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My mother can’t forgive me for being alive.

The typhoid made me stooped, legs short,

never to be wed, but my hands are quick,

my voice strong, and | look up as | walk icy streets —

| may trip over frozen excrement

or sighing heaps of rags but | remember my brother's
hand in mine as he said, look at the planets,

that's Jupiter, and there's Mars, there.........

Caroline Lucretia Herschel

16 March 1750 — 9 January 1848

German astronomer

First woman to be awarded a Gold Medal of the Royal Astronomical

Society
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Guidelines on the quality, safety and efficacy of typhoid conjugate
vaccines:
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Nevertheless, successful typhoid challenge studies conducted in healthy

adults using an appropriate and validated model (i.e. one in which some protective
eflicacy of unconjugated Vi vaccines is detectable) could provide considerable

supporting evidence of the efficacy of a Vi conjugate vaccine. Human challenge
studies may also provide at least limited information on the relationship between

the immune response and various efficacy parameters. If, in consultation with
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4" 0% Oxford Challenge Model _
LR & SKSD

S.typhi Quailes strain
B.N. ASS/VPU/2010/002
Oral Administration 1x10° cfu/ml
Volume: 1ml Vial Number: 678.
D.oM. 12 AUG 10
Store: -65°C to -80°C
A.Pollard Tel: 01865 234226
FOR CLINICAL TRIAL USE ONLY
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o "%, Using CHIM to Accelerate Discovery
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New Vi conjugate vaccine
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Articles M

Efficacy and immunogenicity of a Vi-tetanus toxoid @h®
conjugate vaccine in the prevention of typhoid fever using a
controlled human infection model of Salmonella Typhi:

arandomised controlled, phase 2b trial
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Typhoid vaccines

SAGE noted the continued high burden of typhoid fever and the alarming increase in antimicrobial

resistance of Salmonella Typhi (S. Typhi) in low- and middle-income countries. SAGE re-emphasized

the importance of programma

review of the available data, SAGE recommended the introduction of typhoid conjugate vaccine(TCV)
for infants and children over 6 months of age as a single dose in typhoid endemic countries.
Introduction of TCV should first be prioritized to countries with the highest burden of disease or a high

burden of antimicrobial resistant S. Typhi. SAGE also recommended catch-up vaccination wherever
feasible, with priority for catch-up in the youngest age groups (up to 15 years of age), depending on

local epidemiology.

Typhoid vaccination is recommended in response to confirmed outbreaks of typhoid fever. Typhoid
vaccination may be considered in humanitarian emergencies depending on risk assessment in the

local setting.

WHO

World Health
Organization

Essential medicines and health products

Typhoid vaccine prequalified e = f ¥ o +

3 JANUARY 2018 - WHO has prequalified the first conjugate vaccine to prevent
typhoid fever called Typbar-TCV® developed by Indian pharmaceutical company
Bharat Biotech.
Related links
The vaccine has long-lasting immunity, requires only one dose and can be given to
children as young as 6 months through routine childhood = More

Other Typhoid vaccines are recommended for children over 2 years of age. — See WHO's full list of
prequalified vaccines

— & Press release
pdf, 89kb

Prequalification by WHO means that the vaccine meels standards of quality, safety
and efficacy, thus making it eligible for procurement by United Nations agencies,
such as the United Nations Children's Fund

A conjugate vaccine is one that is composed of a polysaccharide antigen that is
fused to a carrier molecule

In October 2017, the Strategic Advisory Group of Experts (SAGE) on immunization,
which advises WHO, recommended typhoid conjugate vaccine for routine use in
children over six months of age in typhoid endemic countries.

WHO SAGE

recommendations
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Gavi: Millions of children set to be protected against
typhoid
Posted on November 30, 2017 by admin

Press Release from Gav, the Vaccine Alliance: Gavi Board approves USS 85 million funding window for 2019-2020 to

support of typhoid conjugat countries
Vientiane, 30 November 2017 - Millions of children in id s00n be protected typhoid
fever following s fa support window for
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Incidence in TCV Group
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Vaccine efficacy

Vaccine Efficacy = 82% (59%, 92%)
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Typhoid and Paratyphoid combined
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Figure 1: Incidence rates (per 100 000) of typhoid and paratyphoid fevers, by country, in 2017

Unfilled locations are those for which GBD does not produce estimates. The inset maps detail smaller locations. ATG=Antigua and Barbuda. FSM=Federated States of Micronesia. GBD=Global Burden of
Diseases, Injuries, and Risk Factors Study. Isl=Islands. LCA=5aint Lucia. TLS=Timor-Leste. TTO=Trinidad and Tobago. VCT=5aint Vincent and the Grenadines.
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oﬁord 2% Time to Diagnosis after naive S. Paratyphi

/
K hall d hall
<° Cchallenge an Re-cha enge.
8 UNIVERSITY OF
” S OXFORD
PLOS NEGLECTED TROPICAL DISEASES Typhoid and paratyphoid re-challenge
a S. Typhi challenge/re-challenge b S. Paratyphi challenge/re-challenge
100%1 100% 1
== ST -+ SPT
- ST-ST - ST-SPT
4 -+ SPT-ST ¥ - SPT-SPT
S 75%; S 75%1
] o
Qo L
17} 17}
g 2
(o] o
«© @
fa) [=}
£ 50% £ 50%
() [}
L] D
= =
p 2
) [
2 =
k] =
~ | >
E 25%1 E 25%1
pee | =
o o
0%1 0%1
0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16
Time (Days) Time (Days)

Gibani et al, 2020

‘

UKCRC : ; .
Registered "i www.ovg.ox.ac.uk Oxford Biomedical Research Centre INHS |
)

Clinical Enabling translational research through partnership National Institute for
Trials Units Health Research




0 % : :
4 a &i‘ ParatyphO]d VaCC]ne approaCheS UNIVERSITY OF
H g OXFORD

» Live attenuated strain - CHIM 2021 (UMB/Bharat), Prokarium
 Bivalent - Vi-conjugate + LPS conjugate (Bio-E)

» Paratyphoid efficacy trials probably not feasible
—100,000-250,000

— supporting data for paratyphoid component from CHIM

S. Paratyphi A (NVGH308)
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