5-29 2016). X3t dAiote
of9- =2 Hola FebAl Wido] AdEo], A Aldle &¢t X557t wig oHY AE

p

AA7A AFF e Amshs WPOR F2 37 AmW Z, A Am, g4 2% 2 sekey
% olgsta glom, of F & b E o9 2FL Fal AL Aust; Utk HFLWE P AwA F
% olgstel GAES] BA| T AR wAAPOEA 4e Amstd Ue o g glid], setame] o
W RAEE B9 APel F4F IS AV A P B BAE 3442 F Ak HHEA
o ¥ WHoE olud ofEe] Fol A Folslok s §F A H4(dose limiting

Y ABAZ o1& PO AmE AT P APL Tk, F Fol, Il
7 Ql 1

(Ro

A, FTF AR

:]l =
ALEE = AAERIS goax =X Axtyo] 9td (Xie, Diagnostic Pathology 9, 214 (2014)
]

Aol Fag AdE A e HadpehuA adHoR dS AR ¢ e T A

winsky, Seminars in Oncology 20 (4), 1 (1993))
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(B3 53 0003) WO 2005037824 A2

H| &3] ¢
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Siegel RL et al., CA Cancer J Clin, 65:5-29 (2016)



[0014]

[0016]

[0017]

[0018]

[0019]

[0021]

[0022]

[0023]

[0025]

[0026]

[0027]

[0028]

[0030]
[0031]
[0032]

[0033]

[0034]

[0036]

[0037]

[0038]

[0039]

ZIHSd 10-2021-0106157

W) o S waw, 8] P24 19 FIeEE FEAROR PR, vad A 2L Ao oAl

Xi~His-Gly—Xo-His—Gly-Val-X;
(37 P24 1914,

Xi2 EA8HA] @AY B Aolx shte] ofnmAal V]S yERIL, Xo= FEEAT T Aok shite ofn
ol

B RS e, X EASA @AY, Holw shitel ohlwyt @] wi AR e

Lk, A7 T2 19 AgEe AEHE 1 WA 20 F ok sl AEE Ze HEIEE XFE 9
o,

wak, WAaske gk AlaZEkE (cisplatin) 9] 3t F&S A 4 vt

2wl dE Svel waw, ) pxA 19 ANesE fEAROR BheE, Bad AR WEA A
T,

[F+32] 1]

Xi~His-Gly—Xo-His—Gly-Val-X;

(7] T2 194,

X A B EE A% ste] oflieat A8 e, X WEEAT EE Holw sufel o

A ANE dEa, X EASA WAL, Holw shte] obulwdl /] EE AUHOE Jbsd 9% v

9, £ AR 993 s A% 49

ES, 7] B AR eMe g AmAl Fol 2 £EHQ A4l F AE shbd & ol

w47 e ARAE AaZdEd 5 v

EF, A7) P2 19 AReEE AUHE 1 UA 20 F Holx shte] A zte Fgel=s T & 9
o,

Woage E the Sud mew, gob Al §eHH, $7] FxA 19 AReEE fEYTon Fi
W, A7) ger ARAlE AxZebe(cisplatin)dl, B¢ AEAl w3k FAE Gk Am wEAZL AgH

Xi~His-Gly—Xo-His—Gly-Val-X;

(71 T4 1914,

Xi& EAA @AY EE Aol el ol 71E Uehla, X BESAF i Holw shtel ofv)
w2 S R, N EASA @AY, Hol® shtel oprwit @) Et MHHoR w98 e
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Sl AT 0.1 WA 2mg/ked Aol Fowl, Wah E g FolAeli AT 1 uA 2me/ked 5 A,
of % WHol oM WA WL ofy] Foln AYH WFWS B FAAY AWA S1EA o3 2

N

A= 4 9t} (Remington's Pharmaceutical Sciences, 20th edition, (ed. A. Gennaro; Lippincott, Williams

& Wilkins 2000)). ¢ H& 2 ode AA Wb Fox= Z9d=, A wat dste A= AW S0

AAE w711 A5E A&, a8, A&t Yo g2 H8F 9ol 8T & 5 EEo|. & T
KeN o

Q 2.
. T =
Hell W A5 IS T Ve B BAS 3 44 ZUEHYEE -

r.l

W) AL TP YRS of /) PEoR Fold & dvh HEA A9 aWe T, A3, 2
s 0 AW FAE x@ee W4T, A4, daE wE@ 74, 49, £, ¥ 9 vg 548 w2
wowge] 2YBe Fol U A mh FE, AL AW, 9IF, AR F A

Wyl o AAdelA, Beelse] A9 Aoy $E T4 b Aol TS Fua, e A
elA, 7ol APE fEol= B/EE BuAL Ha}, w2 @ £ Fool 83}

FF ARE 98 FRAEL TP YRS BEoE AYHAY, e F¢ AvA wE AL B 3
& AdE & A

A7) FAES 4 ARE REAE ARE F du. B Ewe aigE g o AAds dRAES AaEdd
(cisplatin)3} @7 ARE3ste] F4& A gahe 23 dddn. 2 O] d SHo] we 245 AlaEdd
I AgE= A, AEESE AE AME 5dkE vE S dn AREREe o ARl d
o ARREE Al T oshubE das, 1g, W, vE] 2 5 5 oo 2R o) A gl A8 v

osh, ¥ Wl olshE F7] fstel B wHE sy) AAdl dAs%el F vl A AEweh. @, oF A
Aol B amE NS AW B TR SHATEAE ARHE Aol ohim, B wwe] WFE % e
M el Axdle] B T Wg 2 o] AT Gaielsl old ud golw, oleld Wy o
o] ARE BH TR Soh AE AH Aol

G AAUE 29) WEol=F o] §3lo] B wne A Suld] me FEAEd dadl e do wAE 3
QAT e, AxEeEst Hg AASAL A5l AsBehEel Yo AR GAE FAAAEAY oRE

st Ekelslgit). LdEH 2L solid-phase synthesis techniqueo] 2]3] Peptide synthesis Ltd. (Moscow,
Russia)ollA 3449 Fof Allotech Co., Ltd.olA] &3¢ om HPLCE SHH A4 FElo|=9] =+ 98%°]4
olAtt. Ay MEFERE Ao AEFEQ SKOV3 L OVCAR3S o] &3}t BE AM¥E+= 37T, 5% CO.20FH o] g

<Gz v 2 BE A B2 dAS AE oA a9 E1>

CCK(cell counting kit)-8 AssayE ©]&3} AX AETS Ao zy dad e ux g 38 X7t da
oF AEeo T2 Al M adE FHrREo. ¥ F dAa

Aol A 96-well HHUE ZHo|Eo HF * AEE =
A3k e SANEZF (control), EEHAE g4 aEs

89S A ANA2ZHEF(cisplatin), GEHE 2D AAZHEY HE Ay g2 g
(alloferontcisplatin) &2 &3&ko] gl & 12417 v 5ksit). SKOV3 AlEQ] -, =22 4=HE 4
wg/ml FEE, A2FHETS Al2EgE 25ug/ml FEE, HE
/b FA AE AZe] Akt OVCAR3 AlZe] A5, Al=Zdle] A sRrhs 12.5ug/m= =43 3
S AlIstH SKOV3 Al

29} %
AEE 37} 2203F B B8

o FdY AR ALt AT Mg F K-8 &) 10 wE 7+ Lol Hrhsta,
Aefskeitt. 450 moll A whe]AREHCIE e E AHESte] F4Es SASE, =
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gA AHE 33 W fEsty 1 AFRE & 1o e & 194, (a)E SKOV2 AZF, (b)E OVCAR3 A Z
TE ez A 2945 YErdlth

A A
2 OVCAR3 F Waot AL REFoA] AlAZete gt=ow Ayl A$d nsle] daHEo] 37
o A O*Xﬂﬁﬂﬂ} AR5 A FAHE=

F40] @A AHE AL FAT 4 9

<IZFE dx5 2L HE AYrt dAa S AEY] MEFT]A HA= d3 &>

PI(propidium iodide)staining & &3] <=9 o& 2 WHE Ao/l dad AXEQ MEF7| v = Fg
o selatiut. MkE AMEZ 1x10°cells 2 2447 W = AL A B3
2] gk viX ol A 12A)%F vieFsloith. o]3 PBSE YA skl 70%(v/v) ethanol & 58%F 1243 & Pl(propidium
iodide Sigma, USA)= FAst o, FFdAnF sloA @23 295 = 2 2 & 39 Yedth, & 2 2 39
A, (a)e SAHET(control), (b)) LRIAET, (o) A2ZEEd, (e HEAYTe] Ao},
29 % 38 Fxsd, dRAEY AxZdgde] HE AHEHE H

= & F ek Az A sub-Gl phase’} =
== 3123 YELSTE. o2 R B o, dZ2HE L AaSHde] ¥E =
B o =]

& AYA 2 AE] M EAHO]

5
Annexin V-7AAD stainings ©]83le 2 E9] ©x E HE AHIU dAY AE A= AEAE &3

golatirl. wjoke AEZ 1x10cells 2 2447 MY = HA&d AT FASA o FO2 TRt ofE

it

ol

)

2 &k wjA el A 12417 vttt AEE R A7k PBSE 33] $AIE o] F 1 x 10" cells/mt 9 =

h

1X Annexin V HF1® B3] (BD Biosciences)oll Zo]& 3 o] &9 100u(1 x 10  cells)S 5ml HFHH A $7)
a1, 5u09 FITC-conjugated Annexin VE #H7}sle] 1587 txdo = A2ujdgitt. zZF HHo| 400409 1X
Annexin V ®elg ®B¥Z H7lslar, 1409 propidium iodide (P1)E Z2%- Alo]EWED] (flow cytometry) &+
A AA H7FdYk. AFE Al X (apoptotic cells)™ LSRII flow cytometer (BD Biosciences)® F413}aL
(excitation 488nm/emission 525 nm) I ZA¥E & 4 % 59 Yeplith. & 4 2 594, (a)v SAUNRT
(control), (h)& YEHET, (0)F A=EHHT, (D)E BEA T Ao},

= =] sz - o = =) o — 3 = = o =
%4958 REa, AxZed ¥ REAES ¥E AUsks 2% dag Az B 9wt 0% @
HEE e dad + Ao
=)
9]
(a) (b)
150 150
~ * —~
8 X -
o 100 1 1= o 100 = ek
T o s
o« o
© ©
2 =
£ 50 - = 50 —
& &
0 T 0 T
Control Alloferon Cisplatin Alloferon Control Alloferon Cisplatin  Alloferon
(4pg/ml) 25 pg/ml) (4 pg/ml) (4 pg/ml) (12.5 pg/ml) (4 pg/ml)
+ +
Cisplatin Cisplatin
(25 pg/ml) (12.5 pg/ml)

_‘IO_



ZH2
(a)
Sub-G1:22
600 G1:335
S:470
G2:148
'=; 400
8
200
° T T T T T
o 50K 100K 150K 200K 250K
TAAD-A
(c)
= Sub-G1 : 39
G1:308
S:435
400 G2:168
8
200
a T T
0 200K 250K
ZH3
(a)
2500 Sub-G1: 0.1
G1:438
5:372
2000 4
G2:213
‘g 1500
3
1000
500
L T T
50K 100K 150K 200K 250K
TAAD-A
(c)
1200 Sub-G1:04
G1:412
S:347
o G2:201
5 600

300

50K

100K 150K

TAAD-A

200K 250K

Count

Count

ZIHSd 10-2021-0106157

(b)
500 Sub-G1:34
G1:310
S:491
e G2:17.9
8
200
2 T T T
o 150K 200K 250K
TAAD-A
(C)]
- Sub-G1:10.7
G1:278
S:402
_ 4o G2:159
g
200 -
L T T T T T
o 50K 100K 150K 200K 250K
TAAD-A
(b)
Sub-G1:03
1200 G1:432
3 1392
G2:172
900 -
600
300
0
50K 100K 150K 200K 250K
TARD-A
(d)
Sub-G1:79
G1:456
15004 S;29.1
G2:129
1000
500
0 9
T u T T T
50K 100K 150K 200K 250K
TAAD-A

_11_



k1

(a)

2 !
©
=85
@
10° 3 ?.137% ?;3% 10
< ID‘ 3 <
g g
||)z 3
) Jas
3 9[5;1'*: = == '1.4,0%
0 102 103 ID‘ 105
Comp-FITC-A
©
10° E ?Lu% ?ig% 10°
- 10t 3 a4 10°4
H g ]
é' 10° E ’é 10°4
102 E 102
i :
0 102 IDJ ID‘ 105
Comp-FITC-A
s
<110> AT-Pharma Co., Ltd.
<120>
COMPRISING ALLOFERON
<130> P201911181
<160> 20
<170> KoPatentIn 3.0
<210> 1
<211> 13

COMPOSITION FOR ANTI-OVARIAN CANCER AND ANTI-CANCER ADJUVANT

5}

(b)

(b)

a1l
0.950%

Q2
1.13%

Comp-FITC-A
(C)]
a1 Q2
35.18% 11.4%
4
=04
3756% 7.79%
T TYoNT TrT T
o 1 02 103 1 04 1 05
Comp-FITC-A

_12_

10-2021-0106157



<212> PRT
<213> Calliphora vicina
<400> 1

His Gly Val Ser Gly His Gly GIn His Gly Val His Gly

1 5 10
<210> 2
<211> 12
<212> PRT

<213> Calliphora vicina
<400> 2

Gly Val Ser Gly His Gly Gln His Gly Val His Gly

1 5 10
<210> 3
<211> 10
<212> PRT

<213> Calliphora vicina
<400> 3

Val Ser Gly His Gly Gln His Gly Val His

1 5 10
<210> 4
<211> 8
<212> PRT

<213> Calliphora vicina
<400> 4

Ser Gly His Gly Gln His Gly Val

1 5
<210> 5
<211> 13
<212> PRT

<213> Calliphora vicina
<400> 5
Pro Ser Leu Thr Gly His Gly Phe His Gly Val Tyr Asp

1 5 10
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<210> 6
<211> 11
<212> PRT

<213> Calliphora vicina
<400> 6

Phe Ile Val Ser Ala His Gly Asp His Gly Val

1 5 10
<210> 7
<211> 7
<212> PRT

<213> Calliphora vicina
<400> 7

Thr His Gly Gln His Gly Val

1 5
<210> 8
<211> 7
<212> PRT

<213> Calliphora vicina
<400> 8

His Gly His Gly Val His Gly

1 5
<210> 9
<211> 10
<212> PRT

<213> Calliphora vicina

<400> 9

Leu Ala Ser Leu His Gly GIn His Gly Val

1 5 10
<210> 10
<211> 13
<212> PRT

<213> Calliphora vicina
<400> 10

Cys Val Val Thr Gly His Gly Ser His Gly Val Phe Val
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<400> 15

Phe Gly His Gly His Gly Val

1 5
<210> 16
<211> 8
<212> PRT

<213> Calliphora vicina
<400> 16

His Gly Asn His Gly Val Leu Ala

1 5
<210> 17
<211> 12
<212> PRT

<213> Calliphora vicina
<400> 17

His Gly Asp Ser Gly His Gly Gln His Gly Val Asp

1 5 10
<210> 18
<211> 7
<212> PRT

<213> Calliphora vicina
<400> 18

His Gly His Gly Val Pro Leu

1 5
<210> 19
<211> 10
<212> PRT

<213> Calliphora vicina
<400> 19

Ser Gly His Gly Ala Val His Gly Val Met

1 5 10
<210> 20
<211> 12
<212> PRT
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<213> Calliphora vicina
<400> 20
Tyr Ala Met Ser Gly His Gly His Gly Val Phe Ile

1 5 10
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