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Backgrou nd Endpoints and Statistical Analysis Efficacy Figure 2. Change From Baseline at Week 12 in Average Daily Number of Micturitions, Safety
. » Exploratory endpoints were change from » At week 12, treatment with URO-902 24 and 48 mg was associated with clinically ~ Urgency Episodes, and UUI Episodes (ITT-E Population®) 45 59 of patients receiving URO-902 24 mg, 46.2% receiving URO-902 48 mg, and
| URO-9Q2 Isbzlandlgves(t)gAag)onal gene therapy for baseline to week 12 in mean daily micturitions, relevant improvement vs placebo in mean daily number of micturitions (least , Micturitions Urgency Episodes’ UUI Episodes 50.0% receiving placebo experienced >1 TEAE (Table 3)
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JRO.007 e vector that th urgency episodes, and UUI episodes, as well as squares [LS_. mean change from baseline, —=2.5 qnd 3.0 vs =1.0, respectively), » The most commonly occurring AE was urinary tract infection, occurring in 0%,
-902 is a plasmid vector that expresses the OAB-q and PGI-C scores urgency ep.sodes (LS mean change from base ne, —2.4 and -3.4 vs —1.2), —0.5 - 15.4%, and 3.8% of patients receiving URO-902 24 mg, URO-902 48 mg, and
o subunit of the human BK channel, a large- » Safety was assessed by AEs and postvoid residual and UUI episodes (LS mean change from baseline, 2.4 and —2.6 vs —2.3) 0 olacebo, respectively
conductance Ca**-activated K* channel . (Figures 1 and 2) £ -1.0- ’
- L - - (PVR) urine volume 2 Table 3. Summary of Safety
- The plasmid vector is injected directly into the » This exploratory study had no formal primary Figure 1. Change From Baseline in Mean Daily Number of (A) Micturitions, =~ = _15- '
detrusor under local anesthesia to increase the . . (B) Urgency Episodes,* and (C) UUI Episodes (ITT-E Population’) S URO-902 24 mg URO-902 48 mg Placebo
endpoint hypothesis geNCy Ep ’ P P i ients*. n (© - - _
number of large K* channels and thereby reduce POINL YR , | Y -2.0- Patients®, n (%) (n=22) (n=26) (n=26)
bladder hypercontractility - Nominal P values for each dose group relative to A ; , . Wge" . i . I >1 TEAE 10 (45.5) 12 (46.2) 13 (50.0)
. nlacebo are provided for descriptive purposes 0 | | | | | | 2 -2.5- inal’ inal’ _

* In a small completed phase 1 trial (ION-03), women P P PUTP O S I;I?(;n(i)gaglé pr(;r.]zlrc])zlo prgéga6|4 Nominal* i tre?tme:;ArSatEd AR i(i';) 2(;';) 1(?:)
with OAB treated with URO-902 experienced R It —0.5- - 071 g 30- - p—— P=0 5690 =1 Serious . | —_— (4.5) (7.7) (3.8)
significant reductions in urgency episodes and daily esu S £ - —096 P:(;n(')?)ll >1 TEAE leading to study discontinuation 0 0 0

. . . @ —1.0 ' . co . .
voids with no serious adverse events (SAEs) related Patient : -3.5- Nominal? TEAEs occurring in 5% of patients in any treatment arm
to URO-902! atients 5 _1c- 1.66 P=0.0176 Urinary tract infection 0 4 (15.4) 1(3.8)
e Of the 80 patients randomized, 67 completed @ S —4.0- M Placebo (n=26) M URO-902 24 mg (n=22) M URO-902 48 mg (n=26) Arthralgia 0 2 (7.7) 1(3.8)
o o : : & N -1.77 | o |

ObJEChve V.Veek 12, and 74 WETe hdUded i the § 7 : 0 l"‘T[;:r:zge;]:;ﬁ_t;eti:net);pvc\:;eod\jvg’elfaa:;:)cr]:ij(zs;::’lt,rsgfeeduI;I,zr?rzrlnecr?cnhenei:;je was defined as the “need to urinate immediately” as indicated in the bladder diar Bacteriuria 0 - (77) 0

T — |ntent‘t0‘treat pOpU|at|On O ~2.43 Week 12 LS Mean Difference (95% Cl) *This ex Ioratorp study has no formal primary endpoint h -othesis;g' thuys Evalues are considered nominal ’ " -

, | | | S —2.5- 1.5 (~2.9 to —0.2); Nominal* P=0.0297 PRI PrTETY SIEPRITE TYROTIEsn, T | Hematuria 1(4.5) 1(3.8) 2(7.7)

* To evaluate the safety and efficacy of URO-902 for - 13 patients discontinued the study (placebo, = _2.95 2.0 (~3.3 t0 —0.6); Nominal* P=0.0044 o At week 12, patients receiving UR0O-902 24 and 48 mg experienced greater improvement in COVID-19 pneumonia 2 (9.1) 0 0
the treatment of OAB n=4; URO-902 24 mg, n=4; URO-902 48 mg, n=5) =07 —o— Elsccfggz(r]zzzri)g(mzz) the OAB-g symptom bother score vs placebo (LS mean change from baseline, —24.1 and Hypertension 1(4.5) 0 2 (7.7)

M th d -No patients discontinued due to treatment- _3.5] —@— URO-902 48 mg (n=26) —-25.3 vs —11.2, respectively; Table 2) 1 TEAE of special interes

etnoas emergent AE (TEAE) B : 4 Week : . . » At week 12, a greater proportion of patients receiving URO-902 24 and 48 mg were considered Urinary tract infection 0 4 (15.4) 1(3.8)

study Design * Mean (SD) age was 64.7 (7.1) years, and 13.5% 0 — | i i | | responders on the PGI-C vs placebo (40.9% and 57.7% vs 30.8%, respectively; Table 2) Urinary retention 0 1(3.8)" 0

had riO s treatment W|th OnabOtU“numtOXinA ° - - . sk AE, adverse event; PVR, postvoid residual; TEAE, treatment-emergent AE.

O T’]is was a prespeciﬁed, 12-Week interim (Tablpe 1) —0.5 Table 2' Change From Base"ne at WEEk 12 In QOL Endpo"‘ts (ITT-E POPUIatlon ) :ﬁa;u’entslmzy be ctounted iln |gnore tfllag lgactfgory{*No s_erioutshAE rgsutlitedin death. *1 patient had asymptomatic elevated PVR urine volume (=350 mL) at week 2
a ’]alySIS O': a 48_Week mulhcenter randomlzed g ‘ URO-QOZ 24 mg URO-QOZ 48 mg Placebo dal resolvead spontaneously by wee an Id NOT require Catneterization.

. ’ | bl hi d li & —1.0- -1.17 Outcome (n=22) (n=26) (n=26)
double-blind, placebo-controlled, dose-escalation Table 1. Demographics and Baseline 3 _1.47 - C I -
study (NCT04211831) Characteristics (ITT-E Population™) § 15 o- OAB-q symptom bother scoret onciusions
B . . URO-902 URO-902 % P Mean (SD) baseline 67.6 (20.9) 72.4 (16.6) 67.5(22.9) . . . . |

o Wom;n agec(ilJCL)”)79 Xears with tC)AdB andtulrge urlnarzj/ 24mg  48mg  Placebo  Overall 5 20 -2.09 Mean (SD) week 12 42.7 (21.9) 42.4 (22.8) 58.0 (21.0) * |n this prespecified 12-week analysis of a phase 2a trial of women with
Incontinence WNO were not adeguately manage Characteristic n=22 n=26 n=26 n=74 c —2.37 " ' f _ ' '
with oral OAB medications were rangom yyaSSignegd A ( ) ( ) ( ) ( ) § & 5 s Week 12 LS Mean Difference (95% Cl) .S mean (95% Cl) change from baseline | -24.1 (-34.5 to -13.7) | -25.3 (-35.3t0o -15.2) | -11.2 (-21.6 to —0.8) OAB and UU" d Slrgle dose O U_RO 992 24 or 438 T].g Was a_'SSOC ateq with

e, mean ' ' | o _~f
° > 309 —— Placebo (n- N 2 (4010 =04); Nominall P=0.0176 | ; » URO-902 was also shown to be safe and well tolerated
48 mg, or placebo administered by intradetrusor Age group, n (%) . ngﬁggz‘gﬁi’g(nzzz) ~3.39 Nominal Pvalue§"s placebo 0.0431 0.0246 N . _ |
injection via cystoscopy under local anesthesia <65y 8(36.4) | 18(69.2) | 12(46.2) | 38 (51.4) 3.5] —@— UR0-902 48 mg (n=26) PGI-C responders -Only 1 patient (48-mg arm) experienced an AE related to urinary
» Patients were randomly assigned 2:1 to receive >65 y 14 (63.6) | 8(30.8) | 14 (53.8) | 36 (48.6) C Week Week 12 responders, n (%) 9 (40.9) 15 (57.7) 8 (30.8) retention; this AE resolved within 4 weeks and did not require
| - + ; : h 2 : P 12 CMH diff 95% Cl) vs placeb 11.2 (-15.4t037.9) | 28.1(3.4t052.8 72t
JRO-902 (24 mg [cohort 1] or 48 mg [cohort 2]) UUl episodes per day, n (%) 0 | | | | | | ifference (95% Cl) vs placebo 2 (-15.4 10 37.9) 1(3.4 10 52.8) - catheterization
or placebo <3 4(18.2) | 6(23.1) | 7(26.9) | 17(23.0) e Nominal P value vs placebo® 0.4093 0.0256 - -There were no reported TEAEs that led to discontinuation or SAEs that
] ' CMH, Cochran-Mantel-Haenszel: ITT-E, intent-to-treat exposed; OAB-q; overactive bladder questionnaire; PGI-C, Patient Global Impression of Change; QoL, quality of life.
— EaCh COhort Was ra ﬂdom|zed Se pa rately, and >3 18 (818) 20 (769) 19 (731) 57 (770) .g *Defined as all patients who were randomized and treatepd. 'Scored frqom 1-100. Decreasesqin score indicate improvement. *This eiploratory studyias no fo?'mal Zrimary were related tO U RO_902
: . : - g o/ \t @ _10_ endpoint hypothesis; thus, P values are considered nominal. ’Defined as a patient who answered “much better” or “moderately better” on the PGI-C. A patient with a missing o _ ) )
enroliment was sequential starting with cohort 1 Jse of onabotulinumeoxing, n (%) g PGIC responise was considered a nomresponder » Long-term follow-up (48 weeks postinjection) is ongoing
and followed by cohort 2 Naive 18 (81.8) | 23 (88.5) | 23 (88.5) | 64 (86.5) £ e
e Patients completed a 3-day bladder diary within Prior use 4(18.2) | 3(11.5) | 3(11.5) ] 10(13.5) g
Qi ' ' Urodynamic detrusor overactivity, n (%)’ 8 -20- _
/ gays betore StUdY VISI,tS, to collect mformahon on N Y ¥, 0 %) p 225 Week 12 LS Mean Difference (95% Cl) References 1. Rovner E, et al. Neurourol Urodyn. 2020;39(2):744-753.
daily number of micturitions, urgency episodes, and resence 11(50.0) | 19(73.1) | 13(50.0) | 43 (58.1) g o5 7 0.1 (1.4t 1.2); Nominal* P=0.8564
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*An urgency episode was defined as the “need to urinate immediately” as indicated in the bladder diary. "'Defined as all patients who were randomized
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