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Charles Janeway Jr.

N.A. Mitchison pays tribute to Charlos Janaway s eormhmon to the

rapidly developing field of T-call i

littlo socret’, reforring to the neod

lhal kom his colleagues closely following his work and vnws about the

wider fiold.
Charlie Janoway, immunologist, a

dovolop, and his poers paid closo

leading authority on the T cell and attoention because so ofton ho
creator of our presont tumed out to have got it right. Wo
of the link bet: who wero in
innate and in tho
died of cancer on April 12 at his and eighties felt we were playing
homolnmmvondmonmol with ideas as In a card game.
Each card denoted a theory and
Chlma obtained his an author, the hands could be
undergraduate and modical dealt in any number of ways, and
degree at Harvard, following in the game as played by oxports
the long family medical tradition. could be extromely fast. We came

Like other talented young medical
sclentists at the time of the
Korean War he then joined the
National Institutes of Health,
where William Paul introduced
him to the now subject of T-cell
biology. After periods of research
at Uppsala and Cambridge he
moved to Yale in 1977. He
became a professor of pathology
there In 1983 and later helped
found the section of
immunobiology. The head of an
active research group and author
of more than 300 papers, his
work touched on nearly all
aspects of T-cell function. He
wrote the leading textbook of

the

increasingly to depend on
Charlie’s phrases for guidance in
our games.

A

immune system in health and
diseaso’.

Charlie’s outstanding quality
was prescience. His great aim was
to understand how the whole
Immune system fitted together. As
his group at Yale grew in size it
began to generate a stream of
cutting edge papers, each bearing
the name of one of his young
colleagues as lead author. Yet his
main love, one suspects, attached
to the single author reviews that
he published intermittently. He
used them to paint a broad

31 Mana 2018

He... used these reviews to
project his own view about
how a particular area
would develop, and his
peers paid close

for in many immune
roSponses.

This last phrase has a special
Charlio was

the opening lecture at the 1909
Cold Spring Harbor symposium,
in which he pointed out that in
order for T colls to initiato an
immune response they must first
be Informed by antigen-
presenting cells of the presence
of pathogens. This could —
indoed at the time did —
generate nit-picking about how
activated (‘momory’) T coells didn't
noed adjuvants, and nor did allo-
reacting ones. Charlie, however,
took a more positive line, and
embarked on a search for the
rocoptors that he predicted
would recognise pathogens. In
1997 he, together with Ruslan
Medzhitov and Preston-Huribert,
announced their ofa
human homologue of the
Drosophila Toll protein signals
that proved able to activate
adaptive immunity. That
prompted many others to join the
hunt for receptors able to
recognise patterns rather than
antigens on bacteria and viruses,
of which many have now boon
found. Charlie had began his
career at a time when the term
‘the immune system' entered use
to emphasise the need for several
kinds of lymphocytes to get
together in order to mount an
offoctive defence
infection. It must have been a

because so often he turned
out to have got it right.

great for him to
extend this need to encompass
other kinds of cell, most notably
colls.

One of these phrases was ‘the
good, the bad and the ugly’,
referring to T-cell development in

and
Charlie had many other
research interests, many of them
concerned with the trimolecular
complex of MHC-peptide-TCR
responsible for specific (as

[FOr rRpINt OrON'S, DANESE CONACT MEDMNISEXDEr-TeVIews.com

Adjuvants: no longer a ‘dirty little secret’,
but essential key players in vaccines of

the future
Eapert Rew Vicomes Y0410, 1.5 Qo
Takeshi Arakawa

B iy

- T’ D

g oo

“Vacdine research is rapidly moving forward, with the hope that

in the future, new types of vaccines will be devel

od that can

exploit new vaccine design strategles

Vacnes are one of the most
"n

n-f-'-a-::‘—
- ..r--

-

human history
d are,

two of the most important discoveries that
Buawe boom made in medical scince 1o daie.
Vacoination i particular is considered 10
e the most costeffoctive comrol srategy
for infections discases (i, and its effect co
mortaley redection may even excoed that
achicved by antibicsics (1. Throughout
hisory, numerous successful vaccines
have boen developed thar are based oo
o of

organisms and the woxins they produce.
Smallpox, measies, mumps, rubedla, vani-
cella and anal polio vaccines are all pood
cxamples of live-attenuated vaccines.
Vaccines that comtain killed microbes,
such as mflaenza, polio, Japancse encepha-
Fitis, and tomoid-derived vaccines, such as
diphthesia and setamus, are safer 1o use but
pemenally mduce weaker espa

i busman vaccines since their introdection
in the 19205, Surpeisingly, the immwno-
loghcal mechanisn underlying this adju.
vamt was mot chacdased until relatively
rocently (g Tt is really quise remarkable
o thils adjuvan has boen im use for more
than 70 years without its procise mecha.
s of action being known, This is a good
cxample of why many immanologists suill
comsider vaccines as more “byprodoces of
luck”. Indeed, i medical history, many
sucoessful vaccines were dewddoped empen
cally using, reblaciwely smple methods such
s inactivation o attesseation of pathopenic
organssms of their compooenis. Howews,
the soope of current and future vaccines has
widened tremendously. There are many dis-
orders that cannot be amelicemed by inac-
tivated or attenuated vaccines, including
many infectious and -ummm
15, allergies,

tioms such as high blood peesure, dementia

than live-atsenuated vacanes.

New technological advances are
needed to target diseases that
vacanes are currently unable

1o reach

The most successful vaccimes are those
that indace minimal local inflammation
and prowide preeecrion that has ke, imenu-

and drug, dep . Vacoine rescarch is
rapidly moving forward, with the hope thae
in the fuswre, new types of vaccines will
be developed that can explos new vaccine
desgn sracgies.

lmnuogynupsvxa-
research rapidly move Into a new

era of discovery

Many powential vaccine-preventable infec-

mological memory in vaccinated hasts. |mmsmllhxmpdymnvx-
Aluminem salts are the only adjevant used Howeves, it &
CXPERT I
REVIEWS e e o ot oo
wwm axpet conews corn MISIERV.0040 © 2001 Expert Reviews Lad ISSN 16 a58e 1
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Mone CA3 runnokamna Kpbic Ha 21 cyT nocae Bo3AeinCTBUA
OKCHAa yrnepoja s gose

0,8 LC50 (oKkpacKa remMaTOKCMIMHOM M 303UHOM (A),
Kpe3unosbim ronetosbim no Huccato (b),ysennyenue x 400):
1 - y4aCTKM 04aroBoro BbinajeHNa HelpOLMTOB;

2 - u3MeHeHna XpomaTodUIbHOrO BellecTsa BBUAE
XpOMaTonu3a;

3 - rNbIBGYaTLI TMNEPXPOMATO3 LMTONA3Mbl;

4 - KNEeTKU-TEHM;

5 - BblpaxkeHHaa MUKDOr IMa/ibHaa peakums.

Mone CA3 runnokamna KpbiC, NOAYYaBLUMX B KaYecTee
neyenua nentug D-nuzapram (40 mer/kr/cvT, 5 aHeit), Ha 21
CVT nocnie Bo3gencTena okcuaa yrnepoga s gose 0,8 LC50
(oKkpacKa remaToOKCMIMHOM M 303MHOM (A), KDE3UIOBbIM
duonetosbiM No Huccawo (b), yeennmuenue x 400):

1 - eAMHUYHBIE HEMPOHDI C MNIbIGYATHIM TMNEDXPOMATO30M
LMTONNA3Mbl;

2 - eAlMHUYHbIE KNETKU- TEHM;

3 - ymepeHHaa MUKDOrIMa/ibHag peaKkuma.
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Use of the Inactivated Intranasal Influenza
Vaccine and the Risk of Bell’s Palsy
in Switzerland

Margot Mutsct

Ph.D., M.P.H., Weigong Zhou, M.D., Ph.D., Philip Rh
opp, Ph.D., Robert T. Chen, M.D., Thomas
and Robert Steffen, M.D

ABSTRACT

BACKGROUND
After the introduction of an inactivated intranasal influenza vaccine that was used only
in Switzerland, 46 cases of Bell’s palsy were reported.

METHODS

We conducted a matched case-control study and a case-series analysis. All primary
care physicians, ear, nose, and throat specialists, and neurologists in German-speak-
ing regions of Switzerland were requested to identify cases of Bell’s palsy diagnosed in
adults between October 1, 2000, and April 30, 2001. Each physician was invited to se-
lect three control patients for each patient with Bell’s palsy, with matching accordingto
age, date of the clinicvisit, and physician. Vaccination information was provided by the
physicians.

RESULTS

A total 0f 773 patients with Bell’s palsy were identified. Of the 412 (53.3 percent) who
could be evaluated, 250 (60.7 percent) were enrolled and matched with 722 control pa-
tients; the other 162 patients had no controls. In the case-control study, we found that
68 patientswith Bell’s palsy (27.2 percent) and 8 controls (1.1 percent) had received the
intranasal vaccine (P<0.001). In contrast to parenteral vaccines, the intranasal vaccine
significantly increased the risk of Bell’s palsy (adjusted odds ratio, 84.0; 95 percent con-
fidence interval, 20.1 to 351.9). Even according to conservative assumptions, the rela-
tive risk of Bell’s palsy was estimated to be 19 times the risk in the controls, corre-
sponding to 13 excess cases per 10,000 vaccinees within 1to 91 days after vaccination.
In the case-series analysis, the period of highest risk was 31 to 60 days after vaccination.

CONCLUSIONS
This study suggests a strong association between the inactivated intranasal influenza
vaccine used in Switzerland and Bell’s palsy. This vaccine is no longer in clinical use.
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peLenTopHbIM aHTaroHMCT
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