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RESULTS RESULTS

ABSTRACT

Background . ° . o o e o o
Per FDA Guidance, the primary efficacy endpoint for trials evaluating antimicrobials for treatment of UTI is a combined Tqble 1 * StUdy 31 0 OUfcomeS Gi' TOC qnd EOT qnd Reqsons for Fqllure Tqble 3‘ summary Of Asymptomahc BCIC"'Q"U"CI In Recenf UUTI T"Clls
clinical/microbiologic response. Overall success requires both resolution of UTI symptoms and demonstration that the q-l- TOC in the micrO'MITTS PO UICIfions - — - —
causative uropathogen is reduced to < 103 CFU/mL at a fixed time point after randomization, regardless of whether the patient P Combined Response at TOC Clinical Response at TOC Asymptomatic Bacteriuria
is asymptomatic. Previously, we retrospectively evaluated the impact of post treatment asymptomatic bacteriuria (ASB) for ] ] . . . . o . . . o . .
Phase 3 clinical trial patients with UTI and found that ASB was not a predictor of subsequent clinical failure. In this study, we micro-MITTS Population Study / Population Regimen A Regimen B Difference (95%CI) Regimen A Regimen B Difference (957 C1) Regimen A Regimen B
prospectively assessed the impact of post treatment ASB on subsequent clinical response for adult women with uUTI. Amoxicillin/
Methods Sulopenem etzadroxil/ | . , Sulopenem etzadroxil/ | . , Sulopenem
Study IT001-310 was a Phase 3 randomized, double-blind, double-dummy, active controlled trial to evaluate the safety and Sump;nem CIaVUI;nate Dift o IT001_3(1)1 / FQ-S probenecid 247/370 Clproﬂoxaglél 326/415 -11.8 (-18.0, -5.6) probenecid 300/370 Clproﬂoxgajlil 349/415 -3.0(-8.4,2.3) etzadroxil/ Ciprofloxacin 3.9%
efficacy of sulopenem/probenecid (SUL) versus amoxicillin/clavulanate (AMC) for the treatment of uncomplicated UTI (uUTI). n (%) n (%) ifference (%), population (66.8) (78.6) (81.1) (84.1) probenecid 12.7%
Adult women were randomized to receive SUL or AMC, both bid for 5 days. The primary efficacy outcome was overall success Outcome N=480 N=442 (93% CI)
(combined clinical/microbiologic success) at the Test of Cure (TOC) visit in the mMITT population. ASB at TOC was prespecified Overall response of success at TOC
as an additional e.ff.icc?lcy endpoin.t to be assessed, and the presence of ASB at the End of Treatment (EOT) and TOC visit was 296 (61.7) 243 (55.0) 6.7(0.3, 13.0) IT001-310 / A/C-S Sulopenem etzadroxil/ Amoxicillin/ Sulopenem etzadroxil/ Amoxicillin/ Sulopenem Amoxicillin/
evaluated to see if it impacted clinical response at the following visit. : . probenecid 296/480 | clavulanate 243/442 6.7 (0.3, 13.0) probenecid 371/480 | clavulanate 339/442 0.6 (-4.8, 6.1) etzadroxil/
Results Overall response of failure at TOC 160 (33.3) 177 (40.0) population 617 550 7 1 6.7 b 1 14.6% clavulanate 20.6%
. . . . . . roocncci .
2,222 women were randomized; 990 (44.6%) were in the mMITT population. ASB was the reason for nonresponse in 74 ( ) ( ) ( ) ( ) P ’
(14.2%) and 93 (19.9%) patients treated with SUL and AMC, respectively. As shown in Table 1, for both treatment arms, the Reason for failure: EAGLE 2 / NFT-S Gepotidacin 162/320 Nitrofurantoin Gepotidacin 210/320 Nitrofurantoin S : :
presence of ASB at the EOT and TOC visit did not lead to clinical failure at the following visit. ASB only 70 (14.6) 91 (20.6) Population™ P (50.6) 135/287 (47.0) 4.3 (-3.6, 12.1) P (65.6) 187/287 (65.2) 1.2 (-6.3, 8.7) Gepotidacin 15%* [Nitrofurantoin 18.1%*
Table: Association of Asymptomatic Bacteriuria at the End of Treatment and Test of Cure Visits and Clinical Response at the Following
Visits, micro-MITT Population Clinical failure only 63 (13.1) 47 (10.6) EAGLE 3 / NFT-S Gepotidacin 162/277 |Nitrofurantoin 115/264 14.6 (6.4, 22.8) Gepotidacin 188/277 Nitrofurantoin 4.4(3.5.12.3) Genotidacin 9.4%* Nitrofurantoin 19.7%%
micro-MITT patients treated with sulopenem micro-MITT patients treated with amoxicillin/clavulanate B h 1. - 1 d ‘ b . 1 . P 0 pul at i 0 ns* ( 5 8 . 5) ( 4 3 . 6) . o Ty . ( 6 7. 9) 1 6 7 /2 6 4 ( 6 3 . 3) . el . p . 0 . 0
Clinical Success at TOC Clinical Success at TOC Ot clinical and microniologic
Overall Response at (D12) Overall Response af (D12) faih%re 26 (5.4) 35 (7.9) * Data for gepotidacin and nitrofurantoin taken from Table 2 of Wagenlehner F, et al®> where ASB patients are referred to as ‘clinical success, microbiological failure’. NOTE: no formal head-to-head study has been conducted between sulopenem and gepotidacin or nitrofurantoin.
EOT (D5) N (%) p-value EOT (D) N (%) p-value
Success 259272(95.2) Succass 226243 (93.0) . . . Table 4: Study 301 Asymptomatic Bacteriuria and Subsequent
— T b 01 — o 0527 Receipt of non-study antibacterial 3 (1.7) 4(0.9)
- 000 0 | therapy for uUTI | | Clinical Response to Treatment Among Sulopenem-Treated CO N C |_ U S | O N S
OverTa(l)lgtEi)plozl;se at Clinical Success at e OzfrTa(l;gtaS)pﬁl;se Clinical S»Il)lzcgess atFv — : : ° ° _ ° : —
PV o2 o Antibacterial therapy alone 1(0.2) 4(0.9) Patients, micro-MITTS Population .+ Inthe REASSURE trial (Study 310), sulopenem and amoxicilin/clavulanate, both p-lactams,
TR rorrrr e D ST T v M Indeterminate 24 (5.0) 22 (5.0) appear to have similar effects on the frequency of post freatment ASB
calur posive plo cnicel syetpenee. ot miero MITT rerobilogto odified ffent o-eat BOT - o of entment TOC — ot ooy Y — Tl i, ASE - sogtomaie bocentts Clinical success at TOC N 239 (76,7 0648 61 Patients treated with sulopenem . . .
onclusions B o ’
Concl (77.3) (76.7) 6 ( ) For patients in both treatment arms, the presence of ASB a week after completing UTI
SUL and AMC, both B-lactams, appear to have similar effects on the frequency of post treatment ASB. For patients in both ; : : . . ’rherapy was not a marker of SUbSGC{UGﬂT clinical failure.
treatment arms, the presence of ASB a week after completing UTI therapy was not a marker of subsequent clinical failure. Microbiologic success TOC 361 (75.2) 295 (66.7) 8.5 (2.6, 14.3) Clinical Failure at TOC (D12) — These findings align with retrospective results from Study 301 where post freatment ASB
. : : : ) : : : . : . . . -0, 1. o _ : 7 . o . . .
'::Seu:::::l:;:]nagf ASB as pa.rt of.the primary endpomt for Stl-JdleS of UTI should be .recon5|d?req_ |nC|l.JS|0n of.m|cr0[?|o|0g|c Overall Response at EOT (DS) n/N (A)) P value WAS HOT d predICTOI' Of SUbSGC{UeﬂT CllﬂlCOl fC1||Ure fOr PhOSG 3 CllthOl T”Ol pCﬂ'IeﬂTS WlTh UUT|3
ymptomatic patients after complete resolution of uUTI symptoms is a practice inconsistent with available Overall response of success at EOT Success 22/240 (9.3)
treatment recommendations. 252 (52.5 226 (51.1 14 (-5.1,7.8 i1 , ) i i ) .
(52.5) 1. ( ) Fail. ASB UILO.1) V.00 Inclusion of ASB as part of the primary endpoint for studies of UTl should be reconsidered

INTRODUCTION

Clinical Failure at FV (D28) — The degree and duration of post freatment ASB likely differs for each antibiotic and is not
Per FDA Guidance'-?, the primary efficacy endpoint for trials evaluating antimicrobials Table 2: Study 310 Asymptomatic Bacteriuria and Subsequent Clinical Overall Response at TOC (D12) n/N (%) p-value currently defined
for freatment of uncomplicated urinary tract infection (UUTI) and complicated urinary Response to Treatment, Sulopenem- and Amoxicillin/clavulanate- Suceess 15/247 (6.1)
fract intection (cUTl) is a combined clinical and microbiologic outcome response. P ’ P Fail: ASB 4/47 (8.5) 0.533 — Inclusion of microbiologic results from asymptomatic patients after complete resolution of

Overall success requires both resolution of UTI symptoms and demonstration that the
causative uropathogen is reduced to <103 CFU/mL at a fixed fime point after
randomization, regardless of whether the patient is symptomatic.

Previously, we retrospectively evaluated the impact of post treatment asymptomatic
bacteriuria (ASB) for Phase 3 clinical trial patients with uUTI (Study 301) and found that
ASB was not a predictor of subsequent clinical failure. In the REASSURE trial (Study 310),
we prospectively assessed the impact of post treatment ASB on subsequent clinical
response for adult women with uUTI.

METHODS

Study IT001-310
* Multicenter, double-blind, active-controlled, Phase 3 randomized trial
o 2222 adult women with uUTI
« Pyuria, bacteriuria, and clinical signs/symptoms of uUTI
« Compared sulopenem etzadroxil/probenecid (oral sulopenem) 500 mg/500 mg
PO BID x 5 days to amoxicillin/clavulanate 875 mg/125 mg PO BID x 5 days
« Primary endpoint: overall (clinical + microbiologic) response in the micro-MITT
population at the Test-of-Cure (Day 12) Visit
« Additional endpoint: rate of post-treatment ASB at End-of-Treatment (DS5), Test-of-
Cure (D12) and Final Visit (D28).
« ASB was defined as clinical cure (resolution of the symptoms of uUTI
present at tfrial entry and no new uUTI symptoms) and microbiologic
persistence (= 103 CFU/mL of the baseline uropathogen

Treated Patients, micro-MITTS Population

Patients treated with sulopenem Patients treated with amoxicillin/clavulanate

Clinical Success at 0 il Clinical Success at
Overall Response|  TOC (D12) Res;:'l‘;ie , TOC (D12)
at EOT (DS) n/N (%) p-value EOT (D5) n/N (%) p-value
Success
Success 241/252 (95.6) 0.872 210/226 (92.9) 0.538
Fail: ASB 26/27 i96.3i Fail: ASB 42/44 i95.5i
Overall Response Clinical Success at Re?;ﬁ;:il at Clinical Success at
at TOC (D12) FV (D28) p-value TOC (D12) FV (D28) p-value
Success 274/296 (92.6) 0634 Success 231/243 (95.1) 0196
Fail: ASB 65/69 (94.2) Fail: ASB 83/91 (91.2)
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Table 5: Summary of Asymptomatic Bacteriuria in Recent cUTI Trials

Combined Response at TOC Clinical Response at TOC
Regimen A Regimen B Dnfference Pegimen A Regimen B Difference
(93%CT) (93%CI)
Study 302 Sulopenem—  Ertapenem— Sulopenem—»  Ertapenem—
PO sulopenem PO Cipro/AC PO sulopenem PO Cipro/AC
301444 325/440 (73.9) -6.1 307/444(35.4) 389/440 10
(67.9) (-12.0,-0.1) (33.4) (-3.1,5.1}
Wagenlehner et al CTZ-AVB—PO Doripenem— PO CTZ-AVE— PO Doripenem— PO
(CID 2015)  Ciproor TMP- Cipro or TMP- Cipro or TMP- Cipro or TMP-
SMX SMX SMX SMX
280/393 269/417 6.7 332/393 360/417 -19
(71.2) (64.5) (0.30,13.12] (84.5) (86.3) (-6.78,5.02)
Kayeetal Meropenem Piperacillin Meropenem Piperacillin
(JAMAZ2018)  Yaborbactam - Tazobactam— Yaborbactam - Tazobactam—
PO Levo? PO Levo PO Leve! PO Leyo
143/192 128/182 4.1 1741152 157/182 44
(74.3) (70.3) (-4.9,9.1) (90.6) (86.3) (-2.2,11.1)
Wagenlehneretal Flazomicin - Meropenem— Flazomicin —»  Meropenem—»
(NEILM 2019} PO Leyo or other PO Leyo or other PO Leyp or other PO Leyo or other
156/191 138/197 11.6 17019 178/197 -14
(81.7) (70.1) (2.7,20.3) (89.0) (90.4) (-7.9,32)
Wagenlshmeretal  Cefiplozane  Levofloxacin® Ceftolozane  Levofloxacin®
{Lancet 2013) tazobactam tazobactam
306/398 275/402 85 366/308 356/402 i4d
(76.9) (65.4) (2.3, 14.6) (92.0) (85.8) (-0.7, 7.6)
Eckburzetal  Oral tebipenem  Ertapenem Oral tebipenem  Ertapenem
(NEIM 2022) pivoxil pixgxil
hydrobromide hydrobromide
2647449 238/41% -33 413/449093.1)  352/4190%93.6) —0.6
(38.9) (61.6) (—9.7,3.2) (—4.0 to 2.8)

Asymptomatic Bacterinria
Pegimen A Fegimen B

Sulopenem—  Ertapenem—
PO sulopenem PO Cipro/AC

22% Cipro - 5: 3%

Smppclay 12%
CTZ-AVE—PO Doripenem— PO
Cipro or TMP- Cipro or TMP-

SMX SMX
13% 12%
Meropenem Piperacillin

Yaborbactam - Tazobactam—

PO Levo! PO Levo
16% 16%
Flazomicin —»  Meropenem—
PO Leyp or other PO Leyo or other
T 20%

Cefiolozane  Levofloxacin®
tazobactam
15% Levo-R:- 38%°
Levo-5: 13.4%°
Oral tebipenem  Ertapenem
Rioxil
hvdrobromide
3% 32%

uUTI symptoms is a practice inconsistent with available freatment recommendations

« Screening for and treatment of ASB is not recommended for most patients, except
for those who are pregnant or undergoing an endourologic procedureé?

«  Obtaining “proof of cure” urine cultures after symptomatic resolution is not standard
of care in clinical practice’!
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