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EFFECTS OF BACILLE CALMETTE-GUERIN
AFTER THE FIRST DEMYELINATING EVENT IN
THE CNS

Nitin K. Sethi, New York: Ristori et al.' reported
the benefits of Bacille Calmette-Guérin (BCG) vacci-
nation after clinically isolated syndrome (CIS). BCG
vaccination may prevent progression to clinically defi-
nite multiple sclerosis in these patients. In countries
like India where tuberculosis is endemic, BCG vacci-
nation is administered to all children any time from
birth to 15 days. If administered after 6 months, a
Mantoux test is carried out, and if it is positive, the
vaccine is withheld. Widespread BCG vaccination at
birth may explain the low incidence of multiple scle-
rosis in the Indian subcontinent along with other
hypotheses: distance from the equator, Epstein-Barr
virus association vs causation, genetics, and hygiene.
A well-designed study could clarify this vaccination
hypothesis.

Author Response: Giovanni Ristori, Silvia Romano,
Giulia Coarelli, Maria Chiara Buscarinu, Marco
Salvetti, Rome: We thank Dr. Sethi for his comments
on our article." His hypothesis is plausible. Studies
have been carried out regarding the association of
early BCG vaccination and type 1 diabetes. Protective

effects of repetitive vaccinations have been shown in
Turkey,” and an association between BCG vaccine and
reduced production of GADG65 and IA-2 autoantibod-
ies was demonstrated in Southern India.’ It is unclear
how early administration of the BCG vaccine may
work over time and how it may affect autoimmunity
prevalence in children and young adults. It is possible
that early priming with BCG sensitizes this population
to environmental nonpathogenic mycobacteria that
exert long-term immunomodulatory effects, especially
in developing countries. This may represent a sort of
benign exposure to microbes that lacks or is deficient in
the context of Westernization.* Another possibility is
that BCG vaccination could provide protection from
mycobacterial triggers and  disregulated immune
response to mycobacterial antigens that have been asso-
ciated with multiple sclerosis.>®

© 2014 American Academy of Neurology

1. Ristori G, Romano S, Cannoni S, et al. Effects of Bacille
Calmette-Guérin after the first demyelinating event in the
CNS. Neurology 2014;82:41-48.

2. Karaci M, Aydin M. The effect of BCG vaccine from
protection of type 1 diabetes mellitus. ] Contemp Med
2012;2:1-8.

3. Sanjeevi CB, Ashok KD, Shtauvere-Brameus A. BCG vac-
cination and GADG5 and IA-2 autoantibodies in autoim-
mune diabetes in Southern India. Ann NY Acad Sci 2002;
958:293-296.

4. Rook GA. Regulation of the immune system by biodiversity
from the natural environment: an ecosystem service
essential to health. Proc Natl Acad Sci USA 2013;110:
18360-18367.

5. Salvetti M, Ristori G, Buttinelli C, et al. The immune
response to mycobacterial 70-kDa heat shock proteins fre-
quently involves autoreactive T cells and is quantitatively
disregulated in multiple sclerosis. ] Neuroimmunol 1996;
65:143-153.

6. Cossu D, Masala S, Frau J, Cocco E, Marrosu MG,
Sechi LA. Anti Mycobacterium avium subsp. paratuberculo-
sis heat shock protein 70 antibodies in the sera of Sardinian
patients with multiple sclerosis. ] Neurol Sci 2013;335:
131-133.

thought leaders. Visit AAN.com/Connect.

Get Connected. Stay Connected.

Connect with the American Academy of Neurology’s popular social media channels to stay up-to-
date on the latest news and breakthroughs in neurology, and network with peers and neurology

Author disclosures are available upon request (journal@neurology.org).

Neurology 83 July 15, 2014 293


mailto:journal@neurology.org

Neurology

Effects of Bacille Calmette-GuErin after thefirst demyelinating event in the CNS
Nitin K. Sethi, Giovanni Ristori, SilviaRomano, et al.
Neurology 2014;83;293
DOI 10.1212/01.wnl.0000452303.37990.ff

Thisinformation iscurrent as of July 14, 2014

Updated Information & including high resolution figures, can be found at:
Services http://n.neurol ogy.org/content/83/3/293.full
References This article cites 6 articles, 2 of which you can access for free at:

http://n.neurol ogy.org/content/83/3/293.ful l#ref-list-1

Permissions & Licensing Information about reproducing this article in parts (figures,tables) or in
its entirety can be found online at:
http://www.neurol ogy.org/about/about_the_journal#permissions

Reprints Information about ordering reprints can be found online;
http://n.neurol ogy .org/subscribers/advertise

Neurology ® isthe official journal of the American Academy of Neurology. Published continuously since
1951, it isnow aweekly with 48 issues per year. Copyright © 2014 American Academy of Neurology. All
rights reserved. Print ISSN: 0028-3878. Online ISSN: 1526-632X.

AMERICAN ACADEMY OF

NEUROLOGY.



http://n.neurology.org/content/83/3/293.full
http://n.neurology.org/content/83/3/293.full#ref-list-1
http://www.neurology.org/about/about_the_journal#permissions
http://n.neurology.org/subscribers/advertise

