H dladatvopevn YEVETIKNA
OepareuTikn TS MOAUKUOTLKNG
VOOOU TWV VEPPpWV

. TowpmavAng
NedpoAoyoc

Fev. Noookopeio AOnvwv «I. Fevvnuatac»



TARGET-PKD Madaivopevn = Enepxopevn

Study design of a global Phase 3 trial evaluating the efficacy and safety of Study design of a global Phase

3 trial evaluating the efficacy and safety of farabursen, an anti-miR-17 oligonucleotide, in patients with
ADPKD

multicenter, randomized, double-blind, placebo-controlled trial

Approximately 9
fixed dose groups

- . - - ’ cross the two
I'Ipwtn YEVETIKN Gspam-:ta VE(I)leOU VOO NUOTOG

rntov ¢pOavel oe emimedo KAWIKNG peEAETNG daonc 3

The primary efficacy endpoints
log-transformed ratio to baseline in TKV at Week 52 assessed at the pre-specified interim analysis,
and change in eGFR from baseline to Week 104 assessed at the final analysis

Conclusion Targeting miR-17 is a promising novel therapeutic strategy for ADPKD focusing on increasing
tissue availability of functional PC1 and PC2.



Matl elvat avaykaio (kat emapknc) N yevetikn Beparmeutiki otnv NMoAUKUOTIKA VOOO TwV VEGPpWV ?

Ertel&h attio tng vooou eival ol yevetikég mopalayEg (LeTaldEeLc) 1) BAABEC o€ éva povo yovidio (LovoyovidLlakn
OXL TTOAUYOVLOLOKA)
PKD1, PKD2 (93%)

GANAB, IFT140, DNAJB11, ALG9, ALG8, ALG5, NEK8, NKHD1 (7%)
Atatapaxn tTng SoUNg Ko TS AELToupyilag Twv

MoAukuotwvwy 1 kot 2
Variant Types

N-terminus

NEGATIVE Nonsense, 32,8%
%

C-type lectin
JGANAB, 31FT140, 2 DNAIB1Y,
2PKHD1, 2COLAAD, 1 SECE1B

GAIN: GPCR autoproteolysis-inducing domain
GPS: GPCR proteolysis site

GBD: G protein binding domain

* C-terminal cleavage site

71,5% truncating I

PKD1 tants GAIN domain

GPS

Extracellular

Non-frameshaft, 5.0% —

v "%
Intracellular et ¥ Ca? N-terminus
Polycystin 1 GBD ¢ Polycystin 2

Mitochondria / % T
Cleaved fragments

Frameshift, 27.7%

Missense, 23.5%

Intronic, 5.08

Copy Number Variations, 3.4% Splicing, 2.5%
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Watering Collecting Duct
Cysts: Are Aquaporin2
Progenitors the Answer?

Proximal ’
tubule Distal tubule

Cysts

=-Collecting
tubule

Fluid secretion

inhibitors

Monoclonal
antibodies

IGFBP4  'GF1

Na‘K*
ATPase

L [.J:,m,:"?:?)

-

- litochondria
H dysfunction ) PDE4

= &A=
%3’ CAMP /

ATP A

V2R antagonists
High fluid intake
Low sodium diet

Increased
in PKD

Decreased

in PKD

EruBpaduvon nopeiag
vOoou
(Tolvaptan, Metformin

Target CRISPR
DNA —, molecule
SEARCH cut EDIT
A CRISPR molecule e The CRISPR enzyme cuts A new custom sequence
finds a precise location the target DNA at the can be added when the
inthe target DNA. point found by the guide. DNA is repaired.

Oplotikn Beparneia
(oxt ka®@oAkn)

Percent Change in Urinary PC1 & PC2 Ratios from Baseline to EQS/mem DSs-usl |
Dose response observed with greatest percent increases seen at 3 ma/kg

25 pC2

Percent Change PC1/CD133
M3y 50 V3 BsinE)
Percent Change PC/CD133

{Meari, as 52, vs Baseline)
i . 3w
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Renal plasticity revealed through reversal of polycystic kidney disease in mice

Ke Dong, Chao Zhang, Xin Tian, Daniel Coman, Fahmeed Hyder, Ming Ma & Stefan Somlo

Nature Genetics volume 53, pages1649-1663 (2021)

We constructed a mouse model in which adult inactivation of either Pkd gene
can be followed by reactivation of the gene at a later time.

Using this model, we show that re-expression of Pkd genes in cystic kidneys results in
rapid reversal of ADPKD

e * !
Pkd2",Pkd2°*; Pkd2%:Pkd2"SF; Pkd2%;Pkd2F; Pkd2%;Pkd2™F; Pkd2%;Pkd2"sF;
TetO®™;Rosa = Pax8"; TetO™; Pax8™, TetO; Pax8"™TetO%,;  Pax8"™TetO™;
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Changes of tubule cell shapes following re-expression of PC2

- ‘ -

Decreased cyst cell proliferation following re-expression of PC2
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Reversal of inflammatory changes in
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Renal plasticity revealed through reversal of polycystic

kidney disease in mice Ke Dong, Chao Zhang, Xin Tian, Daniel
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Genetics volume 53, pages1649-1663 (2021)
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[Moleg yeveTlkeC Wlattepotntec umtapyouv otnv MNMKN ?

AUTOOCWHMLOKN ETIKPATAC:
£€va LOVO METOAAQYHEVO YOVIOLO OTTO TOV EVval YOVED OLPKEL YLa VOL TIPOKAAETEL TN VOO0,
1o aAAo aAAnAopopdo (aAARALo) armod tov AAAO YOVEQ, AVAMEVETAL VAL Eivall GUCLOAOYLKO

H ADPKD kAnpovopeital e TpOTo eMmkpatoUvTa dAAA cUMIEPLPEPETAL WG UTTOAELMOMEVN BAABN o€
kuttaopko entinedo [cellular recessive]

Mo var ekONAwWOEeL ypeLaletal

AeUtepo xtumnua (second hit): cwpatiky petaAAaén tov (pUn-petaAlaypevou) aAAnAiov tou
owAnvapLokoU erOnAtakou Kuttdpou. KAwWVLKA avartun.

Meiwon tn¢ Ekppaonc tov PKD1 (1 PKD2) katw armo €va oplo: dooo-e€aptwuevn Evapén

(/| 20-30 % Aetoupywkotntag PC-1 — PC-2) [threshold model] [kUpLa petdAAagn + mbavr cwpatikn
HetaAloén + dAAOL TapAyoVTEC TTou eTNPEAlOLUV EKPPOon KoL AELTOUPYLKOTNTA TIOAUKUOTLVWV]



Genotype-Specific (Genotype-driven) (genetic
testing) Y€ TIOLO ONUELO TWV YEVETIKWY SpOUWV

LLTTOPOU UE VO TIAPELLBOUE KAl TTWG?

Genotype-agnostic approaches "one-size-fits-all"

(EAeyxog morotntog
Sdlakivnon mpwteivng)

([B =) RNA = mpwrteivn

Mupnvag ‘ KuttaponAaoua

/
ANTII'PA(DH METATPA®H META®PAZH -
——

DNA < mRwaA Mpwreivn



Micro-RNAs (mi-RNAs): non-coding piwkpd RNAs 1tou AeltoupyoUv w¢ ovaloToAELS TNG
ékPppaong tov messenger RNA (m-RNA)
[koTd TN MpwTeivikn olvBeon ota pLpocwuaTLa]

the 2024 Nobel Prize in Physiology or Medicine
jointly to

Victor Ambros and Gary Ruvk
for the discovery of microRNA and its role in post-transcriptional gene regulation

Tiny RNAs with profound physiological importance

DNA SutAng €Akag: Sopn (hardware)
Micro-RNAs : puBuion Aettoupyiog (software)

Nw¢ propoupe Avolyouv ] KAeilvouv tn oTpodLyya Topoywyns Twv MPWIEIVWY PETA TN HeTaypadn
va (kaBopilouv av to messenger RNA mou napdxOnke Ba odnynoeL og mapaywyn MPWIEVWY 1 OxL)
nopeufouue?

™~

Development

MRNA Protein

; ey microRNA

‘C Physwlogy’%
.

4

microRNA B
Disease / Cancer i



“The development of a method for genome editing”

Nobel Prize in Chemistry 2020 to
Emmanuelle Charpentier
Max Planck Unit for the Science of Pathogens, Berlin, Germany
Jennifer A. Doudna
University of California, Berkeley, USA

CRISPR/Cas9

Y Target CRISPR
NMw¢ prmopoupe DNA —— molecule

va F

nopeufouue?

SEARCH cuT EDIT
A CRISPR molecule The CRISPR enzyme cuts A new custom sequence
inds a precise location the target DNA at the

can be added when the
in the target DNA. point found by the guide.

DNA is repaired.




Base editing: nCas9 are fused to cytidine or adenosine deaminases to induce
substitutions or base edits without inducing double-strand breaks (reducing the risk of off-
target effects)

Expanding
CRISPR Toolbox
—* (Cas9 nick " '
@ ( e \ as’nickase  (B) Cytosine Base Editor
base
. S g . — > S SgRNA
s as “% 4 £ 9 & _on| - uel
e 3y : B Sy A o B
NMwg UropoUpe : ’ | |
va 6253
nopeufouue?

Cas9 nickase Adenine Base Editor

SRNA

Cas9
nickasi

interest Adenosine Deaminase

Cytosine Bes (CBE) can convert a C:G to a T:A base pair

Adenine Bes (ABEs) can convert A:T to G:C




Nw¢ popoupe
va
NoPEUBOVHE?

Me cupumAnpwpatikd oAlyovoukeotidla (antisense oligonucleotides (ssASOs)) n
dapuoka TTov €E0VUDETEPWVOUV T KWSLKOVLO TTPOWPOU TEPUOTIOMOU KoLl
EMTPEMOUV TN SUVEXELA TNC petaypadnc (readthrough therapies)

Ta Oligonucleotides evaAAayni¢ paticpoatocg (Splice-Switching

Oligonucleotides - SSOS) glval PLKPA, OUVOETIKA HLOpLa VOUKAEIKwY oEewv (cuvnBwg
TpoTmornolnuéva avivonpata oAtyovoukAeotidia - ASOs) ou XpnoLUomoLlouvTaL yLa Thy

Tpononoinon tn¢ dtadikaoiac potiopatog tov tpo-mRNA.
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Figure: Percentage change in htTKV from baseline to end of study Cohort 4 (Clinical Study lb) data highlights: REGU LUS

Percent change htTKV
(D113 vs Baseline; 95% CI)
L bomwms oo o
T I T I R I

*Increases in urinary PC1 and PC2 levels (PC1 p=0.026; PC2 p=0.014).

*Mean htTKV growth rate over 4 months was 0.05% (SE -0.86% to +0.92%) while
placebo subjects in the trial experienced a mean growth rate of 2.58% (SE +1.09%
to +4.10%).

*Farabursen at 300 mg demonstrated a favorable safety and tolerability profile in
this study, consistent with earlier cohorts.

1 I I

1
Placebo 1 mg/kg 2 mgkg 3 mgkg 300mg

WCN26-7987
FARABURSEN INCREASES URINARY

POLYCYSTIN 1 AND 2 AND REDUCES HEIGHT-

ADJUSTED TOTAL KIDNEY VOLUME

IN PATIENTS WITH AUTOSOMAL DOMINANT

POLYCYSTIC KIDNEY DISEASE

fixed
Treatment

Novartis to acquire Regulus Therapeutics and
farabu Fsen, an investigational microRNA inhibitor to treat ADPKD,

the most common genetic cause of renal failure
GROWTH Apr 30, 2025 [$ 1.7 billion]

A meeting with U.S. Food and Drug Administration (FDA) and had confirmed alignment with
the FDA .... including a 12-month htTKV endpoint planned to support Accelerated

Approval and a 24-month eGFR endpoint to support Full Approval.
A single, pivotal Phase 3 study is planned to be initiated in the third quarter of this year.




“Genotype-agnostic approaches” sfoptwvtal kupiwg amo tnv akepatdtnTa Tou cwWpatikol aAAnAdpopdou

Decreased mRNA

o "..‘i.':j degradation

% ‘-'. sl SE———

SE \Anti-miR-ﬂ...... Increased
= — g ——>  PEIPC2
2% PKDL] W PKD  LLLLLLILLILLLL SprasEy

Detection of PKD1 and PKD2 Somatic Variants :
in Autosomal Dominant Polycystic Kidney Cyst
Epithelial Cells by Whole-Genome Sequencing

METHODS OUTCOME

i Cyst without somatic 2% hit:

TN Germline variant only
90 kidney cysts from
24 ADPKD patients

Cyst with somatic 2 hit:
’ Germline variant
& Somatic 2™ hit alteration

‘< * 93% of kidney cysts have tic 2™ hit g PKD1 or PKD2.
+ Somatic short mutations in 75% of cysts and large-scale chromosomal loss of

Whole genorms DNA secuencg (o) 8% iyt 58% (14/24) of cysts had a detectable PKD1 somatic variant, with 5/6
0 10.1001ASN 202105000 participants having at least one cyst with a somatic variant.

Improved PC1/2

Functional level

Emerging Therapies in Autosomal Dominant Polycystic

Kidney Disease

A.10: Chebib, Fouad T.22

2025. | DOI: 10.34067/K1D.0000001109

npj | genomic medicine Article

Published in partnership with CEGMR, King Abdulaziz University a

https://doi.org/10.1038/s41525-024-00452-6

Somatic mutation in autosomal dominant
polycystic kidney disease revealed by
deep sequencing human kidney cysts

® Check for updates

Amali C. Mallawaarachchi® '2#4(-, Yvonne Hort', Laura Wedd'*¢, Kitty Lo’, Sarah Senum ©%,
Mojgan Toumari’, Wenhan Chen’, Mike Utsiwegota®, Jane Mawson®, Scott Leslie*'*",

Jerome Laurence', Lyndal Anderson ©**, Paul Snelling’, Robert Salomon’, Gopala K. Rangan'*",
Timothy Furlong', John Shine'* & Mark J. Cowley ®75-4

Chen, Christopher Y.%?; Hadla, Mohamad?; Khambati,
Ibrahim?; Kashyap, Sonu3; Westerfield, Vanessa?; Fedeles,
Sorin*; Besse, Whitney>; Hopp, Katharina®; Harris, Peter C.7;
Patel, Vishal®; Chini, Eduardo3; Salih, Mahdi®; Barry, Michael

Kidney360 ():10.34067/KID.0000001109, December 12,



TLva TIEPLUEVOUE Kal TtwE Ba xelplotou e ta dedopeva?

Eav to farabursen (anti-miR-17) armodely0el amoteAeGUATIKO

1. Elte €va peyaAo MOGoOoTO TWV KUGTEWV £XOUV (PUOLOAOYIKO OCWUATLIKO aAANALO

2. Eite To 0delo¢ yLa tn vedppkn Asttoupyia odpeiletal otnv e€AAewPn povov evog aplOpou
KUOTEWV

3. Eite n avaotoAn tng 6pacnc tou miR-17 €xel kot aAAat opEAN mepa amo tnv avénon tng PC1.

Emerging Therapies in Autosomal Dominant Polycystic Kidney Disease
Chen, Christopher Y.12; Hadla, Mohamad?; Khambati, Ibrahim?; Kashyap, Sonu3; Westerfield, Vanessa?;

Fedeles, Sorin%; Besse, Whitney®; Hopp, Katharina®; Harris, Peter C.7; Patel, Vishal®; chini,
Eduardo?; Salih, Mahdi®; Barry, Michael A.1%; Chebib, Fouad T.2?
Kidney360 ():10.34067/KID.0000001109, December 12, 2025. | DOI: 10.34067/KID.0000001109

Elvoi AoyLkO val EMNPEAOCOUV TNV AMOTEAECHATIKOTNTA TN BepameuTIKNG eMEUBAONG

* To MOGOOTO TWV CWHATIKWY AAANAOLOPDWVY TTIOU £XOUV TTOPOUGCLACEL YEVETLKEC TTAPAAANAYEG,
* 1 XPOVLKA OTLyMN] TTou €yvayv (av mponyndnkav r 0xL TnG YEVETIKNG eneéepyaoiag),

e qav oxetilovtal pe To HEyeBoOC TNC KAOE KVOTNC,

e v €ival truncating | non-truncating



Substitution of six nucleotides within the miR-17 motif stabilizes Pkd1l mRNA.

Modification of Pkd71 3'UTR miR-17 Inotif

Modified
> Pkd1%¢ miR-17 motif . ' Polycystin 1 ﬁ
— - T p———1 J -
Deleted - — - 2
eleled exons miR-17 is unable to bind to fmelcrationot:ERD
modified binding site
B
Pkd1 exon 46 _’ —

WT JUTR GGIATTGCIGCCTICETIACCTGTCCACATATGGGGCTICTGCACT T TAMAAGGC TG TGTGGLCAGCCAGGACCCAGGGTCCCCLTCECCA
*17 3FUTR GGIATTGCTGCCTICCTIACCTGTCCACATATGOOACTIC TG TG TCCCAAMAAGGC TGTG TGOCCAGCCAGGACCCAGOGTCCCCCTCCOCA

S . I

IO R P O TEIIIINT -cc TOTCCACATATGGGACT TCTOMNNNNNAAAAAGGCTOTGTGGCCAGCCAG
D E slower degradation of Pkd1 RC *17 mRNA
0086 E"‘ Nucleic Acids Research, 2026, 54, gkaf1538
155 = 1074 :‘tlt::::g’doii‘ol;lgﬂU.:IO:B;,;r_lalr[gkall 538
reakthrough Article .
P g NAR Breakthrough Article R aeLL
= T ﬁ & RCHMT
&2 10+ % = A0y L RC . . . . . .
= 5 + GAPDH Disruption of a six-nucleotide miRNA motif improves PKD1
g g E s oMy dosage and ameliorates polycystic kidney disease
1
E 59 B g 10 Ronak Lakhia ©*, Chunzi Song', Laurence Biggers, Maggie Zumwalt, Jesus Alvarez,
= '§ - Arvind Somasundaram, Harini Ramalingam, Patricia Cobo-Stark, Vishal Patel
E g Department of Internal Medicine and Division of Nephralogy, UT Southwestern Medical Center, Dallas, TX 75390, United States
il ] % 10-2 T T T 1 “To whom correspondence should be addressed. Email: Ronak.lakhia@utsouthwestern.edu
i o 7 4 & 8 "These authors contributed equally.
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Mitochondrial dysfunction and hyperproliferation are reversed by PC1 restoration

D

Pkd17c" (@)  Pkd1RS"7 (a)

| 289 kDa

PKATRC (o)

Pkd1-oligonucleotide increases PC1

43 kDa

OXPHOS

expressnon and improves cyst parameters

N O o Y V4 o NI Y |

54 kDa
S —— w— ww— | 48 kKDa

JB |0YUpOTIOLOUVTOL TOL OVOLUEVOLLEVO OTTOTEAECLOTO OTTO TO Fa rabursen
Avolyovtal vEol Spopol yeveTikng mapepPaonc-eneéepyaotiac (e CRISPR/Cas9)

TITTTTITTTITTTTTT
+
miR-17 motif
F 4 <0.0001 T =
Ctl oligo Pkd1-oligo
N 3 : O 3- \ ¢ R:TS‘?R 2,
- :,' g = \'Am/

' Polycystin 1 l cyst size

(in vitro)

Cyst Area (um?)
N

e ~ masking of miR-17 motif
25 um 14 == prevents miR-17 binding
==
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N = 300 .
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Genotype-Specific (Genotype-driven): tpononoinon yevetikwv nopaiaywv

Tunoc levetikric AMayr}
MapaAdayric Optouds voukAeotibiou
Synonymous Avukardotaon ATG AGA (ref)
(Suvdvupn) EVOQ €123 456

voukAeotbiou, Met Arg
Xwpig va aMade p. 1 2
10 apwvoél l
ATG AGG (var)
Met Arg
Missense Avumtfwwon ATGJIAGA! (ref)
(Napepunveion) SN
voukAgotibiou,
aAA@let to apwoll
var)
Nonsense Avtikatdotaon ATG AGA (ref) |
(Avepunvevoiun) evéq Met Arg
voukAeotibiou, pe 1
Snuioupyia
kwdikdviov ATG TGA (var)
TEPPATIONOU Met STOP

AMayn AMayn otnv
oto cDONA NPWTELvN
c.6A>G p.Arg2=
or p.Arg2Arg
c.5G>T p.Arg2lle
CAAST p.Arg2Ter
or p.Arg2X

Frameshift MpoaBrixn ATGAGACAGT | cddelA p.Arg2fs
(MAatototpononownTik buaypad Met Arg Gin
A) voukAgotidiwy l
(apiBudg oxt
noAAQMAGOLOG TOU ATG GAC AGT
3) Met Asp Ser
Non frameshift NpooBrikn A ATG AGA-CAGT | c.4_6delAGA p.Arg2del
(Evtoc mAauaiou Suaypadr Met Arg Glin
: KAeoTdiwy l
avayvwonc) vou
e ol ATG CAG
TOAAQMAGOL0E TOU Tet —-G-I;
3)
Splice variant Avtikatdotaon AAGgtaatt... €.21+1G>T
[(Maparrayn 9éonc EVOg lys intron
X voukAeotidiov 1
uartioparoc)
AAGttaatt...
Lys intron

H zhvinn] yorjon tov yeverizov eLéyyov oth vegooloyic,
£vag TOUATLXOS 001)Y0g
T. Hoviisj, A. Haiciordyov, I. Towpmeviij

Elnizerj Negookoyia 2025: 37 (3): 260 - 277
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ariant Types

R Article https://doi.org/10.1038/s41467-025-65997-1

In vivo base editing rescues ADPKD in a
humanized mouse model

71,5% truncating
PKD1 variants

Received: 23 January 2025 Alice Shasha Cheng'?, Linda Xiaoyan Li®"?, Julie Xia Zhou"?, Peter C. Harris"?,

Frameshite, 27.7% James P. Calvet ®3 & Xiaogang Li®"2
Accepted: 24 October 2025

Published online: 11 December 2025

a
5-G CCT CGT AGC CGC TTT AST AGA GTC C-3

3-CGGAGCA TCG GCG AAA T TCT CAG G-5'

l Mutation oo
5-G CCT CGT AGC CGC TTT ACT TGC GTC C-3 GenOtype-SpeCIflc
3-C GGA GCA TCG GCG AAA TGA ACG CAG G-5 (Genotype_d riven)

Adenine Bes (ABEs) convert A:T to G:C B Gl %O

5-G CCT CGT AGC CGC TTT ACT €CGC GTC C-¥
3'-C GGAGCA TCG GCG AAA TGA GCG CAG G-%

adeno-associated virus (AAV) delivered CRISPR-Cas9 gene editing [adenine base editor
(ABE9)]

preventing disease in humanized Pkd1RC/RC mice carrying an arginine (R) to cystine (C)
mutation that mimics a mutation in ADPKD patients



 one dose of the broadly expressed dual ABE9-AAV9 treatment corrects the pathogenic variant in
kidneys, hearts and livers

* one dose of the kidney specific promoter mediated dual-ABE9-AAV9 treatment corrects the Pkd1l
gene mutation in the kidney base editor to target specific organs

The average percentage of GFP-positive cells was about 19%
among those cells in AAV9-Cbh-EGFP treated kidneys.

The average percentage of GFP positive cells was 27% among
those cells in AAV9-Ksp-EGFP treated kidneys.

These preclinical studies support a potential that single-dose genetic therapies may be through
the correction of pathogenic variants to prevent ADPKD development in the clinic



Variant Types

NEGATIVE

6%

JGANAB, 3IFT140, 2 DNAJBTY,

2PKHD1, 2COLAAT, 1 SECE61B
OTHER
8%

Non-frameshaft, 5.0% —

Missense, 23.5%

71,5% truncating
PKD1 variants

Frameshift, 27.7%

Intronic, 5.05

Copy Number Variations, 3.4% Splicing, 2.5%

Translational readthrough: Metadpaoctikn napakapdn/avayvwon.
Stop codon readthrough: Napakopudn tov Kwdikoviou ARENC.

“Decoding Corruption”

“Sense from nonsense”

Genotype-Specific
(Genotype-driven)
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OPEN Translational readthrough therapy
for ADPKD induces polycystinl
expression and partially rescues
functional deficits in PKD1 mutant
cells

Elena Torban®?", Lucie Canaff®, Sima Babayeva®, Nadezda Kachurina®, Chen-Fang Chung?,
Albert C. M. Ong“®, Ahsan Alam® & Paul R. Goodyer%5

< 02556%
7666C—T(TAG)

E3020X
9058G—T(TAA

12682C—T(TGA)




*G418 (Geneticin)
eGentamicin

scientific reports

*Paromomycin. OPEN Translational readthrough therapy
*ELX-02 (NB124):to maximize readthrough while significantly for ADPKD induces polycystinl
reducing the nephrotoxicity and ototoxicity associated with ::r'? crfisosr';rdaer:ﬁdcﬁ?ri:ﬂ%;sncﬁznt

traditional aminoglycosides. cells

Elena Torban2"", Lucie Canaff?, Sima Babayeva®, Nadezda Kachurina®, Chen-Fang Chung?,
Albert C. M. Ong*5, Ahsan Alam* & Paul R. Goodyer?®-*

We report that aminoglycosides induce 8-
25% expression of full-length Polycystinl

(PKD1 gene product) and significantly
improve aberrant cell adhesion and cell
signaling. Based on our observations, we
propose that aminoglycoside readthrough
drugs show potential as therapeutic agents for
ADPKD.

ADPKD: 6oc0-e§aptwpevn évapén (| 20-30 %
Aettoupykotntac PC-1 — PC-2) [threshold model]
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https://www.google.com/search?q=Gentamicin&biw=1280&bih=897&sca_esv=761dc70440dc5f86&sxsrf=ANbL-n7zIOcjPhoUvYhSVTxeLo3-XId0LA%3A1770976297369&ei=KfSOaa-fFquTxc8Pj_6eoQ8&ved=2ahUKEwicyZLumNaSAxVoBNsEHawcJfQQgK4QegQIAxAD&uact=5&oq=aminoglycosides+readthrough+DRUGS&gs_lp=Egxnd3Mtd2l6LXNlcnAiIWFtaW5vZ2x5Y29zaWRlcyByZWFkdGhyb3VnaCBEUlVHUzIFECEYoAEyBRAhGKABSPdFUPYKWKIncAF4AZABAJgBgwOgAbwNqgEFMi00LjK4AQPIAQD4AQGYAgegAuwNwgIKEAAYsAMY1gQYR5gDAIgGAZAGB5IHBzEuMC40LjKgB-YXsgcFMi00LjK4B-QNwgcFMC4zLjTIBxmACAA&sclient=gws-wiz-serp&mstk=AUtExfDTJTQgeMnASv_jnXOBeySUXuUsBrKJFYgGOK7c8E4KJg-eU1x91nzl1w8jb7A6Zj0ox7jDiDJwsGWkQ2IwrzUOkYMv0vJ9FpQ85rBv071h49n29-tqzz0H3mOlbZbqvFE0hewTH_bN9p4NJS6ZVKV7OIXMTFAIEh9kO8S3olRVEEfv88AZPKR26U7dv8lFw3cL3P1AOIsfdPFyLdGsm5BN8EjbaRvkwrGxxWJ3wBLN_Wf5xdapAmBYuXNPiclNoMBAVpbQzYcCrVse4R-Ku6VQGq7D77uNqnMvidEGiAJlmQ&csui=3
https://www.google.com/search?q=Paromomycin&biw=1280&bih=897&sca_esv=761dc70440dc5f86&sxsrf=ANbL-n7zIOcjPhoUvYhSVTxeLo3-XId0LA%3A1770976297369&ei=KfSOaa-fFquTxc8Pj_6eoQ8&ved=2ahUKEwicyZLumNaSAxVoBNsEHawcJfQQgK4QegQIAxAF&uact=5&oq=aminoglycosides+readthrough+DRUGS&gs_lp=Egxnd3Mtd2l6LXNlcnAiIWFtaW5vZ2x5Y29zaWRlcyByZWFkdGhyb3VnaCBEUlVHUzIFECEYoAEyBRAhGKABSPdFUPYKWKIncAF4AZABAJgBgwOgAbwNqgEFMi00LjK4AQPIAQD4AQGYAgegAuwNwgIKEAAYsAMY1gQYR5gDAIgGAZAGB5IHBzEuMC40LjKgB-YXsgcFMi00LjK4B-QNwgcFMC4zLjTIBxmACAA&sclient=gws-wiz-serp&mstk=AUtExfDTJTQgeMnASv_jnXOBeySUXuUsBrKJFYgGOK7c8E4KJg-eU1x91nzl1w8jb7A6Zj0ox7jDiDJwsGWkQ2IwrzUOkYMv0vJ9FpQ85rBv071h49n29-tqzz0H3mOlbZbqvFE0hewTH_bN9p4NJS6ZVKV7OIXMTFAIEh9kO8S3olRVEEfv88AZPKR26U7dv8lFw3cL3P1AOIsfdPFyLdGsm5BN8EjbaRvkwrGxxWJ3wBLN_Wf5xdapAmBYuXNPiclNoMBAVpbQzYcCrVse4R-Ku6VQGq7D77uNqnMvidEGiAJlmQ&csui=3
https://www.google.com/search?q=ELX-02+%28NB124%29&biw=1280&bih=897&sca_esv=761dc70440dc5f86&sxsrf=ANbL-n7zIOcjPhoUvYhSVTxeLo3-XId0LA%3A1770976297369&ei=KfSOaa-fFquTxc8Pj_6eoQ8&ved=2ahUKEwicyZLumNaSAxVoBNsEHawcJfQQgK4QegQIAxAJ&uact=5&oq=aminoglycosides+readthrough+DRUGS&gs_lp=Egxnd3Mtd2l6LXNlcnAiIWFtaW5vZ2x5Y29zaWRlcyByZWFkdGhyb3VnaCBEUlVHUzIFECEYoAEyBRAhGKABSPdFUPYKWKIncAF4AZABAJgBgwOgAbwNqgEFMi00LjK4AQPIAQD4AQGYAgegAuwNwgIKEAAYsAMY1gQYR5gDAIgGAZAGB5IHBzEuMC40LjKgB-YXsgcFMi00LjK4B-QNwgcFMC4zLjTIBxmACAA&sclient=gws-wiz-serp&mstk=AUtExfDTJTQgeMnASv_jnXOBeySUXuUsBrKJFYgGOK7c8E4KJg-eU1x91nzl1w8jb7A6Zj0ox7jDiDJwsGWkQ2IwrzUOkYMv0vJ9FpQ85rBv071h49n29-tqzz0H3mOlbZbqvFE0hewTH_bN9p4NJS6ZVKV7OIXMTFAIEh9kO8S3olRVEEfv88AZPKR26U7dv8lFw3cL3P1AOIsfdPFyLdGsm5BN8EjbaRvkwrGxxWJ3wBLN_Wf5xdapAmBYuXNPiclNoMBAVpbQzYcCrVse4R-Ku6VQGq7D77uNqnMvidEGiAJlmQ&csui=3

Genotype-Specific

EnépupBaon oto pnxaviopo cuvappoyng (splicing) (n patiopo) (Genotype-driven)

[otadlo enefepyaciag tou RNA katd to omoio amopakpUvovTal Ta LVTpovLa (I E0WVLO) CUVEVWVOVTOL
Ta e€wvla kal tapadyetol to mMRNA wote va apyioel n petaypadn].

* oc splicing (frame-shifted) aAAd kot nonsense variants

* otnVv gyyevn dratapayn tou splicing mou odnyel oe mpwiun Slakomn TnG Letaypadng oto Variant Types
yoviéio PKD1 (pakpd meploxn pe moAumupitudivn ota ecwvia 21 kat 22 ) Kol ennpealet ta
enineda tng NoAvkuotivng-1 I s s
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71,5% truncating
PKD1 variants

Me cupmAnpwuaTikd oAtyovoukeotidla (antisense oligonucleotides (ssASOs)) rou
€€OUBETEPWVOUV TOL KWOLKOVLA TIPOWPEOU TEPUOTLOUOU KOl ENMLTPEMOUV Tr GUVEXELA TNG
petaypadnc (readthrough therapies)
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(the exon containing a premature stop codon

is skipped by ASO treatment)
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PYC-003 is an antisense oligonucleotide conjugated to a
delivery peptide administered via intravenous infusion

PYC-003 antisense PYC-003 PYC-003

oligonucleotide peptide moiety (PPMO)
(PMO)

25 nucleotides 30 amino acids

Peptide-PMO conjugate
Binds to PKD1 mRNA Facilitates delivery

Administered intravenously

PMO = phosphorodiamidate morpholino oligomer

PYC-003 is an RNA therapy with disease-modifying
potential for ADPKD patients

[ PKD1 DNA ] [ PKD1 RNA ] PC1 Protein
[ Unaffected

[ PKD patient

Reduced functional PC1 dosage

PYC-003 treated
PKD patient

The modality is effective in 3D models at concentrations
lower than what can safely be achieved in vivo

Polycystic Untreated PYC-003 treated

BN e

3D model derived from a patient with end-stage renal failure due to
polycystic kidney disease treated with a single 60 uM dose of PPMO

The ongoing Phase 1a/1b studies are currently active
across 5 sites with 2 more pending activation

W \ Activation pending:

* Sunshine Hospital in
collaboration with

Doherty Clinical Trials
Matermspital Brisbane i

South Coast Renal Concord Hospital
Linear Clinical

Research Westmead Hospital

Liverpool Ho?al

4

To learn more about this clinical trial visit
email or scan the QR code




PKD1 protein translation is inefficient
due to upstream open reading frames (UORFs)

AUG

PKD1 mrna | | I
- . . . . 5 “Untranslated” Region (5’'UTR) Coding Sequence
Antisense Oligonucleotide-Mediated Polycystin 1
Upregulation by Enhancing PKD1 Translation Has the
Potential to Treat ADPKD Novel ASO Therapy
FR-OR054 AU20232T5606AT CN119348755A, JP2075510109 m"f;\"ﬁ*; mm';\EG |
Liang, Xuehai; Zhou, Hengbo; Zhang, Lingdi; Xu, Ye; Jain, PKD1 mRrNA | S
5' “Untranslated” Region (5'UTR) Coding Sequence

Surendra K; Li, Jian; Thai, Rich Ming; Peng, Lansha; Yu,

Xing-Xian (Scott); Wang, Yanfeng
Blavatnik Accelerator: (1) defined optimal ASO sequence, and
(2) informed Humanized cystic kidney model and dosing

Humanized PKD1 5’'UTR — Humanized PKD7 P9 treatment Tested 25-50mg/kg doses
. . model now injection feasible naked mASO in mouse
Pkd1 p.R2220WIﬂ inducible avallable ASO visualizedin  model prepping for
kidney segments humanized seq/model
Proof of Concept « Wild-type '
human

Journal of the American Society of Genetic et of iORFs [ g
Nephrology 36(105):10.1681/ASN.2025hpjwtmtc, T Cawr| £ | uORFs
October : J
2025. | DOI: 10.1681/ASN.2025hpjwtmtc
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4 || (Saline)

I ST Rt

—
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8 120 T S By L ;ﬁ'%\
¢ SR

mASO
50mg/kg

A

L,
Blocking human PKD1
uORFs rescues PKD1 protein |
to wild-type levels



https://journals.lww.com/jasn/toc/2025/10001

VX-407 is a first-in-class small-molecule corrector designed to treat Autosomal-Dominant
Polycystic Kidney Disease (ADPKD) by correcting defective folding of the Polycystin-1 (PC1)

protein.
By stabilizing these proteins, it targets the root cause of the disease to reduce cyst growth and

slow kidney volume expansion in patients with specific PKD1 gene variants.

Vertex

(EAeyxog morotnTOg
Slakivnon mpwteivng)

NCT07161037

/RecruitingPhase 2

A Phase 2a, Open-label, Single-arm Study to Evaluate the Efficacy, Safety, and Pharmacokinetics of VX-407 in
Subjects With Autosomal Dominant Polycystic Kidney Disease Who Have a Subset of PKD1 Gene Variants
The purpose of the study is to evaluate the effect of VX-407 on height-adjusted total kidney volume (htTKV),
safety, tolerability, and pharmacokinetics (PK) of VX-407.



Gene-Based Therapeutic Strategies Under Development for ADPKD

Strategy

Base editing

Anti-miR-17 ASO
ERSGs / SSOs

Vector footprint
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Small (single oligo)

Edit/cargo scope

Mutation-agnostic

(dosage)

( =
Point mutations

(subset)
\.

Mutation-agnostic

(dosage)

Nonsense or

.splicing variants |

Kidney
deliverability
(today)

Plausible with
AAV/LNP

Feasible in
organoids; in vivo

delivery evolving

Favorable renal

exposure

Feasible

Durability

|
| Potentially durable

Redose

Development
status in ADPKD

Preclinical

Preclinical
(organoid

correction)

Clinical (Ph1b)

Early clinical/ PoC

Emerging Therapies in Autosomal Dominant Polycystic Kidney Disease
Chen, Christopher Y.12; Hadla, Mohamad?; Khambati, IbrahimZ; Kashyap, Sonu3; Westerfield, Vanessal; Fedeles,

Sorin%; Besse, WhitneyS; Hopp, Katharina®; Harris, Peter C.7; Patel, Vishal®; chini, Eduardo3; Salih,

Mahdi?; Barry, Michael A.19; Chebib, Fouad T.22
Kidney360 ():10.34067/KID.0000001109, December 12, 2025. | DOI: 10.34067/KID.0000001109




2uvoyilovtog

OL LOLALTEPOTNTEC TNG TTOAUKUOTIKAC VOOOU TwV VEDPwWV (Hovo-yovidlakn pe 60oo-
eEOPTWMEVN EVOPEN) EVLVOOUV TN YEVETIKN BEPATIEVTLKN

MNopepBaocelc KateuBUVOUEVEC N AVEEAPTNTEC ATIO TO YOVOTUTIO TOU KABE aoBevouc
Bplokovtal og €€EALEN OE TIELPOUATLKA LOVTEAQ KOl OE KALVIKEC MEAETEC

H mtpoortikn pLltkng Beparmeiog TNG Mo cUXVNG YEVETLKNG VOOOU TwV VEDPwWV SeV
daivetol va ivol pakpLla aAAd

N amoteAeopaTkOTNTA TNE SEV AVOUEVETAL KABOALKN,

Oa e€aptnBel ammd CUYKEKPLUEVOUC TIOLPAYOVTEC,
OXETWOUEVOUC 1] OXL LLE TOV YOVOTUTIO EVW

N Hakpoxpovia acdpaiela tng LEAAEL va amodeLyBed.
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| would like to sincerely thank you for your support and
timely collaboration during the feasibility assessment for
the CCYX082A12301 study in ADPKD

Following the final global allocation, we were informed that Greece was unfortunately not
selected to participate in this study. This decision was primarily driven by high global
competition, with many countries demonstrating very strong interest and competitive
recruitment rate.

Hub | Country

Americas Argentina

Americas Brazil

Americas Canada

Americas Colombia EMEA Denmark

Americas Mexico EMEA France

Americas UsS EMEA Germany
Asia China EMEA Italy
Asia India EMEA Netherlands
Asia Japan EMEA Portugal
Asia Korea EMEA Spain
Asia Taiwan EMEA Switzerland
Asia Thailand EMEA Turkey
Asia Vietnam




Genetic testing Genetic testing should be offered systematically to people with

ADPKD as applicable and more education on the research and treatment benefits should
be provided. This is especially important as next-generation therapeutics target specific

genotypes. Information needs to be detailed and provided closer to the time of diagnosis.
Making informed decisions earlier in their treatment could lead to better quality of life.

KDOQI US Commentary on the KDIGO 2025 Clinical Practice Guideline for the Evaluation, Management, and
Treatment of Autosomal Dominant Polycystic Kidney Disease (ADPKD)

AJKD Vol 87 | Iss 4 | April 2026




To peyalo peyeboc touv PKD1
cDNA (~14 kB) eivait coBapoc
QPVNTIKOC TAPAYOVTOC VIO UL
«ouuBatikn» yovidlokn
Uepaneia

“poor kidney delivery”

Polycystin-1 C-terminal tail suppresses
cystic phenotype in autosomal dominant
polycystic kidney disease in a Pkd
genotype-independent manner

Authors: Victoria Rai victoria.rai@yale.edu,

NTF <

Laura Onuchic, and Michael Caplan

Publication: Physiology
Volume 41, Issue S1 2026

nature communications 8

Article ety ff cloi .o g/ A0 1038 fad 1467-023- 374401
The C-terminal tail of polycystin-1 suppresses

cystic disease in a mitochondrial enzyme-
dependent fashion
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We report the unexpected finding that expressing the C-terminal 200 aa (CTT) of
PC1 in an orthologous murine model of ADPKD is sufficient to suppress the
development of the cystic phenotype.



https://journals.physiology.org/doi/abs/10.1152/physiol.2026.41.S1.2297786#con1
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Substitution of six nucleotides within the miR-17 motif ameliorates PKD

Modification of Pkd7 3'UTR miR-17 motif o :15%‘?1‘

— ===

Modified o
> Pkd 17 miR-17 motif e Y s ' Polycystin 1 q

— I L-———1 J \ )
Deleted exons ~—

" miR-17 is unable to bind to
modified binding site

Amelioration of PKD

Nucleic Acids Research, 2026, 54, gkaf1538
https://doi.org/10.1093/nar/gkaf1538
NAR Breakthrough Article -
NAR Breakthrough Article JeFgaer:Ts

Disruption of a six-nucleotide miRNA motif improves PKD1
dosage and ameliorates polycystic kidney disease

Ronak Lakhia ©"", Chunzi Song", Laurence Biggers, Maggie Zumwalt, Jesus Alvarez,
Arvind Somasundaram, Harini Ramalingam, Patricia Cobo-Stark, Vishal Patel

Department of Internal Medicine and Division of Nephrology, UT Southwestern Medical Center, Dallas, TX 75390, United States
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Variant Types
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OPEN Translational readthrough therapy
for ADPKD induces polycystinl
expression and partially rescues
functional deficits in PKD1 mutant
cells

Elena Torban®?", Lucie Canaff’, Sima Babayeva®, Nadezda Kachurina?, Chen-Fang Chung?,
Splicing, 2.5% Albert C. M. Ong“®, Ahsan Alam® & Paul R. Goodyer?®*

71,5% truncating
PKD1 variants

3

Translational readthrough: Metadpaotiki napakapdn/avayvwon. —
Genotype-Specific

Stop codon readthrough: Napdkapydn tov Kwdikoviov ARENG. (Genotype-driven)

Translational Readthrough-Inducing Drugs (TRIDs)

by binding to eukaryotic ribosomes, allowing them to bypass Premature Termination Codons (PTCs) in
MRNA.

This restores production of full-length, functional proteins, offering a therapeutic approach for genetic
disorders caused by nonsense mutations, such as cystic fibrosis, Duchenne muscular dystrophy, and recessive
skin diseases.

“Decoding Corruption” “Sense from nonsense”




Farabursen (RGLS8429) ...KOlL YWpPLC TIAPEVEPYELEC N YEVETLKN TtapepBaon?
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Gene-Based Therapeutic Strategies Under Development for ADPKD

.

Kidney

Development

Medium (dual-AAV

Point mutations

'Durable

Strategy Vector footprint Edit/cargo scope deliverability Durability i
status in ADPKD
(today)
. High Concept with
cDNA transgene Large (PKD1 ~13 . ) Challenging (cargo ) o .
] Mutation-agnostic (episomal/long- mini-PC1 variants
(“augmentation”) kb) > AAVY) _
term) \emerging Yy
>~ - = — e
CRISPRa (gene up- Mutation-agnostic Plausible with . o
) Small || Potentially durable J| Preclinical
regulation) (dosage) AAV/LNP y!
M/
- r - .
r g ‘ -~
(- Feasible in { f Preclinical

Normal PKD allele

m PKD allele with pathogenic variant mMRNA degradation,
translational repression

2 miR-17

=

2 PC1/PC2 . Normal functional
= —¥ — stable expression iavel

£

S PKD PKD mMRNA target

Reduced
functional level

Decreased mRNA

TN miR-17 degradation

5e [ |

o E anti-mi-17 LLLLL Increased Improved PC1/2
E;_‘ — gy ———>  Peeec2 Functional level
5% o ko i Sprassion

Base editing . organoids; in vivo (organoid
typical) (subset) ) . ’ )
\ delivery evolving correction)
Ca
. : . Preclinical (other
. B Large (split Broad edits (~50 Capsid/LNP
Prime editing . ) Durable organs); renal
systems) bp) engineering needed )
adapting
—_— ﬁ
o ) | Mutation-agnostic Favorable renal o
Anti-miR-17 ASO Small (single oligo) Redose Clinical (Ph1b)
l (dosage) exposure
‘ s
~ —\\ | —
Nonsense or _ o
ERSGs / SSOs Small Feasible Redose Early clinical/ PoC

splicing variants
JI\

—

1b.

cDNA: Complementary Deoxyribonucleic Acid, PKD1: Polycystic Kidney Disease 1 gene, kb: Kilobase, AAV: Adeno-Associated
Virus, CRISPRa: Clustered Regularly Interspaced Short Palindromic Repeats Activation, LNP: Lipid Nanoparticle, ASO: Antisense
Oligonucleotide, ERSG: Exon Retention Small Gene, SSO: Splice-Switching Oligonucleotide, PoC: Proof of Concept, Ph1b: Phase
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E Pkd1"* (8) Pkd1®® (@) Pkd1%c""- (@)
B 0.0007 ——
—~ 2.5+ MRCT [ o . ®eemwsim. o= 190kDa
® e ——
E 42 kDa
—_ S 2.0+ %
. hp ° " F 0.0149 0.0068 0.0061 0.0127
T o ) 2.0 = — =21 .012]
N 2 1,54 <0.0001 00055  <0.0001  0.0046
2 3 =S = TP N
‘_S 3, 1.0+ " 8 r - :
) y . :
~ 5 <109 & , o~
Q 2 0.5 z : &
5 E )5 % é
© goLNT___N=7 ' e
TKV = 2093 mm? RC- RC*17/- ol ™ =
’ Mret Arg1 Cel2 Ym1
< 0.0001 < 0.0001 < 0.0001 .
D 0.5 —— — — G Pkd1*" (8) Pkd1Rc" (@) Pkd1?¢""" (@)
0.4+ SVMA - = ~ ] 42kDa
=r
B 0.3
o
y PR \E/
v, TR & 027 H s 0.0045 00289  0.0405  0.0129
o ‘G 0.1 é 0.0002 £ 0.0007 £ 0.0008 £ 0.0015
M .- g 22 ;
. N_7 1.5 f ® g [ ] 2 ¢
P45 P60 P90 = 2 =
104 F+ -I— | -I-
P ; : H ®)
Nucleic Acids Research, 2026, 54, gkaf1538 - 14 °® ® ° ®
Nk rea it e € o b % ® vy
’ NAR Breakthrough Article 411 0.54 * : i
| " . E
Disruption of a six-nucleotide miRNA motif improves PKD1 0.0 = - é -
dosage and ameliorates polycystic kidney disease ’ Acta? Col1at Tgfb2 Vimentin
Ronak Lakhia ®**, Chunzi Song", Laurence Biggers, Maggie Zumwalt, Jesus Alvarez,

Arvind Somasundaram, Harini Ramalingam, Patricia Cobo-Stark, Vishal Patel

Department of Internal Medicine and Division of Nephrology, UT Southwestern Medical Center, Dallas, TX 75390, United States

=To whom correspondence should be addressed. Email: Ronak lakhia@utsouthwestern.edu
'"These authors contributed equally.




light

complete

. protein
ribosome

ASO )

premature stop authentic stop

Nucleic Acids Research, 2024, 52, 8687-8701 <
httpsJ//doi.org/10.1093/nar/gkae624

Advance access publication date: 16 July 2024

Chemical Biology and Nucleic Acid Chemistry OXFORD

mRNA-specific readthrough of nonsense codons by
antisense oligonucleotides (R-ASOs)
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“As research progresses, r-ASOs
could become a pivotal tool in
readthrough therapies, though
their use in improving PKD
therapy remains to be seen.”

These therapies promote full-length protein
production by allowing the ribosomal machinery
to “readthrough” the premature termination
codons caused by nonsense mutations.
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PKD1 Allelic Combinations

AKDH

functional polycystin dosage and cystic disease severity.

Cystic disease

Mechanisms of Cyst Development in
Polycystic Kidney Disease

Jiahe Qiu, Gregory G. Germino, and Luis F. Menezes
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Matl eivat avaykaio n yevetikn Beparmevutikn otnv NMoAukuoTikr) vooo twv vedpwv (MKN) ?
Oa elval amOTEAECUATLKI KOl XWPLC TTapEVEPYELEC ?

Moleg yeveTIKEC LOlattepoOTNTEC UTIAPXOULV otV MKN ?

2€ TTOLO ONMUELO TWV YEVETIKWY SPOUWV UMOPOUE VA TIOPEBOULE KOl WG ?

Tu 6ebopéva uTIAPYXOUV PEXPL OrHEPO ATIO TLC TTOPEUPBACELC pag?

TLva TIEPLUEVOUE KAl TIwC Ba XELPLOTOUUE Tal HESOUEVA KOl TA ATTOTEAECUATO MLOC KALVIKAC LEAETNC dAONG 3 LE VEVETLKN
napéuBaon otn MKN?

Moleg mepaLTEPW SUVATOTNTEC YEVETLKNG EMEEEPYOOLAC EXOUE KOL TIWG LITOPOUKE va TIG edbapOCOUUE o€ emimedo
vedbpwv?
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Truncating Exon skipping
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With the truncating variants in COL4AS5, the type collagen a5 chain will terminate at
the stop codon and the NC1 domain is missing (left panel).

In contrast, exon-skipping therapy will replace the truncating variant with an in-frame
deletion variant at the transcript level and the NC domain is not lost

Development of an exon skipping therapy for X-linked Alport syndrome with
truncating variants in COL4A5
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Base editing can constitute a viable therapeutic strategy for PKD
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Genetics of cystogenesis in base-edited human organoids

reveal therapeutic strategies for polycystic kidney disease
Courtney E Vishy1, Chardai Thomasi, Thomas Vincentl, Daniel K
Crawford2, Matthew M Goddeeris2, Benjamin S Freedman3
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