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Background

Despite improved sociosanitary
conditions in the last decade, enteric
fever remains a major cause of disability
and death.

There is a trend of increased incidence
of S. Paratyphi A in parts of Asia,
estimated as ~35% of cases in India and
Nepal and >60% of enteric fever in
China, with a similar trend towards
rising antimicrobial resistance.

We present the interim safety results
from a first-time-in-human (FTIH) study
aimed to evaluate the safety and
immunogenicity profile of a novel
Typhoid and Paratyphoid A conjugate
vaccine (bivalent), aimed to prevent
both typhoid and paratyphoid enteric
fever in infants and older age groups
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! Antigen Description
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Summary of study design

Protocol Title: A Phase |, observerblind, randomised, controlled, single-centre study to evaluate the safety, reactogenicity, and immune responses to an
adjuvanted and non -adjuvanted conjugate vaccine against Sa/monel/laTyphiand SalmonellaParatyphi A in healthy adults 18 — 50 years ofage in Europe

Rationale for Study:

First time in Human (FIH) Clinical Trial to characterize safety and immunogenicity profile ofthe candidate vaccine

Description of study:

96 healthy adults received either a high or lower dose ofthe candidate bivalent vaccine with or without alum adjuvant or active
comparators.

Primary Objective:

Evaluate the safety profile of the fVi-CRM,+0:2-CRM, vaccine with and without adjuvant

Secondary Obijectives:

1
2.

3.

Evaluate the long-term safety profile of the fVi-CRM,y,+O:2-CRMy, vaccine with and without adjuvant

Evaluate the immunogenicity profile oftyphoid and paratyphoid A components of fVi-CRM,,+0:2-CRM,, vaccine with and
without adjuvant, using ELISA assay

Evaluate the seroresponse rate to the typhoid and paratyphoid A components of the fVi-CRM,y,+0:2-CRM,y, vaccine, with
and without adjuvant

Investigational Products:

Two dose levels of Typhi/Paratyphi A vaccine with and without adjuvant are
tested in the study:

5ug/ 5ug dose (low dose — by fractional dosing) » Manufactured by Biological E Ltd.
5ug/ 5ug dose with aluminum hydroxide (low dose adjuvanted — by fractional (Bio E, India)
dosing)

25ug/25ug dose (full dose)
25ug/ 25ug dose with aluminum hydroxide (full dose adjuvanted)
ComparatorS/CQntrOIS: o ‘ ‘ ‘ . » Manufactured by Sanofi Pasteur
» Typhim Vi (Typhoid Vipolysaccharide vaccine (Vi-PS vaccine)) » Manufactured by GSK
» Boostrix (TdaP)
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F Interim analysis results
Subject disposition and inclusion in Per I_m_
Protocol Set Assessed for eligibility
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Interim analysis results

Demographic characteristics of Exposed Population

Sex
Male

Female

Age (years)

Race
White

Country
Belgium

n (%)
n (%)

n
Mean
Minimum

Maximum

n (%)

n (%)

Low Dose
(N=12)

1(8.3)
11(91.7)

12
31.9
20
47

12 (100.0)

12 (100.0)

Low Dose
+ Alum

(N=12)

6 (50.0)
6 (50.0)

12
31.8
20
49

12 (100.0)

12 (100.0)

Full Dose
(N=24)

10 (41.7)
14 (58.3)

24
27.0
18
49

24 (100.0)

24 (100.0)

Full Dose
+ Alum

(N=24)

7 (29.2)
17 (70.8)

24
271
18
46

24 (100.0)

24 (100.0)

Typhim Vi
(N=24)

6 (25.0)
18 (75.0)

24
30.7
18
50

24 (100.0)

24 (100.0)

All Participants
(N=96)

30 (31.3)
66 (68.8)

96
29.2
18
50

96 (100.0)

96 (100.0)
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Interim analysis results

SOIiCited Events Proportion of participants reporting at least one solicited event
analysis — 7 days

post dose 1 o Dos Tt
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Interim Analysis results
Solicited Events analysis — 7 days post dose 1

Proportion of participants reporting
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Interim analysis results
Unsolicited Adverse Events analysis —28 days post dose 1

Proportion of participants reporting at least one unsolicited AE

Low Dose
(N=12)

Low Dose+Alum
(N=12)

U licited :
#nsoliette ® No Serious Adverse Events
m Related
m Grade 3 (SAES)
Full Dose
(N=23) = Related Grade 3 = No Adverse Events (AEs)
leading to study/ treatment
discontmuation
Full D +Al
TNy "= No Deaths
TYPHIM Vi
(N=24)
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Conclusions

* There were no SAEs, AEs leading to withdrawal from the study or Interventional
Product discontinuation up to 28 days after the first study intervention
administration mn all groups.

* Pam was the most frequently reported solicited admimnistration site event, reported
ata similar frequency for all groups except for the Low Dose group without alum
which showed a lower frequency. Overall, one grade 3 pain was reported in the
Full Dose group with alum.

* Solicited systemic events were reported at a similar frequency for the Full Dose
groups and the Control group. There was a higher frequency of grade 3 events (3)
in the Full Dose +Alum group.

* Unsolicited AEs were reported with a similar frequency across the groups, with a
higher frequency ofrelated severe AEs in the Alum groups (8.3%).
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Solicited & Unsolicited Adverse events analysis — 28 days post dose 1

% of subjects reporting at least one AE
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Unsolicited Adverse events analysis —28 days post dose 1

System Blood and Gastrointestin General Infections and Investigations Musculoskelet Nervous Reproductive Respiratory,
Organ lymphatic aldisorders  disorders and infestations aland system system and  thoracic and
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! Rate of Concomitant Medication use —28 days post dose 1

Low dose
without alum

(%)

Low dose with
alum (%)

Full dose
without alum

(%)

Full dose with
alum (%)

Typhim Vi (%)

Any Medication 91.7 75.0 79.2 79.2 83.3
Antipyretic 41.7 41.7 33.3 45.8 66.7
Prophylactic - - - - -
Antipyretic

Antibiotics 8.3 8.3 - 12.5 8.3
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! Safety Lab results summa

Low dose Low dose with Full dose Full dose with Typhim Vi

without alum without alum alum

alum
N 12 12 24 24 24
Grade 1 abnormalities 4 3 3 0 0
Grade 1 Hb change 8 6 14 14 13
from baseline
Grade 2 Hb change 0 0 1 0 0
from baseline
Grade 3 orabove Hb 0O 0 1 2 0
change from baseline
* No other grade 2 abnormalities reported
* No other grade 3 or above abnormalities reported
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