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• 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

GBD IHME website
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Antigen Description
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Summary of study design

Protocol Title: A Phase I, observer-blind, randomised, controlled, single-centre study to evaluate the safety, reactogenicity, and immune responses to an 
adjuvanted and non -adjuvanted conjugate vaccine against SalmonellaTyphi a nd SalmonellaPa ra typhi A in hea lthy a dults 18 – 50 yea rs of a ge in Europe

Rationale for Study: First time in Huma n (FIH) Clinica l Tria l to cha ra cterize sa fety a nd immunogenicity profile  of the ca ndida te va ccine 

Description of study: 96 hea lthy a dults received either a  high or lower dose of the ca ndida te biva lent va ccine with or without a lum a djuva nt or a ctive
compa ra tors..

Primary Objective: Eva lua te the sa fety profile  of the fVi-CRM197+O:2-CRM197 va ccine with a nd without a djuva nt

Secondary Objectives:

1. Eva lua te the long-term sa fety profile  of the fVi-CRM197+O:2-CRM197 va ccine with a nd without a djuva nt
2. Eva lua te the immunogenicity profile  of typhoid a nd pa ra typhoid A components of fVi-CRM197+O:2-CRM197 va ccine with a nd 

without a djuva nt, using ELISA a ssa y
3. Eva lua te the seroresponse ra te to the typhoid a nd pa ra typhoid A components of the fVi-CRM197+O:2-CRM197 va ccine, with 

a nd without a djuva nt

Investigational Products:

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

• 5µg/ 5µg dose (low dose – by fra ctiona l dosing)
• 5µg/ 5µg dose with a luminum hydroxide (low dose adjuvanted – by fra ctiona l 

dosing)
• 25µg/ 25µg dose (full dose)
• 25µg/ 25µg dose with a luminum hydroxide (full dose adjuvanted)
• Comparators/Controls:

 Typhim Vi (Typhoid Vi polysa ccha ride va ccine (Vi-PS va ccine)) 
 Boostrix (Tda P)

 Ma nufa ctured by Biologica l E Ltd.
(Bio E, India )

 Ma nufa ctured by Sa nofi Pa steur
 Ma nufa ctured by GSK
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Study Schema
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Subject disposition and inclusion in Per 
Protocol Set 

145
Assessed for eligibility

12
Low dose

12
PPS

12
Low Dose + Alum

11
PPS

1
Inclusion/Exclusion 

criteria

24
Control

24
PPS

24
Full dose + Alum

24
PPS

24
Full dose

21
PPS

1
Visit schedule

2
No serology available

49
Excluded

96
Randomised
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n / % = number/ percenta ge of pa rticipa nts in ea ch ca tegory; Source: Ta ble 14.1.6

Demographic characteristics of Exposed Population

Low Dose
Low Dose
+ Alum Full Dose

Full Dose 
+ Alum Typhim Vi All Participants

(N=12) (N=12) (N=24) (N=24) (N=24) (N=96)

Sex

Male n (%) 1 (8.3) 6 (50.0) 10 (41.7) 7 (29.2) 6 (25.0) 30 (31.3)

Female n (%) 11 (91.7) 6 (50.0) 14 (58.3) 17 (70.8) 18 (75.0) 66 (68.8)

Age (years) n 12 12 24 24 24 96

Mean 31.9 31.8 27.0 27.1 30.7 29.2

Minimum 20 20 18 18 18 18

Maximum 47 49 49 46 50 50

Race

White n (%) 12 (100.0) 12 (100.0) 24 (100.0) 24 (100.0) 24 (100.0) 96 (100.0)

Country

Belgium n (%) 12 (100.0) 12 (100.0) 24 (100.0) 24 (100.0) 24 (100.0) 96 (100.0)

Interim analysis results
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Solicited Events 
analysis – 7 days 
post dose 1

Interim analysis results
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Interim Analysis results
Solicited Events analysis – 7 days post dose 1
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Interim analysis results
Unsolicited Adverse Events analysis –28 days post dose 1

 No Serious Adverse Events 
(SAEs) 

 No Adverse Events (AEs) 
lea ding to study/ trea tment 
discontinua tion

 No Dea ths

CONFIDENTIAL
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Conclusions

• There were no SAEs, AEs lea ding to withdra wa l from the study or Interventiona l 
Product discontinua tion up to 28 da ys a fter the first study intervention 
a dministra tion in a ll groups.

• Pa in wa s the most frequently reported solicited a dministra tion site  event, reported 
a t a  simila r frequency for a ll groups except for the Low Dose group without a lum 
which showed a  lower frequency. Overa ll, one gra de 3 pa in wa s reported in the 
Full Dose group with a lum.

• Solicited systemic events were reported a t a  simila r frequency for the Full Dose 
groups a nd the Control group. There wa s a  higher frequency of gra de 3 events (3) 
in the Full Dose +Alum group.

• Unsolicited AEs were reported with a  simila r frequency a cross the groups, with a  
higher frequency of rela ted severe AEs in the Alum groups (8.3%).
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Solicited & Unsolicited Adverse events analysis – 28 days post dose 1

CONFIDENTIAL
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Unsolicited Adverse events analysis –28 days post dose 1

CONFIDENTIAL

System
Organ 
Class

Blood a nd 
lympha tic 
system 
disorders

Ga strointestin
a l disorders

Genera l 
disorders a nd 
a dministra tion 
site  conditions

Infections a nd 
infesta tions

Investiga tions Musculoskelet
a l a nd 
connective 
tissue 
disorders

Nervous 
system 
disorders

Reproductive 
system a nd 
brea st 
disorders

Respira tory, 
thora cic a nd 
media stina l 
disorders

Skin a nd 
subcuta neous 
tissue 
disorders

Va scula r 
disorders

Unsolicited Related AEs/Related Grade 3

Low Dose 
(N=12)

8.3% 8.3% 8.3% 16.7%

Low Dose+Alum 
(N=12)

16.7% 16.7% 8.3%/
8.3% 8.3% 8.3%

Full Dose 
(N=23)

4.3% 4.3% 13.0% 8.7%/
4.3% 13.0% 4.3% 4.3%

Full Dose+Alum 
(N=24)

4.2% 4.2% 12.5%/
8.3% 4.2% 4.2% 4.2%

TYMPIM VI
(N=24)
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Hemoglobin 
decrease
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Rate of Concomitant Medication use –28 days post dose 1

CONFIDENTIAL

Low dose 
without alum 
(%)

Low dose with 
alum (%)

Full dose 
without alum 
(%)

Full dose with 
alum (%)

Typhim Vi (%)

N 12 12 24 24 24

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 summary

CONFIDENTIAL

Low dose 
without 
alum

Low dose with 
alum

Full dose 
without alum

Full dose with 
alum

Typhim Vi

N 12 12 24 24 24
Grade 1 abnormalities 4 3 5 0 0

Grade 1 Hb change 
from baseline

8 6 14 14 13

Grade 2 Hb change 
from baseline

0 0 1 0 0

Grade 3 or above  Hb 
change from baseline

0 0 1 2 0

• No other grade 2 abnormalities reported
• No other grade 3 or above abnormalities reported
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