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Gonorrhea is a growing global public health concern

Gonorrhea is the second most prevalent bacterial sexually transmitted infection?
CDC and WHO have raised alerts regarding ceftriaxone-resistant Neisseria gonorrhoeae??3
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Zoliflodacin Development Through a Public-Private Partnership
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ADME, absorption, distribution, metabolism, elimination; BE, bioequivalence; DDI, drug-drug interaction; FE, food effect; PK, pharmacokinetics; TQ,: thorough QT; SAD, single ascending dose s |
SAD/FE trial: D4930C00001; ADME trial: D4930C00001; Phase 2 trial: NIAID 16-0014; PK trial: NIAID 16-0118; TQT trial: NIAID 16-0110; INNOVI VATﬁf;;;{mg

FE trial: GARDP-Z-0002 (STI_Zoli002); Phase 3 trial: GARDP-Z-0001 (Zoli001); BE/DDI Trial: GARDP-Z-0003 (Zoli 003)




Zoliflodacin For Treatment of Uncomplicated Gonorrhea
Zoliflodacin is a first-in-class, single-dose, oral spiropyrimidinetrione antibiotic

® Unigue mode of inhibition resulting in no cross-resistance
to other antibiotics including fluoroquinolones

® Bactericidal inhibition of DNA replication:

o Primary target is GyrB subunit of DNA gyrase in a site distinct
from fluoroquinolones which target the GyrA subunit

® |n vitro activity against Neisseria gonorrhoeae including
multidrug-resistant strains

Zoliflodacin

o low propensity to develop resistance in vitro GyrB

PDB ID 8BP2: Morgan H. et al. Int J Mol Sci. 2023, 24(2), 1634
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Pivotal Phase 3 Registrational, Randomized, Comparative Trial

Evaluate the safety and efficacy of zoliflodacin compared to combination of ceftriaxone + azithromycin
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Trial designed with 90% power and a 12% noninferiority margin

® Phase 3 noninferiority trial analyzed a total of 930 patients with uncomplicated urogenital gonorrhea and included women
(12%), adolescents (1.5%), and people living with HIV (21.4%)

® Thisis the largest trial conducted for a new gonorrhea treatment

® Global Phase 3 trial with recruitment from 18 clinical sites across 5 countries, including Belgium, the Netherlands, South
Africa, Thailand, and the US

IM, intramuscular; TOC, test of cure
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Zoliflodacin Met The Primary Endpoint of Non-Inferiority

Microbiological cure was >90% at TOC in both treatment arms for patients with urogenital gonorrhea

Microbiological cure rate at Test of Cure visit Zoliflodacin met the primary efficacy endpoint of non-
_ _ _ _ inferiority to the comparator at TOC visit in the
B Zoliflodacin Ceftriaxone + Azithromycin urogenital Micro-ITT Population
o [ J H 0, [o) . o o)
100% 50.9% 96.2% Treatment difference 5.3% (95% Cl: 1.4%, 8.7%)
902/0 ® Includes patients that did not comply with trial treatment,
80% including those lost to follow-up
70%
60% ® In the evaluable population, the microbiological cure rate
S0% was 96.8% (460/475) for the zoliflodacin arm compared to
40% 100% (229/229) for the comparator arm representing a
0
30% difference of 3.16% (95% Cl: 1.10 - 5.14).
20%
10% 460/506 o The evaluable population included all randomized participants who had a
0% positive N. gonorrhoeae culture at baseline and whose baseline AST result

showed no pre-existing resistance to comparators, who did not vomit
within 30 minutes of administration of drugs, and who had a N.
gonorrhoeae culture result at the TOC visit.

Micro-ITT population

5.3% difference
95% Cl: 1.4%, 8.7%

AST, antimicrobial susceptibility testing ; Cl, confidence interval; Micro-ITT, microbiological intent-to-treat; TOC, test of cure
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Microbiological Cure in Pharyngeal and Rectal Gonorrhea

Key secondary analyses were comparable between treatment arms

Microbiological cure rate at TOC visit (Micro-ITT population)
® Keysecondary analysis included

B Zoliflodacin Ceftriaxone +Azithromycin participants with pharyngeal and rectal
[0)
188; &7 3% 88 6% gonorrhea
° 79.2% 78.6% o
80% o Historically lower rates of cure thanthose
70% observed in urogenital disease
60%
igz’ ® Rates of cure inthe zoliflodacin arm were
30; comparable to those observed in the
(0}
20% comparator arm
10% 69/79 .
0% These secondary analyses were not
Pharyngeal infections Rectal infections powered for statistical significance
-0.7% difference 1.2% difference
95% Cl: -20.8%, 16.3% 95% Cl: -14.4%, 12.6%

AST, antimicrobial susceptibility testing ; Cl, confidence interval; Micro-ITT, microbiological intent-to-treat; TOC, test of cure
Soeci
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Overall Summary of Adverse Reactions

Adverse reactions 2 1% in either arm

Headache
Dizziness
Nausea

Diarrhea
Abdominal pain'
Neutropenia

Injection site pain

No emergence of zoliflodacin resistance following therapy was detected

CRO + AZM, ceftriaxone and azithromycin
lincludes the preferred terms abdominal pain, abdominal pain upper and abdominal pain lower
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%
1.9
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0.3
1.6
12.3
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Conclusions

/
Public, private partnerships are helping to address the many challenges in antibiotic drug development

-

In a Phase 3 trial, zoliflodacin met the primary efficacy endpoint of noninferiority to ceftriaxone + azithromycin for
microbiological cure in patients with uncomplicated urogenital infections due to N. gonorrhoeae

- Zoliflodacin vs ceftriaxone + azithromycin microbiological cure rates were 90.9% vs 96.2%, respectively, at
urogenital site (Micro-ITT population)

-

Zoliflodacin was well tolerated and had a comparable safety profile to ceftriaxone + azithromycin

.

If approved, zoliflodacin could be an important treatment option for uncomplicated gonorrhea infections

- Single oral dose

- Demonstrates in vitro activity against multidrug-resistant strains

.
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