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E":l Anti-CD-3 ) k
0|=&H| MIE7|& DIG-body™ O|=&H| MZE7|= PIG-body™
IgG + Domain / Peptide + T cell engager
\ i’ 2 Target OISERE 715 ol THIZS 2Aats)
\‘t ; omar 1 Gt TAIZOl o3t Bie) 7SR 2t
IgG + Domain IgG + Peptide
* PMC-001, PMC-122, i * Peptide x|2xj|2| 2 PK O|=/CES 8| 21
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AVATAR D}2A BHE JHHIS B2t W SEX WIS
SU2 SUZTIME 7[5ez J|E YMIEF 22 [HH| 2 Red B

EI[OA EE" O§A1 m;t”&ﬂl

* USIXtRel UM E Foll7 ojAlsH 2fE 0| S5t FAIR S Tt
* 20782 SY X2 RE SUET IMEE FEal 71E MIEZ(cancer cell line) 0FRA PRI CHH| 52 REH ER

AVATAR Mouse Model System
—— - Dissociated Orthotopic xenograft
Surgical sample glioblastoma cells “AVATAR” model

gg;lENT‘S AVATAR HIGH THROUGHPUT
GLIOBLASTOMA MODEL MOUSE MODEL SYSTEM
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HH | 2| u : - 7 | Ho|RAIZ
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Aft
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§ CUEdM < 2l A Galactosamine 12 099 111 | X7t
HESAM 5 Glucosamine 4963 4274 a9.1g | TAERE
° 3 . ' : | HioloAtzy
) O Galactose 6.68 5.7 59 | g2
7IE MRS TR ME 1S ——“’t Mannose 11.04 177 1037
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TAAM M M7 & 7 [HE9] Avastin 2! Eylea
HIO|2A|2!2{ PMC-901 & PMC-902

OIS LIS M= SHES 7 |92 CIfst AMeF 7t
- VEGFR22} Te?E SAl0fl ERZIGH= 0[F &k PMC-001

- VEGFR22} DLLAE SA|of| ERYISH= 0[=2tA| PMC—-201

- PD-L13} CD472 SA|0] E}2IGH= 0|=8tA| PMC-122

MSD2| 7 |ERCI}EH-|H| 2O HEEH FZ
-k epSer O ASS AR BIX At
- 57 1b/2AL UAAIE THA|

o AASITESIM oi| 7| R ook

—LO=21L-0 0O

- Zojo| MMSIEH NS RIEHH F2US TAM7 = oot

-CRho| TEI0| 2R TS
QA7 1749] 7|E RIZ | £2 ORI} S5 SO
- QAT LIS HRIR T QA5 55 S0 16l £ FDA SJ7IOIONE K|

- S QAak &1 9 3 FDA QI 24 ARSI I B0l
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+ BUO| MAHEH MANS RIEt S| AT} HOIS SARISH= OlokE VEGF 2745 Ef SR |2
- UEEoR FAUS A Cleo| Tl Chsl &8 7ts VEGF  VEGFR2
B * Avastin: VEGF-A BHE}Z °
2] %%ﬂg;?%’:ﬁ = - Zaltrap: VEGF-A, B, PIGF EF2A ‘.&.
« VEGF-C, VEGF-DOj| 2Jt AlEFIZH0|
P,GFV\EEGF;%\ ZE@S—@%@M@% oz ‘s
- . Asing 9let, MBS St e,

o My
HES LAl A

VEGF-A 2|ZI= X[t

ek
i

—(VEGFR £-8| Ef2! SHix|2A)

VEGF

oLt 2mEs Ssl

VEGFR2
LHE &7|= Fo| :

* VEGFR2 8IS EtA

* VEGF 2|7t= SR0i| Aai0] Alaisiat . _:
54A 247i5| | -
- EiLilye] Cyramzals: 1%, miet, chxier .

AERSOIBIC Of% Astnel HSES. @y @

2 M85 =

VEGF 2| x|t

Z=1 : VEGF (Vascular Endothelial Growth Factor, S 2H M| AR IX])
Z=2 : VEGFR2 (VEGF Receptor2, SZHHI|M|Z RO IX| $~25])
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QI 7|He| 7|= MIZ | £ QFHAT} 55 &0l

_— O e

St 4t Zn= 0| FDA ODD XM & 7 |ERCIRL HERH =

P
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0
ke

& Zut \
LEY SE2E 2yt Avastin 3 CPT-112]
LM 37| A EHEF0, HEF0t W
30 2IMIE 40
2 37| x| 35
- gel =30
”E 20 ”g 25
£ s €20
2 S 15
10
> 5
0 0
Control 0.5 1 5 10 cT TTAC | Avastin  CPT-11  CPT-11+
0001 Avastin * 25%2| ZEZYE(DCR) 22! (ZIcH 167HE)
* 42% =|RE 23l 25% *I5Y 25t
* EX[2| 17%01171| AHIZ0|= AR ZtA
* Z|ci 525277HX| ME gl
—(__ shatzEm )
7|1= ME=ChH| « 8EUI0| SUROIA STRIS=M(OLTIS HOIX| US ) ’
=2 OIFIM — F=0| st LHekdo| 2 A0t BIXIE Fof 7ts
« &% L} E3 Hio|20t7 (VEGFA, sVEGFR2, PIGF) 37}
o QA Eo] 7| ASIX} F 2 60%7H SD(Stable Disease) 211 « 3 FDA 3]7|2|°=(0DD) x|
* Cyramza, Avastin, Zaltrap S CHE VEGF ZHI0IIA HuE SRt - A} HSESKRHY| 7| EE2C|R} HEEN =X
/A S, nEY, il S| FAIZ0| LIEILIX| 4= « 2 FDA QIAN2A} A|3I5{7|AIR(IND) 29!
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» QINIT7} EBISHs PD-L1S THIE7} 25isHs PD—10] ZEHeto =M THIZO| of3t BSislRe s(ujshil Si=t), oluf 7|E2Ciet 242 PD—1 B SHIXIZAIE LoiS oM
PD—12} PD-L12] ZEHe Hististrl =2 THIZ0] ol5t HixiRe Saf Slotare ZsAZ 4 U,

* & 30097}X| & S0l chsh 500047 A T =

1

o A B EAN N X HAEAMIN HEQ-| et UHH HE  ZIRE A A2l Q1 7 |ERCL / Tanibirumab HEF0 et
Combo Cancer Type Results Note Combo Cancer Type Note
. ° BM ° ix
Tecentrig/  HCC * Potent than Nexavar = Breakthrough rG T
Avastin (Phase Ib) « > Grade 3 (28%) Therapy (Phase Ib/1l) * Phase Il 2t 27
Keytruda/ + mTNBC * SF, gz
. * Potent anti-tumor Tanibirumab (Phase 1b/Il) * Phase Il 2 &7
Keytruda/ I(Ezgg?er?etrlal activities Breakthrough _
Lenvatinib h « > Grade 3 (34%) Therapy « ACC * Dietel=
(Phase 1) . Death (1) (Phase 1) * Phase Il ZH|
Keytruda/  RCC * Potent than Sutent Breakthrough
Inlyta (Phase Il1) * > Grade 3 (75.8%) Therapy
Tanibirumab?| &0lA{2| 2ot Q0T Zulof| w2}
Bavencio/ = RCC « Potent than Sutent Breakthrough HEQHA 2| ZHWH U3} 7|H
Inlyta (Phase IlI) * > Grade 3 (71.2%) Therapy
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VEGF | 7 |HE St MSS =i
Mo SRR} HREN| FXI U 7=

oo O OT T

= == = o = =
Y g gdaE St H3S =il A[EESQI VEGF RIE X|2HIZ XSS Sl
+ Z0] Of3t MBI TASITIO| His TEE, 715X 20| Al O
— Q= 20| QUHLEEIHO| (50} O TSt K5 CHEIQ S 2w H|QIAl = Eg, Hol
- Yol ANMSITIOIZ Safl T BEO=R Hat ] S= —
— o= MEt o= &7t 60-80% 7t2F 7 M Avastin CHH| &5 24
3000 O Control 700  #Vehide
=r- 2 2 g3t TB0 S TACooo smoke [ 600 macomiang
%2000 —f 500 TTAC-0001 10mg
31500 o
o = 8 1000 ;gg
EtL|H| 2 2=t Qtxd 500 -
Grade 1~29| L2 BHXI Q 7
0 6 9 12 15 18 21 24 27 30
Day
\ 0|57t mAL U2 A Avastinh 15 o S22 H|JA H| @
=13 = Oo0]
VEGRRZ BAIRIEAIS E niea 2 HIAt 2o}
P = A549 H|} TTAC-0001 = Avastin
CHOIERA SHR|X| A2t R S0 LoQIA Bt A iy ST
A3 o x1|‘): = TTAC-0001 > Avastin
oco ~
- BT HANSIE B FHATIS - AEiEo 2 EXIX0fXI= AEN MCF-7 Sttet |
HOEX|X| &40 Z Hm HEHO Z 70~00%7 | 2 (F0] 2R TTAC-0001 > Avastin
- DIOE SIIRIERIO| SN MY+ B B-VEGF x|2#ES S5 X2 TTAC-0001 > Avastn

U87-MG k= .
TTAC-0001 > Avastin + CPT11

MDA-MB 231 4t TTAC-0001 > Avastin

PharmAbcine 26



05. O|=/CI=3tx|| Al1F 7|t PharmAbcine

Antibody Therapeutics for Life

o

Ciefet Fefel OIS/CISEHIE Tl Qg &5 Sth=t
Ciret HEHC| OI5/CISEHIE 7Hesl ettt &5 =

@ 274 target binding domain
® Flexible Linker

W ond target binding peptide
& 2 target binding scFv

< Anti-CD3 for T-cell stimulation /
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Cifel 71Te| olSeh| HASY Mot 2 F nlo|=alPl BHR

7= AopsEEY SE=3 (HiY MESE (Lead) HIQIAL UM e 2838
SPTEL] S E NS ) iyt ODD X|Zoj| w2
@niVeGrRy) [ PR ) B =71 suitiots
EtLu|2, 7 E2rt  EHECE o)
(anti-VEGFR2, anti-PD1)  ERIERN ES=7S (e
. PMC-309
ErelsHy . E .
E"*E;trixlil (anti-VISTA)
PMC-402 E .
(anti-Tie2)
PMC-401 s
HoSIO| LiA =9F
(Anti-ANG2) e S
PMC-401S O|ASHHHHA CH_OHH=
(Anti-ANG2) L QlgsiRy S UOtES

PMC001 E
(anti-VEGFR2&Tie2)
reron .
o|=aH| (anti-VEGFR2&DLL4)
BRX=A PMC-122 E
(anti-PD-L1&CDA47)
P 002, P R o
(anti-VEGFR2&Tie2)
PMC90T ZHOHFAE HHOI2 |22

(anti-VEGF-A)

HIO| A 2
PMC-902 SIHIHA CHEIA OHHZ(0l2] ]
(anti-VEGF, PIGF) SHIHHA, S A o—iﬁE(OI'Ealol' HFO|2A |2l
PMC-005BL
CAR-T/NK (anti-EGFRVIIl) =9 CAR-T/NK

PharmAbcine 29



02. o|=tx|| Al2F PMC-001

PharmAbcine

Antibody Therapeutics for Life

VEGFR22} Tie2E SA|0l| E}ZISk= 0|5 XS PMC-001

FelAh A0t TTAC—0001 2 Avastin CHH| S5M IS

PMC-001

* VEGFR22} Tie2= SAl0ll EIZIGH= OISEXISHA
« S2Y MASD} F@SHTE HElIsH 2 K|
o|zE=Isk|

PMC-001

DIG-KT

Spetialized
linke

TTAC-0001

sks 1. PKI} 7HME PMC-001 better 7HE
=2cH 2. MsDet ESTWIHAR ZSRE /07t

21 Angiopoietin/Tie2i= VEGFAVEGFR2 1S 7 02/0]| A htishiad o 24045

T

=

FRIEI2d s,

Hb mg/g wet plug

Mean of tumor volume(mm3)

MCF-7 Matrigel Plug Assay0f|A{
TTAC0001HCt 2458 S5

8 B
8 8

MCF-7 Matrigel Plug Assay (5x1076/plug)

L +
#
++
I TFE
— Hlm
PBS PBS

TTAC TTAC DIG DIG
2mg/kg 10 mgkg 2 mg/kg 10 mg/kg
MCF-7

* %+

PBS

OHHIAEIZ S WL IZHGBM)0lIA

R/
@ Control
2500 O Avastin 10 mgkg
¥ TTAC0001 5mg/kg T
A DIGKT 1 mg/kg
2000 g pgkr2 mokg
1500
1000
500
il bt
0 s
10 20 30 50 60

Day after Inoculation

ZIRIEZ(Hep38) O}RA BEofA]
TTAC0001 £t 245t Sl &5
Tumor Volume
500
@ Buffer
® TTAC-0001 5mg/kg every 3 days i.v.
400 ® DIGKT 1mg/kg every 3 days i.v.

300
200

100

Tumor Volume(mm3)

0
0123456 7 8910112131415
Day after Grouping

ASSHFEURHTNBC) 220
Avastin 2L} S5t S1E Hel

@ Vehicle
700 I Avastin 10mg
A PMC2mg
- 600 X PMC 10mg T
£ 500 |
T |
E 400 > 5
o
2> 300 |
: |
E 200 +
=4
100
0

0 6 9 12 15 18 21 24 27 30
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PD-L12} CD472 SAl0]| EIZISI= Ol & XS] PMC-122

« CD47/SIRP-a signal, an innate immune checkpoint, provides “don’t eat me"” signal and suppresses phagocytosis by macrophage.
Cancer cells are able to resist phagocytosis by overexpressing CD47.

* PD-1/PD-L1 signal is a well-known immune checkpoint which suppress T cell activation. PD-L1 expression in cancer cells is known as an
additional mechanism for limiting immune surveillance on T cells.

« Since PD-L1 and CD47 are commonly expressed on cancer cell that gives PMC-122 preferential binding to both molecules on cancer cells.
However, CD47 is expressed on normal cell like RBC as well. Therefore, it would be most important to specifically target the CD47 on
cancer cells.

« The off-rate discrepancy between the two target is about 10 fold. Binding to PD-L1 is stay longer than CD47 about 10 fold.

Tumor specificity of PMC-122 makes it more safe and promising 10 drug.

Anti-CD47
angibody

Cancer
Cells

—
=
==

MHC-antigen

P
eat me” signal
receptor

Anti-CD47
»~antibody

@

)ﬂ

IMC -00;

Tumor cell
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VEGFR22} DLLAE SA|0]| EtZISH= OIS H XSt PMC-201

Target Relevance

» Tumor angiogenesis is correlated with cancer progression in several cancer types, and VEGF/VEGFR-2 signaling pathway plays a key role
in tumor angiogenesis and cancer pathogenesis.

 DLL4/Notch-1 signal is also related in tumor angiogenesis by the regulation of VEGF/VEGFR-2 pathway. Therefore, targeting both signals
may have synergistic anti-angiogenic effects.

* Targeting DLL4 can be an excellent strategy to inhibit malignant proliferation, metastasis, and tumor recurrence caused by DLL4+-CSCs,
because DLL4/Notch-1 pathway is involved in maintaining CSC's stemness.

PMC-201: 1500
T
Anti-Angiogenic, CSC-Targeting antibody % 1000 @ Vehicle

overcoming drug resistance/recurrence £ ® Tanibirumab 10 mpk
> ® Minod-Fc 5 mpk
5 ® DIG-KN 12 mpk
5 s00

. -_; W ) L/r '

Anti-VEGFR-2 DLL-4 Targeting 0 Day After Treatment
Domain 10 20 30

In vivo efficacy study using human colorectal cancer PDX model.
2 PMC-201 showed significant anti-tumor effect during treatment period.
All antibodies are treated in same molar ratio. Data mean = SE, n=6.
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VISTA in TME

« TME (tumor microenvironment) is consist of blood & lymphatic vessels, stromal cells and immune cells such as lymphocytes,
macrophages, and APC cells.

* Cellular interactions within the TME promote tumor growth, invasion, metastasis, and resistance to therapy.

« VISTA is highly expressed in tumor infiltrating leukocytes, and blockade of it enhances antitumor immunity in multiple tumor animal
model.

* VISTA can profoundly suppress human T-cell activation, induce FOXp3, thus we propose VISTA as a new therapeutic target for
Immuno-Oncology (I0).

JHEtEISH =0 HHABFAXHISE hPBMC grafted MDA-MB231 mouse model
—> Agonist antibody
BMS-936559 ——1 Inhibitory antibody 600  Vehicle
A;’SEV:‘E::T:? O Pembrolizumab
Ligend on tumor call/ 500 ¥ PMC-309.0

profesional APC

A Pem + PMC-309.0

o
- < - 2 —
,S<§' gs socooqRlo00000 0000 0000 E 0000 T 400
"y’r'n-'rurix.n-()-.;\', 00000 x"nl'n.uxfn‘v_Iu.w.» YXOX 0O000C 07000 00000000 é
o
N
&S 300
=
g
2 200
L0835 0080 8
Receptor on T cell
‘KIRisonNKoell cria¢ PD-1  LAG-3 TIM3 KR 100
/ CD-160 |
Ipilimumab W )
Tremetimumab Nivolumab 4] Sl 0
Pembrolizuma L
b | 0 2 4 6 8 10 12 14 16 18
IMP-321 Lirlumab L.
BMS-986016 INJ-61610588 Day After injection

PMC-309
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+ ANG-2 (Angiopoietin-2) is a proangiogenic cytokine which binds to the Tie2 receptor on endothelial cells in blood vessels. It induces
migration and tip formation of endothelial cells.

* ANG2 has previously been implicated in AMD but the understanding pathology of this cytokine in AMD still under to be elucidated

PMC-401s

« PMC-401 is an anti-Ang2 antibody selected and matured from PharmAbcine’s proprietary antibody library.
* PMC-401 binds to human and mouse Ang2 with a high selectivity and affinity. PMC-401s is a ScFv version of PMC-401.
* PMC-401s has similar strong binding affinity to its IgG version (PMC-401)

P<0.01
Anti-angiogenic effect in CNV rat model 50000 P<0.05
CNV model :
laser-induced choroidal neovascularization T 15000
S 10000
5
5000
0
The anti-neovascularization effect of PMC-401s is equal or higher than that of aflibercept. CNV aflibercept PMC-401S
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R r— Phamabone
EAE S| : uipt 24 017 A £io| : wiot 2l
= 2015 2016 2017 2018 = 2015 2016 2017 2018
FSKHt 1,616 1,597 5,072 66,961 ifjE=pl 1,514 784 209 2
HIRSKHLE 5,197 5,674 2,454 2,795 OHE27} 839 792 92 2
KHESA| 6,813 7,271 7,526 69,786 mEZ0[2 676 (8) 117 0
FSE 629 655 2,982 1,537 |2 |H] 4,107 3,916 3,953 6,916
HIRSEAH 1,094 1,812 2,264 2,813 ool (3,431) (3,923) (3,835) (6,914)
ERMSA| 1,723 2,467 5,246 4,350 7|El=2] 152 370 5 25
=2 2,421 2,481 2,655 3,437 7|EH[ 0 0 2,596 21
xHEUoiF 20,899 23,839 28,739 98,738 2840 44 15 7 314
7|ERI2 880 1,480 611 217 ZSH|I 13 21 63 380
zdag (19,111) (22,996) (29,724) (36,956) EHO I 2XIZ¥ (3,248) (3,560) (6,483) (6,976)
XESA| 5,090 4,804 2,281 69,786 ci7 |20 (3,248) (3,560) (6,483) (6,976)

ZFK-IFRS 7|2 ZK-IFRS 7|&
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