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» Cancer diseases

= Monogenic diseases

= Cardiovascular diseases
Infectious diseases
Others

Healthy volunteers
2,200 %Eﬁﬂﬁﬁ@ Neurological diseases
E?iﬁﬁ'&’;fﬁ Gene marking

= Ocular diseases

» Inflammatory diseases

HiFT: Discovery MedicineZz & (CModalis Tx{ER HiFf: The Journal of Gene Medicine (2019)ZE(CModalis Tx{ER%

21 Copyright and proprietary to Modalis M(') DA L I S



GTx&MESUS 1 DT EMRIEE
GIX(IEDEI VT« ZBEETDRAE— RTHET B EFRETNTNS

BInFE8E (Gene Therapy) tHRFE FREFAI

US $ (min)
16,000 -~ 14,906
CAGR 185.7%
14,000 -
12,000 -
10,000 -
8,000 -
6,000 -
4,000 1
2,000 A
27
O T
2018 2019 2020 2021 2022 2023 2024
REEEE 52 (DNA&RNA therapeutics) FUAEE (Monoclonal antibody) KD FEZ (Small molecule chemistry)
US $ (min) US $ (min) US $ (min)
12,000 ~ 20244 LI o651 22000 1 A Ml 600,000 - SEE 545,585
—_ 197,215 . 508,220
10,000 1 200,000 - 176305 187211 500,000 - a4a,066 B
i 149,757 “°>13¢ ’ 399,725 299874 o
8000 19 150,000 1 135,722 400000 17==
5,795 120,563
6,000 - 300000
4,336
g 100,000 -
3,496 : |
2 2,040 2693 7
2000 4 m 50,000 4 100000
o 0 . . . . . . 0 . . . . . .
2018 2019 2020 2021 2022 2023 2024 2018 2019 2020 2021 2022 2023 2024 2018 2019 2020 2021 2022 2023 2024
H P Evaluate Ltd (2019FE8BKERT —74) T : CAGRIZ2018FE~2024F DFEFIRER, FRME(E2019~2024FEE 1$=110H

Copyright and proprietary to Modalis MO DA L I S




CRISPR (I#T U ULNS'J LiRSERLlT
B Z SO WNERTEIEETR RNA (CRRESNDRAE— REXIL—T v MIEBNIERIHDS ) LAiRERIi

TERDTJ LimEFIMT

CRISPR

| TALEN 1

[ TR IRECHI D

RNATDNAZ R D
(VED D)

RO USIET
DNAECH 7z 5859 D
(EDDNKE)

[
23 Copyright and proprietary to Modalis MO DA L I S




) Revised
CRISPR fHIRICH T DA =1 T L —V7—
1l A m U\ MifeZEx2 B 9 DM (CLE U TE/I\A TS > BHEBRLK. IT—URRSS 3> B

Platformer Ix

=gt

VERTEX

Intellia TX
$3.7B

——————
-~ SN

CRISPR Tx
$4.5B

Canonical

(FRHEN=1REE)

Editas
$716M

SHERLOCK
Non-canonical BIOSCIENCES

B e \"MODALIS

T OKERR(SIAFEFERT 2023/7AK BB EAEEE, s IHBENEERUEIEE, B=Bilion

|
Copyright and proprietary to Modalis MO DA L I S

24




himMHIR

B FaBERON & BEEN

Revised

WW market size*

Trade Name Indication Manufacturer Patient Population (mil USD)
Lxturna $850k RPE65 Spark/Roche 2 per 100,000 $65M g
Novartis 1in 10,000 live births .
Zolgensma $2.1M SMA . (Approx. 10,000 to 25,000 in $1.3B
(Avexis) Us)
" uniQure . b
HEMGENIX $3.5M Hemophilia B CSL Behring 1 in 30,000 male $88M
ELEVIDYS $3.2M DMD Sarepta 1 in 3,500 male birth $4.18"
Roctavian $2.9M Hemophilia A BioMarin 1in 5,000 male $262M"

HE8: National Organization for Rare Disorder, &ft/k—/LR—Ath

25

b each company's website
#Grand view research, WW market size
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T3,
RO CELCFZHEHL T, ZENSOELEFHISESND
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N. DNAIALZN R ESZ D2 EESMEOTI> fO—I)LEITR
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-Jennifer Doudna, Nobel Prize Winner on CRISPR
Source: "“Fresh Off Her Nobel Prize Win,
Jennifer Doudna Predicts What's Next for CRISPR"

[ CRISPR-GNDM® }

HE8: Future Human(ZH 133D 1 >~ E 21— “Fresh Off Her Nobel Prize Win, Jennifer Doudna Predicts What's Next for CRISPR”
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Volcano plot
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LAMA1 (& LAMA2 DiEREZ B TE S Z EHEMIEBR THEERESN TS

LAMA2
(3,122 a.qa.)

L4b

LAMAT
(3,075 a.0.) @

AR CDFIR

L4a

Coiled-Coil 6,G6,6,G6,6

45% |dentity / 75%
Similarity

L4a

LAMB1

Coiled-Coil G,G,G,G,G

LAMA2

LAMC1

Laminin-211

%\

LAMA1

LAMB1 LAMC1

Laminin-111
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Human Molecular Genetics, 2004, Vol. 13, No. 16~ 1775-1784
doi:10.1093/hmg/ddh190
Advance Access published on June 22, 2004

Laminin a1 chain reduces muscular dystrophy
in laminin «2 chain deficient mice

Kinga Gawlik’, Yuko Miyagoe-Suzuki?, Peter Ekblom', Shin’ichi Takeda®
and Madeleine Durbeej’*

P
P

Laminin-111 Protein Therapy Redu‘bevs Muscle
Pathology and Improves Viability of a Mouse Model
of Merosin-Deficient Congenital Muscular Dystrophy

Jachinta E. Rooney,* Jolie R. Knapp,*
Bradley L. Hodges,' Ryan D. Wuebbles,* and
Dean J. Burkin®

LETTER

https://doi.org/10.1038/541586-019-1430-x

A mutation-independent approach for muscular
dystrophy via upregulation of a modifier gene

Dwi U. Kemaladewi'>?, Prabhpreet S. Bassi'*?, Steven Erwood', Dhekra Al-Basha'?, Kinga I. Gawlik®, Kyle Lindsay"',
Elzbieta Hyatt', Rebekah Kember', Kara M. Place!, Ryan M. Marks', Madeleine Durbeej®, Steven A. Prescott*57,
Evgueni A. Ivakine'® & Ronald D. Cohn®3#10%
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XMEHA OT 1 —1ARE (LAMA2-CMD) DHEFRR

> LAMA2-CMD BRZX(FIHREICK> THEERD,
[EHERQRBEIIHIESNTULRLY,

B CMD OBRREFEDL>EETNTLSD
- 10BABIZDI-9A
B LAMA2-CMD (& CMD D#J30%&E =N TLD
3AAICTA*
(e L. MigENAHBRESNTLD)

CMD
=1RAAICTA

LAMA2-CMD
= CMD®30%
=~3HBAICTA

CMD: congenital muscular dystrophy (SERMFAFZ X MO T 1 —)
*HE8: orpha.net

50 Copyright and proprietary to Modalis MO DA L I S



RROZHZ A POT 1 —TdS DMD &DLEHTIE

l May not be amenableto exon
skip ping

[l Other exon skipping

m Exon 51

BHZL) EXon51DER & (FFE UARE

Il Exon 45

[l Exon 44

W Exon 50

DMD
=3,500 A (CTA*

xon 52

xon 43

xon 55

xon 8

exons|
=DMDD#13%*
=#92.7 3 A1

DMD : Duchenne muscular dystrophy (711> XBFHZ I ~OT 1 —)
*https://www.cureduchenne.org/cure/exon-skipping/
#Source: www.orpha.net
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*Source: Myotonic Disease Foundation  # Delvelnsight (DM1&EDM2MDME A ZE ST EF)
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EEDRMRIRI I - DR, & DMI
B DEEEL10,000A(C4.8 N & FHIEE 1AAS1~48 A
=Nnjc
* DMIICIFFFERNSAAZTTILLESR
USTiiE
* USTI(340,000 AL E (Japan10,000 AL L) > 40,000\

DM1: Myotonic Dystrophy Type 1
Source: Marta Pascual-Gilabert, The myotonic dystrophy type 1 drug development pipeline: 2022 edition
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Source: https://doi.org/10.1212/WNL.000000000001 1425
Orphanet, Raymond A. Huml MD A concise guide
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TN BE T OIEMERE (L L > TEL B LHOEE

MDL-105 BB 250-2500(C1 A * 55#120% B TTNOZER (CE - T,
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BERES 30T 200 e Scbc0 605
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Candidate genes: Titin, PLN, FLNC or Lamin AIC

Source: picture MayoClinic  *https://doi.org/10.1111/joim.12944 #Global Industry Analysts, Inc

61 Copyright and proprietary to Modalis MO DA L I S



Titin (& MEATEXRDS >)\D
—AAV [CEAZTE THEHA L

1D

E R CTRARDY> I

35,000 7=/ / cDNAY A X17kb
« 33TV
o HILOXSHD)RE L THEE

E hDERICKE(CTFE HILAAS S [
AT ETOFUICRNTEHATIE [ Sy R —
E(:%L\g\/} ()0 : 00000000 & SN — 2 \; =pl 0000000

PR B TIE#0.5 kgfFfE

AT SA R §
=)70F> ==A>>

Titin
~90%MDER(IRFKZER (TTNtv) -

-)\> R(RT U > EE)

AT R ke
(=A>>ichea) M/ E

N /
MODALIS

62 Copyright and proprietary to Modalis



JoAdo s>t
TINDT —ZXABMCEODTEERTILIOASEAXLOIESTED

GNDM(C K BDCMIGEDIEEARER

+5ED
N3
HILAASH
B1E

IEEERERY
HILOASH
=

IEHHEERY
HILIOASE
paNEEIGs=]

DNA RNA )\
s - 6 @ 6]
At W TN q _— —— @ @
EmA DAV mNn | » —_— » L @6&;
k Q@ @
s — @ 6 @
TINtvE DAVl q» - = » Q@ g &
H9 3 DALAS ;__ F L RER 999‘9 AL
DCME% oo - IFMRNAD R ek
> = = Janges <
GNDM-TIN
GNDM-TIN I ——m—— % &
“iﬁyﬁ LJ 7:: dCas?/\ :__ 9
A L A A -
B IRR Eoa
L il
63

Copyright and proprietary to Modalis

MODALIS



{A[# CRISPR-GNDM® [C & B TIN AD 70 O—FHhSENZDH ?

« TIN ZZ(L DCM DORENERX TH D,
« TIN Z£(3%E DCM FEFID15-23% (CHBEN D,

e TINtV (ZRZEF> bRAOTa T (BEERE) ZETERK/I\TORELRERET
HBDo

. HEERKRER

« TIN (FARETTEDH/\DTHBEHIC, o7 TO—FHINFTICEL

AVANSY
- L

CRISPR-GNDM@® (CKD TINANDZ JO—FF1=—OhDERE =N Ak

64 Copyright and proprietary to Modalis MO DA L l S



OAINF— (FZIWINAI—TRF)

SAODTUEZIRE &I DHREERE

MDL-104 BEE

MAANSIES vy N .

TR EChD. N

ARNRIOSRERD

D DEE HE
EE
iSRS

65l LDIANICTIA*
(£tH5FT550085 A)

RIE%6-8F THEAT

== ,h=z = ==
el =] =
DE IL“\BE s |

R CRITFE UTZIEHk

FRIZEY)E DR
7=0-1 FpDERE
I NOEDERE

$4.2B 20224171

Source: * Alz.org (77)LW)\A N —BLERAIEDIRS) #Grand View Research

65

Copyright and proprietary to Modalis

Revised

FAIAEEDIREDE60-80%

BIANZEFH DN o <D Lig
A (SHEST

EITID L, SHEEE. RIMEE
ZF ERFCEOPINEE) « =
DDESIAF. BROET. HS
BE. TEREERE

APO-E, PSEN1, PSEN2ftBZ#8mi&
LFERN RS
WINDOEREABDTUEZ D

20304 (C(F15.6B & F18#

MODALIS



CRISPR-GNDM® [CLKD T Tau ZHIFId S MDL-104 D>tET b~

" GNDM-Tau N\

ESIMEET |

[
: I Tauv ERI7R
o A\ F—DIREEDEITH D ULNIAEIRZ ] : b HET RS
H 9 BT Tau DESZEIHEIL. Tau F> I gRNA :
JINODEREINE TS, G N s Y

1
- GNDM-Tau ZHFENQRTOE—45 -0 l\ dCas9 ,:
HTT. AAV? BBV ERIOFv T R=H 07T
UNCHRRFRRE (S3EIRY (SIXZET B,

« ICM (BEZEW : infra-cisterna magna) &5
[C &> THMPIICRIZREI RS AAV DTN —% o
TV EBERSCHOFHORBEZEE T D

AAV vector

66 Copyright and proprietary to Modalis MO DA L I S



Tau (99) 92NIRQFIVWINAI—RDI—U'y h&EUTER%Z
£HTWVD
> FEAESERE: 5-6 / 100,000%

> Tau (7)Y I\A X —KRUOMBD S I A ) (F— (CHB VN TR RO
R OB REINTLNSD
B Tau DORFEDHI L (IHEREME. ST ATk, MIFHRE
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" SO/ (F 35 < DEBLALEED @
AD (Alzheimer's Disease: 77)LW/\A X —¥K) ' S/
« FILD (Frontal Lobar Degeneration: HIJEWEUHE%Z{'IEF ) 70
« PSP (Progressive Supranuclear Palsy: #4744 1 FRE) (r

« CBD (Corticobasal Degeneration:#1ZE K fix sz &= EAZ 4HE)
« Pick’s disease (Ew2HR)

> mmmmgoﬁﬁrmriagog<M%¢5tw\Amua I
CENEN TH D OEEENS 3
- muwgh?JWOTUF(A%)HEEDEEE RSV gL
> Uehto T, Tau EGFoilE SR a Rz 70— T T st
FTHBENZD

H8#: Congdon EE, Nature Review Neurology 2018 “Tau-targeting therapies for Alzheimer disease”

* https://doi.org/10.1159/000440840 Genetic Disorders with Tau Pathology: "A Review of the Literature and Report of Two Patients with
Tauopathy and Positive Family Histories" Neurodegener Dis 2016;16:12-21
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https://stanfordhealthcare.org/medical-conditions/brain-and-nerves/dementia/types/frontotemporal-dementia.html
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https://www.delveinsight.com/blog/angelman-syndrome-market
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