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* MDL-101/LAMA2-CMD  IND enabling

m‘;?::: Sics 2018 18 izepR'GNDM X .MDL-202/BR8EET R PreINDXT
rOZJ - —(DM1)
IS aE I bEFR RS A\EIxEE EhYPEERE 2
Navega S BIFN D UE
Therapeutics el BB dCas9
AAV
. siy_zan DNMT-KRABFEES & LDLIOLXRFO—/Lm  BILiBROER%
Therapeutics 2021 128) R — /5 BRUFT
“ s y_zs DNMT-KRABFEE  &ELDLILZAFO-—/)LMM NIAHEBROER%E
roma 2021  ($135M,  dCas9 JEE (PCSK9) ASGCT2023(C TR
Medicine 202338) YR —/\
Su—za BIAFIUCEESRRE  EPI321/FSHD(BAEUARE) <O RRERDRERZ
Epic Bio 2022 ($55M & Casl2f ASGCT2023(CCrs
202268) - AAVIh74
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*1: LAMA2-related congenital muscular dystrophy = 5 XMAH A SO T« —1AR,
*2: Myotonic Dystrophy Type 1 =figBEMH X hOT 1 — 18

*3: Duchene Muscular Dystrophy (213 T > XBFHZ A RO T o —)

*4: facioscapulohumeral muscular dystrophy =ZEmEB R _EHEGH A MO T« —
*5: Dilated Cardiomyopathy L5REL UHAE

MDL-104 BOA)NF—
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DRI ETTIC, BETAREBFIGSN SRS ET—5 Y NEHLA LAz

US TRRBSNIBIE PAEE

_ . ” 1240
ERE SRR BT iR ﬁfﬂﬁs’gfﬁ*i
BTEEE
LUXTURNA 2017 $850k > O2J«— | Spark/Roche 10 AIC2A $65M*3
RPE&5
. Novartis 1B ANDFERICTIA 43
ZOLGENSMA 2018 $2.1M SMA (Avexis) CKETCHI1~2. 55 ) $1.3B
HEMGENIX 2022 $3.5M A8 uniQure 3HNDELECT A $88M"3
CSL Behring
$631k per
Vyjuvek 2023 patient DEB™ Krystal 100/ A(C3.5-20.4 A ~$200M*2
per year
ELEVIDYS 2023 $3.2M DMD™ Sarepta 3500 ADBFHFERICTA $4.18"
ROCTAVIAN 2023 $2.9M MMAIRA BioMarin 5F ADEMCT A $262M*4

H#8: National Organization for Rare Disorder. #2 Fierce Biotech #3&%D T JH 1 b #4Grand view researchtt

Vo

*1: Spinal muscular atrophy (BREMAHIZEMEME) *2: dystrophic epidermolysis bullosa *3: Duchenne muscular dystrophy
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> Tau (E77)LW)\A X —KUMBDSI I A ) \F— ([CH VN THREIR Yo
22 EOEBENRENTLD
B Tou DEEENIHH L (SR, ST XDFEL, HiFHREsE N
Z; %3_5 t%i%ﬂt(ﬂ% TaulZ
B SUA)F (35 CORBIIREESD gxfﬂm*g

AD (Alzheimer's Disease: 7)Y/ \A X —JR) A} S/
» FILD (Frontal Lobar Degeneration:BIZRAIGEEEZ4HE) Ta > 4

« PSP (Progressive Supranuclear Palsy: T4 _E I RRER)

« CBD (Corticobasal Degeneration iE KRk EREEAZ )

 Pick's disease (EwiR) S
> mmmmgbﬁﬁrmw*tgog<m@¢5tm\Amua NG

SENITENTH 3 EIEEMN'S oy
> MUQEM¥/WOTUF(A%)HEQDEF%%%&@M

> UIER 2T Tau BGFOINE (EE RS ARRMR 7 TO— ooy 5/
FTHDENZD

H 8 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
Tavopathy and Positive Family Histories" Neurodegener Dis 2016;16:12-21
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1. Cortex

UBE3A staining in un-inject- ed WT mice brains (left) and HET (UBE3Amat-/pat+) mice injected with AAV9-hSyn1-Control
SgRNA-GNDMe (middle) or AAV9-hSyn1-Targeting sgRNA-GNDMe (right). UBE3A staining alone (black and white; top),

UBE3A (red) and DAPI (blue) (merge; bottom).
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