LETTER TO THE EDITOR

Call to Thwart XDR Typhoid:
Beyond Futile Eﬀorts
Sir,
Globally, 14.3 million cases of typhoid and paratyphoid infection occurred in 2017, resulting in 135.9 thousand deaths with
a substantial burden (69.6%) in South Asia.1 Enteric fever is
endemic in low resource countries in South Asia, including
Pakistan, due to limited access to safe drinking water and
poor sanitation and hygiene. It is the most common
bacteremic illness in children in Pakistan, with rates as high as
1000 cases per 100,000 child-years, having been reported
2
from Karachi.
The precise explanation of this current scenario is that the
circulating strain of salmonella (S.) typhi; H58 haplotype is
commonly resistant to ﬁrst-line antibiotics used for the treatment of typhoid fever in Pakistan. S. typhi has shown
increased resistance to chloramphenicol, ampicillin, trimethoprim-sulfamethoxazole, ﬂoroquinolones and ceftriaxone —
extensively drug resistant (XDR) typhoid.3 Studies involving
the whole genomic sequence have demonstrated that the
emergence of this S. typhi strain, which is resistant to ﬁve
classes of antibiotics, is not the result of its importation from
outside but the acquistion of ESBL-encoding AMR plasmid by
the endemic MDR H58 clone, potentially from an E. coli strain
or another bacterial donor.3
Being marked a sentinel event in the evolution of antibiotics
resistance in S. typhi, there is a dire need to work on all the
recommendations highlighted by WHO back in December
2018 in full letter and spirit before it pushes the healthcare
professionals to a situation like pre-antibiotics era. Firstly,
coming to prevention, as it is better than cure, fortunately the
typhoid conjugate vaccine (TCV) is available, and that will not
only save lives but also boost the ﬁght against antimicrobial
drug resistance. In contrast to the earlier typhoid vaccines,
TCV can be safely administered to children less than two
years of age, has long-lasting protective eﬀect, and fewer
doses are required. This makes it an ideal vaccine to be
included in the country's routine immunisation programme.
WHO highly recommends this vaccine to control not only the
endemic and epidemic of typhoid but also its outbreaks in
developing countries, like Pakistan.4
Secondly, nothing if not, the irrational use of antibiotics must
be curtailed on every cost at the grassroot level. Adding
further, clinicians must follow agency's surveillance
programme by making sure the laboratory veriﬁcation and
microbiological testing of strains in patients with suspected
typhoid fever, so that the strains not only get timely detection
but also can be monitored for emergence of their resistance.
Then sharing this data on anti-microbial resistance at both
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national and international levels will make collaborative
eﬀorts possible. The dilemma has been aggravated by the
COVID-19 pandemic, as the sole reliable antibiotic to XDR
typhoid is azithromycin, which has now been overprescribed
and/or self-medicated with, to and by COVID or suspected
COVID patients.5
Furthermore, strengthening public health response is also
the responsibility of healthcare workers by increasing the
awareness via mass educational campaigns; removing the
myths and concerns regarding the side eﬀects of available
vaccines, and equal emphasis on healthy water, sanitation
and hygiene (WASH) practices, use of boiled water in cooking,
chlorination of water storage tanks, avoiding mixing of
sewage and drinking water and ensuring cleanliness among
food handlers. As Pakistan struggles with the present
pandemic, another health crisis can be on the horizon, if antibiotics remain available over the counter, as compared to only
on prescription and clinical need.
CONFLICT OF INTEREST:
The authors declared no conﬂict of interest.
AUTHORS’CONTRIBUTION:
AJ: Wrote the initial draft and performed extensive literature
review.
SH: Revised the manuscript and arranged the layout.
SH: Suggested the topic and ﬁnal approval before submission.

REFERENCES
1. Stanaway JD, Reiner RC, Blacker BF, Goldberg EM, Khalil IA,

Troeger CE, et al. The global burden of typhoid and
paratyphoid fevers: a systematic analysis for the Global
Burden of Disease Study 2017. Lancet Infect Dis 2019;
19(4):369-81. doi: 10.1016/S1473-3099(18)30685-6.
2. Owais A, Sultana S, Zaman U, Rizvi A, Zaidi AK. Incidence of

typhoid bacteremia in infants and young children in
southern coastal Pakistan. Pediatr Infect Dis J 2010;
29(11):1035.
3. Klemm EJ, Shakoor S, Page AJ, Qamar FN, Judge K, Saeed

DK, et al. Emergence of an extensively drug-resistant
Salmonella enterica serovar Typhi clone harboring a
promiscuous plasmid encoding resistance to ﬂuoroquinolones and third-generation cephalosporins. MBio
2018; 9(1). doi: 10.1128/mBio.00105-18.
4. World Health Organization. Typhoid vaccines: WHO position

paper, March 2018–Recommendations. Vaccine 2019;
37(2):214-6.
5. Ahmad S, Tsagkaris C, Aborode AT, Haque MT, Khan SI,

Khawaja UA. A skeleton in the closet: The implications of
COVID-19 on XDR strain of typhoid in Pakistan. Public
Health Pract 2021; 2:100084. doi: 10.1016/j.puhip.2021.
100084.
Ayesha Jamil1, Sana Habib2 and Sara Habib3

Journal of the College of Physicians and Surgeons Pakistan 2021, Vol. 31(06): 750-751

LETTER TO THE EDITOR
..................................................................................
1

Department of Medicine, Fatima Jinnah Medical University,
Lahore, Pakistan
2
Student, Dow University of Health Sciences, Karachi, Pakistan
3
Department of Neurology, University of Oklahoma Health
Sciences Centre, USA
..................................................................................

Correspondence to: Dr. Sara Habib, Department of

Neurology, University of Oklahoma Health Sciences Centre,
USA
E-mail: sara-habib@ouhsc.edu
...................................................................
Received: September 17, 2019;

Revised: March 04, 2021;

Accepted: March 10, 2021
DOI: https://doi.org/10.29271/jcpsp.2021.06.750

••••••••••

Journal of the College of Physicians and Surgeons Pakistan 2021, Vol. 31(06): 750-751

751

