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Demographics and Baseline Characteristics

stm Placebo Engensis Overall
° (N=164) (N=336) (N=500)
L}O[ (Mean + sD) 62.1 £ 9.07 61.3 £ 9.09 61.5 + 9.08
‘g
Female 45 (27.4%) 143 (42.6%) 188 (37.6%)
Male 119 (72.6%) 193 (57.4%) 312 (62.4%)
AZ
White 125 (76.2%) 247 (73.5%) 372 (74.4%)
Black or African American 29 (17.7%) 71 (21.1%) 100 (20.0%)
Asian 4 (2.4%) 11 (3.3%) 15 (3.0%)
Native Hawaiian or Other Pacific Islander 0 0 0
American Indian or Alaska Native 1 (0.6%) 1 (0.3%) 2 (0.4%)
Other 5 (3.0%) 6 (1.8%) 11 (2.2%)
Y S Nw
Type 1 6 (3.7%) 26 (7.7%) 32 (6.4%)
Type 2 158 (96.3%) 310 (92.3%) 468 (93.6%)
SHir B 7|7t (vears, Mean + SD) 7114 70+1.3 70+1.4




QAtH A (Safety)

L
¥ AE/SAE M H

HELI=MITH

VM202 Placebo Overall )
(N=332) (N=161) (N=493)
No. of events 71 29 1100
AE _ 1t
No. of subjects 44 20 64
No. of events L) 0 2
SAE - tr
No. of subjects 2 2
¥ SAE EMut Study Medicationa}o| HEHd
VM202 Placebo Overall
(N=332) (N=161) (N=493)
Not related 45 30 75
No. of t Possibly related 2 0 2
O O EVEIS I b obably related 0 0 0
Definitely related 0 0 0

tT
1t

ITT 500 S0|M FALE F04ot HO| U= 493F &

AE 0| A|: Fever, Bilateral exertional leg cramps, Intermittent stinging sensation in legs
and forearms, Pruritus-itching all over especially scalp

Vitreous hemorrhage at right eye (classified as ‘moderate’)

Myocardial infarction : Recovered with 2 drug-eluting coronary artery stents
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Placebol} VM202 28 75d: €= DNA AA} (for PK)

X Placebo 0| Al vM202 DNA 15 & HE AlY

: Day Day Day .
VM202 concentration | Day O 14 90 104 Total DPN 24F OIAFA|SIO| S0l A} ZT
> 10° copies/mg
gDNA 9 1 0 1 11
> 10* copies/mg 107
gDNA 13 5 1 1 20
> 103 copies/ Z 10
= 10° copiesimg 18 12 9 6 36 5
gDNA -
o 108
=
X Activem 0| M vm202 X s & HE At 5
=104
: Day Day Day . 2
VM202 concentration | Day O 14 90 104 Total £
c 103
Not detectable 11 3 4 1 19 §
< 102 copies/mg - 102
gDNA 12 3 4 1 20
:
< 103 copies/mg 14 8 4 5 30 .
gDNA Placebo  VM202
*ZEEE P n2{sto] At

Placebo0llA| VM202 DNA7l &S E(>
90% (18/20)7f Day 02} Day 14 A }
= Day 90 % Day 1802| Pain diary Z&
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Placebot®e Day 0, 14015 VM2027}
DNA §5kz AEE Xty Day 90 85 L2 X7 =2

DNA =& 105 O| A0l &x} DNA &= 104 O & QI X}
5.71
514 5.14
4.14
I 3,71 — 3 7]

I
2.86 s ) 58
I 2 .58 Eams—— ) 57
557 E—— ) 78
I . I
Placebo 1 52015
I 2 .28 :
average _____ 199
I 2. 15 mmm ] 15
Placebo — === 1.00
average 1.50 mmm ] 00
m 1.00 mm= 0.85
mm ()57
-0.14 1 = (0.29
-0.14 «
-0.15 015 s
-2.00 0.00 2.00 4.00 6.00 -2.00 0.00 2.00 4.00 6.00 8.00
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Clinical sites Blood from patients
= 0 0 0 6 50 0
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Oj= A7t ME7F 2|2 2|A (9/16-18)

HE7} HE7F 3

Qe MEJ} “Placebo EXI0jA DNAZ} HEE|RUCHE A2 =0
28L(ACte AS B9 E@—’F‘: S (IK)

= Jack K. (Investigator)

= Lee T. (Trials expert) “a2ts| of ok §._F foﬂﬁ FHHA=XE & =+ 87

= Amy R. (Trials expert) =0 O|H J3SUHM FEE ZatE ol 4ot= A2

= Nat K. (Data expert) O & {EAHLL £7 f%"”é Aoz dZ1E” (BS)

= Diana B (DM expert)

= Bruce S. (Biostat) “O| O|O|E & slice and dicedt0| M sl= 22

= Bob F. (Biostat) FIstEz O] E Soll 222 We|H oA E A= H”
(LT and NK)

L5 H 27}
“O|'H 3¢t Aupvf 24t MM A Zale} L7 Hiet

= W. Schmidt (Clinical) =3 =0l O] PK H|O|E{ & £ L O[3}7} &” (JK)

= C. Fisher (Regulatory)

= L. Fish (Quality) “EFO%F 7ts88 oSt et e d 2 0f <

= N. Shin (Biostat) FIO{LUC= 220 S22 (LT)
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1. BEQHIE AE =M Randomization code 4= Z A}
2. Placebo-VM202 o Baseline Xt0|  Covariate =4 (= E7)
3. YA ALO|E 7t X}Of AO|E H a4 A1l/29F X7 &M
4. Z=AFEA A| kO] SHAFBMIN S E 24, P27 =2
5. Pain diary: Compliance (& =) 0Ol= 2|7 ME7|& &4 (2019.2Q - 3Q)
6. HE AN =H| d4M 24 T T
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=35 @2 21} - Daily Pain Diary (ITT)

N =500
(]
=
© Placebo
@
o B vm202
e
o
>
)
> -1.55
(7]
= -1.80
(7]
(]
=2 -2.16
©
e
© -2.55 -2.50
1 2.70
'3.0 T T T T T T T T T
0 3 6 9

Months after the first injection

- Primary endpoint®! 37/ E0A| SA4H F2|d 0|F.
- d 24 CiH| ¥l 21 3.

* MMRM 2 &
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HuSt 9 Rofl sitsts EXIE HQlsH £
(Adjusted ITT)

- 500 ITT 2E0| M Data Quality0] 222 O|%Xl SX=2 M <l
@ Placebolt VM202 28 0| o|pl k| = &K}
- Placebo0f| A VM202 DNAZ} >104 A& =l 2t (20)
- Active 0| M VM202 DNAZ} 5] &4 X| E[X]| GE2 2HA} (19)
@ Pain diaryOl M 1’82 =F51X| g2 &t (32) - FEOM 23

® Placebo & L SA A outlier (5)

- 0| & Edl “Adjusted ITT” (n = 438) &t X2 A ™
*SEEE 3% 0850 AL
0| FM2 53¢ A ofRt=2EE 9 2F M4 7| M-S St Xt 0l A
HAlet Ao 2 A 0| F Soll 2|5 dES =25 == HSLICH



34 Data Quality 27| ZA}:
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- Pain diary%|M Non-Compliant Subjects & -

bl 3

Ml

=
7l=

20199 AHt7| O|= OrF| &5 2|t H|O| & H&Z 7|20
O| 2|3l DPN 3-149| H|O|H quality A5

x| A 32HO| “FHEHS| 25 El Daily pain diary 2HA}
dA H=H 2F)

Zero variability in Daily pain diary

727t 24 E daily pain diary X & 25 S 251
XbASH SR} 23] 0|4

High variability in Daily pain diary

747t 245t daily pain diary X[ 2| #H.540| S A3
SR (BEEXE 2.0 0] &) - 23] o4

-_

Discordance between BPI-DPN and Daily pain diary
BSXI ESX|HQl BPI-DPNI} daily pain diary 7t2| B
+=X|7F 37| CtE =X} (30% O 4 XHO]) — 22| 0|4

Discordance between VAS and Daily pain diary
EX SFX|EQ VAS2t daily pain diary 7t2| B+
=X|7} 3 A CHE 2HX} (30% O 4 X}O]) - 23] o] 4f
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A r— . .
S5 44 21} - Dpai aily Pain Diary (Adjusted ITT)
XO0| ZEM2 SHY YR ZRES U 2F HA 7| M-S st XHRAM At A2 M
ZES EEY SE 2B
0.0
N =438
(8)
£
o Placebo
S
o B vm202
5 10
2 -1.27
)
>
()
(7)]
= -1.83 -1.82
w20 -
o *
S
2 -2.35
(@) B
-2.61
* W2
-3.0 ‘ ‘ ‘ ‘ ‘ : ‘ ‘
0 3 6 9
Months after the first injection
*p<0.05, vs. placebo group
o (=) (=) o e
X 3/Md, 670 AMENM SAHH2Z 72|t XH0].
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Changes in severity from baseline

-I-J_.I.I' - Daily Pain Diary (Adjusted ITT) HELIXMITH

- Not on medication (gabapentin/pregabalin) —

SAMTY N TRES U 2 KA HHS B XA MAIE O 2N

0.5 ~

N =224
Placebo
B vveo2
-1.18
;-00 -2.07
2.5 -2.54
-2.87
% 1l -3.06
'35 T T T T T T T T T
0 3 6 9

Months after the first injection

*p<0.05, vs. placebo group

X DPN 241} OEH7HX| 2 2| 2|7 R EEIS
S 8S|X| %= SXF0AM O et EF 44 21



£5 %4 331

P - Daily Pain Diary (Adjusted ITT) HELIXMITH
- Top 3 Enroliment Sites —

M2 SEM T HEQJZZESE U 2F MHA 7HH S et XA HA|st o2 M
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0.5 _ N = 141
(0D}
=
D
(7))
=
g Placebo
> 101 . Bl vm202
E -1.
>
(]
(7))
= 2.08
‘ag e -2.23
S -25 *\'
=
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35 ‘ ‘ ‘ ‘ ‘ ‘ ‘ e |
0 3 6 9

Months after the first injection

*p<0.05, vs. placebo group
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DPN &< X BLA H=

2-3702| mid-sized 34t A4 TIgH, 20224 StHt7| BLA &M
- UM BN =150-200 &
- QAb gt 5 _ 107 AFO|EOA Tl
- D= AO|EOf|AM £ O|O|H quality =X

- 2ol 92 FDA O/ 0|z, A& T
LB 24 IR YU oIt M A

SR X E: 1802 B3 P

- &5 42 21 FU2E 98l gabapentin/pregabalin S8 AL |2 11
. "IPME IS A= K| (EA S wr) Ol Ak X|5H

- 0|0 2t=ot YA SXHE LA S 2 roll-over extension study &7

- X 1874 E MK E 2ot 7| =S Sof| Mzt AL

-’EI.T'_ data quality% SHE Qs E Hio} E2|

i
- PIacebo RJ-f A2 Pt A= UPE._"
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ks AA0)| Al Placebo

= a2
Data Quality |11 =& T8 2ot

= XA ALO|E Training & QC staff : s:(2hA| ot

X H|O[E] BLIE{H

= E-pain diary & A|: 4 A|ZF error check 7ts
= Rescue medicine E-diary: At8 0|58 HA|7F tracking

= Data and Safety Monitoring £ &2 7|8 O|&: pata quality 215
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‘ 2020 2021
DPN 3-2 Pain
Enroll Follow-up
Set-up (6 mo) (6 mo) Open
A
LPLV EOP3
Roll-

DPN 3-2 Regeneration (xi4e|2t 53)

over

Follow-up
(~12 mo) >Ope
A A
LPLV EOP3
DPN 3-3 Pain % 7|E}
Enroll Follow-up BLA X &
Setub ) 5 mo) 6mo) [P (2022.02)
A
A A
LPLV EOPS3
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X QAHA|A(VM202) AHE, PDPN 41 QAR7)et 7| gl HELISMITH

] ALS: Y& 24F AlZE: 201943 12& (O] =)

- ~80% HE: (2:1= VM202: Placebo),

- 20 4, & 38 FAL(0, 2, 470 F)

- 6701 E: DSMB AE Z1tY| et E2AEE activeE M50
5 120~150Y 2 7HX| ZIH

- Ao w2 2021 SHEE|Off BLA A& ST 1 AF 34 XIsH

O CMT: ik 15,4k AJE 2019 38 (Bt — O|=)

- ~30% T2 (open label)

00 DFU: 128 St 2M: 2019& 12&

- 2140 h2f [neuropathic + ischemic ulcer] 2 ZCHSIO TIEH (2 O7F)

0 Chemotherapy-induced neuropathic pain (22X & 5 &%) €% 0|Y

X (AHAIA 5 ALS LHTHE A=
O Y 1 A& 2021E (=) y
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DPN S S| &l 24 8l BLA ¢t
‘ 2020 2021
DPN 3-2 Pain
p ) S| T

ALS Phase 2 (US)

=L

Roll- DPN 3-2 Regeneration
qver Follow-up
(~12 mo)
DPN 3-3 Pain
L BLA M| &
Set-up o v (2022.02)
(6 mo) (6 mo) Y

Enroll
(6 mo)

Set-up >

>

Follow-up

Extension
(6 mo)

(Add subijects, extend safety)

i

)

CMT Phase 1 (Korea)

DSMB review (Go/no-go)

Enroll
(3 mo)

Set—up>

>

Follow-up
(~9 mo)
I

>

CMT Phase 2/3 (US)

BLA
A

Enroll Follow-up
Set-Up> (3 mo) > (~9 mo)

BLA
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