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HELI=MITH

SAPE TAMAA WA

|
[ =
Regeneration of the PNS neurons, motor and
sensory neurons, and improvement in the speed

of electrical impulses in neurons

- O HER YRS
Improvement in the microvasculature
environment

- £3 U2
Significant, long-term analgesic effects

%* Anti-neuroinflammatory activities

% Regulation of pain generating factors
% Control of microglial cells in the spinal cord

2% 53 )M
Improvement in muscle atrophy




VM202-DPN, RMAT X|$]

=1 —

(Regenerative Medicine Advanced Therapy)

PDPNO| A QHA|A(VM202)2| AHS: 0|3 FDARRE] 2018 58 212 RMAT X| 9| &5
(0l= =|Zx2| §F X|Z2H| RMAT)

Fast trackl Breakthrough ZZ1 9| 2 = & &l
Benefits FDAQ} =7| Slo| =

BLA {7} 7|7t ©t= Jts

0

XS] & 5271 2|20 RMAT X2 &6
RMAT X|¢|7} 20 =l KMEXK =X & tHdE e X =25|
v AFEA A (VM202) (A=A

EECESHETC R RNE-T

Tk 274:
v VY-AADC (Voyager): LtZl&H

oy rIr

TCumulative CBER Regenerative Medicine Advanced Therapy (RMAT) Designation Requests Received by Fiscal Year, FDA website, Data as of Sep, 2020
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=358 Y ngd MAEZF (Painful DPN) A& 12

0] AR

E=M ppN (DPN_?-l 40~50%)
(T 2HXE2] 14%) /
1287HH4

(PDPN2| 30%)
(S 2tXte] > 4%)
A ES
burning,
tingling,

throbbing
stabbing pain

1 A Boulton et al. Management of diabetic peripheral neuropathy; Clinical diabetes 2005
2 MJ Young et al. A multicenter study of the prevalence of diabetic peripheral neuropathy in the United Kingdom hospital clinic population. Diabetologia. 1993 Feb;36(2):150-4

3 PDPN market research, The Dominion Group 2018,
4 PR Patil et al. Opioid use in the management of diabetic peripheral neuropathy in a large commercially insured population, Clin J Pain. 2015 May
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TT * 8mg/ 2 legs (Day 0)
* 8mg/ 2 legs (Day 14)
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DPN €Ql4F 14F A1}
£330 Chst

23| AL ALO| 2 (12| M X]) - Day 0/14 —
| At ALOI (1] X X]) - Day 0/ Bell 2 R WS H

10.0 -40
z
/_>§ -30 \'Gmonths
]
0.0 E . . . . £ -20 12 months
» . . . 8
< .10
of
7l -10.0 - 0
4 mg 8mg 16 mg
H
NO
Ko -20.0 -
(o
-30.0 +
-40.0

(From Driss et al., 2013)

1p<0.05, vs. baseline

A7t LIEHE.

8 mg cohort®lAM 3~1274E AlO|0]| F£=¢g et 5 &
£ oF dose0f 2} VM2022| 2117} 8mg > 16mg > 4mg =A{ 2 LIEHE.

270 Eekato| YA 249| doseZ MHE.

HELI=MITH 11



HA|

A A2HX} (N=84)

28] FAL ALO|E (12] M A])

Simplified from
Fa Kessler et al., 2015
0.0
ol
B2
lH -1.0
N0
Klo
o Placebo
Kk
~ -20
ol
o
<l
S N
I '3.0 _3‘03 _2.78
¥ *(A=-l.5) (A=-1.19) 208 16 mg
(A=-1.03) (8 mg/leg)
-4.0 T T T T ' i !
3 6 9
RFAOZHE
*p<0.05, vs. placebo, tp<0.05, vs. baseline, A VM202 16 mg — Placebo
o x o =
B7|Ho2 52 £5 o3t 2|
(=2 (@)
9l E7X| 21 & EFlE §X|
HELI=MITH

T4

A Xt T =2 72 = 7HHPHE O] £2FX} (N=49)

0.0

-1.0

23] FAL AFOIZ (12] X %)

etal., 2015

Placebo

] -3.46 16 mg
‘ ke -3.55; i| (8 mglleg)
(8=-2.37) (A=-2.29) (A=-1.47)
0 3 6 9

N FALOIZ A &

*p<0.05, vs. placebo , $p<0.05, vs. baseline, A VM202 16 mg — Placebo

7HHHHIE| . O| E H| & 2 X} 0f| A
CE2 ES A5l aNE HY.

Simplified from Kessler
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M| o= X} (N=101)

- From Kessler et al., 2021

23| FA} ( )
M Placebo
B VM202

(Day 0/14)ﬁ ﬁ ﬁ' ﬁ (Day 90/104)

0.0

-1.0 A
£
@
j:
£
2
g‘ -2.0 A *
2 (4=-0.47)
o

-2.60 -2.
A=-1.17 A=-0.89 (A=-0.82)
'3.0 I (‘ T ) I \( T ) T T T
0 3 6 9 12
Months after first injection
*p<0.05, vs. placebo group, **p<0.01, vs. placebo group
o = -
B2 SSTEL 8
gl =x S =] S 2
OFx| 92 F=AL 2 8 7 & O] & 21} X[ 5
Kessler et al., Clin Transl Sci 2021
HELIXMITH

3-1B A1} (Pain Diary)

=o| 7} El/7HHPH El 0] 58Xt (N=53)

Changes from baseline

23| F=A} (From Kessler et al., 2021)

M Placebo

77 o

0.0

-1.0 +

-2.0 -

-2.60
(A=-1.23)

0 3 6 9 12

Months after first injection
*p<0.05, vs. placebo group
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KR Oj= DPN 24 34F (3-1, 3-1B) Zit L&

“H|o| % HIO|2HIAEE)MHM 2021E w%E7| “F52 Tet Sz 2 HAF”
“CTS ek&X|0f|lM 2021'F 718 EO| CI22E E == TOP 10 & otLt=2 178"

CTS Clinical and
Translational Science

Article @ Open Access @ @ @

Gene therapy for diabetic peripheral neuropathy: A randomized,
placebo-controlled phase Il study of VM202, a plasmid DNA
encoding human hepatocyte growth factor

» DPN 3-1B (N=101) 3-month extension study met 6-, 9-, 12-month efficacy as well as safety endpoints.
The 9- month main study did not achieve the 6-month primary endpoint due to operational issues.
(Main reason: CRO had to be replaced when ~70% subjects had entered the trial.)

© XA DPN Y4 34 (3-1; 3-1B): 3-1B (N=101)0[M 6, 9, 127HEHofl 9I<F EHHI fol0jE S5ZAT BEEA
@ Ctt 3-1(N=500)01 M= 2B 42| ZX 2 FF7t X|BE SFAZIX| X3RS (50 CRO E3F)
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£ =2 DPN 4 3% (3-2)

7HHPHIEl/2E| 7L El H| S8 DPN 2t

152 ¥, Adaptive design
1:1 (VM202 : placebo)

2070 7|2 (O]=)

22| X| & (ZF 16 mg)

Day 0/14, 90/104

(X H7HHA

180 L W, 7°E'7_+9 oFf 85 Al Hz}
1802, SEHAr HlE (85 &4 >50%)

(1Kt H7tHHA
180 M, 70'7+°| Hr 535 T4

&
ot

- =4

*90YR 2L 1802 M 2| FYH M &
<1802 W SEA HIS (B3 22 >
*90EM 7 7t Ut Bw ST A HEY

6.

- 32 (670
3-2b (6 JHE A%, 5 12 7HE)
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DPN & 34 (3-3) A=
JHHFHIEl/Z 2|72l B 28 DPN BHA}

- 152 &, Adaptive design
- 1.1 (VM202 : placebo)
- O]y (20l9t RE)
- 33| X|& (2 16 mg)
- Day 0/14, Day 90/104, Day 180/194

(Xt VA=)
ZTQ 2K} HIFBH S 36524 770 7t
S K| Hat

» 7|Ef 2K} HIHEH

I A
B0u redel g7 BE 55 V20U 747ISl 97 BY £5 ) s
Nt V180 M 7€t 2| S5 =X Hzl
= vI1802M SEAL HIE (85 &4 >50%)
= Q|2 CiH| AMA|AO| HGFL| E7 T-lymphocytes = K|
O £ H|

2| 9f CHH| ATA| A anti-HGF &4 EXH O £ H|

A 3652, 2702 M, 1802 M, S0 MOl Chot 442l & ™ A2 At Bt

- 3-3 (12 70E)
X717
6. FX7IZt R T T RPN
18
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1) 7693 L}

A (Interim Analysis)

A Xtofl CiEt 180 Zk7t ZOMX|H, S

4 O|Ef2t2| ME{ (CROYHIA SZHEM G| Ea st
IDMC 4 ME7t0|AH &E

3) IDMC H & (2HE x| &%)
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| DMC EEH W&

768 S22 7|X 4k CHH] 180 A|HOML| EF Bat HalFHF ME

A 4

l | l

Conditional power <39.6% 39.6% < Conditional power <80% Conditional power 280%
27+ X}O| 7k H & = =7t XpO[ 7t
CHed A = ZH4aHE 8.
FEX| b YX[5HX] A2l F=EKX 2
O|Z2|Xtof Al 153 0|4 250 L N
Ao B2 futilityOf N AAStE=Z A A =l E
O|LH 2 X|AFAESHA
O[3t o 2| Xtof| A Ot AL =2 A
OlAF X|& AT
2§t 55 ST HEL N
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3 DPN Y4 3-22| HE3H 27 (2023E % 27])

O A& 5{71 S & 83 24 EH]
— BLAH[A3 ZA(TF) 715 & (B, e d, T Y, cmc s 871 =0F)
_ ARR XL HON 23
* Pre-filled syringe

* Needle free injector
— DPN 4 34 (3-3) 7HA
JoEH =M
- 7l= o|d
- SSME
- EXF =74
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AN —
I 7| = OI EI %.‘H'. - VM202 =X 7HXA] (NPV) =8 (O|= PDPN Al 7[E) I

= 7|3 Viewpoint Xcenda VM
(2017.11) (2017.03) (2016)
VM202 2F7} $50,000 $36,000 $36,000
AHAIZ AL 2 Xf 1,363,150 3,096,830 2,657,265
(2021~2032) 124 = T e
o= =7 7|7t 104 124 124
Peak Oj =M
($ Billion) $14.0 $10.3 $12.4
N 56% 71%
48 =E 100% (U Ak34 62% (Y Ak3 4 74%
X BLA 90%) X BLA 96%)
Sho| & 15% 11% 11%
VM202-DPN $14.1~$15.5 Billion $6.2 Billion $8.9 Billion
= i 7HX] ($ Billion) (2F 16 =) (2F 6.8 H) (2F 9.8 H)

% 2017 7|E VvM2022| =9I 7IX|= 6.8~16ZH 22 AME|AF
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| 23 E MY #1 - como ALY T} cGT(GMP) M |

“CAR-T X|2X| 2OFH|M H(Z)F7I], one-stop AMH|A XS~
: CAR AR AO|A CAR-TMIZN}X| ~2H

b

CIVEES |
] =X Al
' i guz|E| 4o 28D
! 121 53
. RS ANTY AR M (121) (53)
. B2 Al I g Ay B
. (30) (50)
‘ Z=H| A | l .
. (HoIa) S~ (@
ey p il QC Ojd4&
(M=)
= (97) SRS
=HE | Qc 0|3kt 5
o | Cell B Qc
XM i Qc sfoj2iA
(M=) B
i —— ]

O SHXMZEX| E X gmp A At

= HiO|Z{A MIE: H{YA 17, STH 171, EHIH 17 &
A2 Of= XY MEX2H KA 270 =H|AL 17 A 171 oAl 7 £
sl IAD|ACGTA‘IIE-|(4°) - - ; =2/, THlE UV, 2= UL 2= /S
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CAR MO M CAR-T M ZHX] — 214 ONE STOP A{H|A I

CAR-T M| =

—
CAR-T M ZE &% =r
) v
kaging Cells  Packaging plasmids articles CAR % -le' E
(Ampho GaLV etc) (HEK293T cells) (Transient retrovirus) EE_'iE.'-E‘ I=E|' Formulation
EfA@ A a2 A
wanzz G
- =
2. =2 x5\ 32l CAR-T cell
_IE'__A'I (PG13, FLYRD18, etc.) S
& s
EE ' Vi %
xb RCB MCB M= = = A}
i (Research cell bank) (Master Cell Bank) Jtl- T k“E 'E‘EI / %I' %Xl' T
. 2dst
s ! .
Leukapheresis
g EZHo|2{ A 4
ﬂ-

2 cAR-TH|Z 2t5 5 218 L] &+Z
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ZEH=E Al 4o = AlSY
= A & I' = - S=4d ME (Animal Research Center)
u = =10 = "
S5 Ag2 x| =L Hio| 8] 7|e| x[C At Ql
o s ASE 1,134.19 m?
Loy S EHOM = =9 (344'8)
=5 7| HA & HEo|
[ 60%5t EA| =
R = ZEE 229.24 m?
i E T 9 (70%8)
R ' R R L R o=
"'-3 l"a-“’ll"“!l"’l =l 287.44 m?
I Il‘ 'l"-‘iﬂﬁg : 717 (87H )m
Ry Rt : E ! , = % 1,650.87 m2
i i ™ X (500)
" R1 "1 M
ANESE OfA G J= EN| 7H /=0 K|
12,800
SA A 7S * 6 Holding rooms = 1,920 cages 910 24 8
A * 1 breedi = 320 « 3 Holdi = 420
Al 74K - 1 Isolation room — 320 cages | « 1 quarantine room = 35 cages + 24 cages 8 cages
1 quarantine room = 80 cage
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dt s IR 3~ 5 A Al™ 10 ~ 15 20'd ~
e 2% Mol QA A Q24 Q34 AT 7}
* NM101 * HX507&H) ° Af230RR|EA ¢ sl CH A AZAEZ DPN)
HI' OI L= E'%{g oY AEEs (CMT) (Claudication) o|=2
== e o= S 8 ZEY S DFU)
© REAA= * NM102 o=
1
. gz g X804 (—T—;I)I%. g == 3% 318 (L)
» VM301 : 02 st &=
NHZS "t -
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| CARTEXELLel CART ito| Z2}9l
sH 2 S o2
CX801 CH xtot In vivo 88 =0l 22 2023.12 IND X|=
CX802 B-M| £ HHStH In vivo S84 2ol 2tz
=B
CX804 ) In vivo
MABMYES Invivo R824 =2l &
CX806 <t XX CAR X W& &
CX807 T-M| = scFv & =
S
CX900 H| S 7H CAR-NK &4+ CHA|
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