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TYPHIM Vi vaccine is manufactured by Sanofi Pasteur SA and distributed by Sanofi Pasteur Inc.

Safety Information 
TYPHIM Vi vaccine is indicated for active immunization against typhoid fever for persons two years of age and older. Common 
adverse reactions to TYPHIM Vi vaccine are tenderness and pain at the injection site, malaise, and headache. TYPHIM Vi vaccine is 
contraindicated in patients with a history of hypersensitivity to any component of this vaccine. Acute infection or febrile illness may be 
reason for delaying use of TYPHIM Vi vaccine except when, in the opinion of the physician, withholding the vaccine entails a greater 
risk. As with any vaccine, vaccination with TYPHIM Vi vaccine may not protect 100% of individuals. Because any intramuscular injection 
can cause injection site hematoma, TYPHIM Vi vaccine should not be given to persons with any bleeding disorder, such as hemophilia 
or thrombocytopenia, or to persons on anticoagulant therapy unless the potential benefits clearly outweigh the risk of administration. If 
the decision is made to administer TYPHIM Vi vaccine to such persons, it should be given with caution, with steps taken to avoid the risk 
of hematoma formation following injection. Before administering TYPHIM Vi vaccine, please see full Prescribing Information. 

*BD Luer-Lok is a trademark of Becton, Dickinson and Company. 
References: 1. Centers for Disease Control and Prevention (CDC). Health Information for International Travel 2005–2006. Atlanta, Ga: US Department of Health and Human Services, 
Public Health Service; 2005:291-295. 2. Typhim Vi Vaccine full Prescribing Information, December 2005. 3. Kaplan DT, Hill DR. Compliance with live, oral Ty21a typhoid vaccine. JAMA.
1992;267:1074. 4. Rahman S, Barr W, Hilton E. Use of oral typhoid vaccine strain Ty21a in a New York State travel immunization facility. Am J Trop Med Hyg. 1993;48:823-826. 

To order TYPHIM Vi vaccine, 
log onto www.vaccineshoppe.com
or call 1-800-VACCINE (1-800-822-2463). 

One-dose efficacy backed by 
world-class experience 

One intramuscular injection, with a booster dose every 2 years1,2

– Oral vaccine dosing regimens may confuse travelers, as shown 
by noncompliance rates of up to 30%3,4

 May be given to persons 2 years of age1,2

Available in single-dose (0.5mL) BD Luer-Lok™* syringes 
(without needles) and 20-dose vials 

O c t o b e r  1 5 ,  2 0 0 7   •   w w w. f a m i l y p r a c t i c e n ew s . c o m Skin Disorders 27

Test May Flag Psoriasis’ Response to Methotrexate
B Y  B R U C E  J A N C I N

Denver Bureau

Z U R I C H —  The goal of individualized
methotrexate therapy for psoriasis has
drawn a big step closer as a consequence
of a large pharmacogenetic study that
identified polymorphisms in key genes in
the drug’s metabolic pathway that are as-
sociated with increased likelihood of fa-
vorable response or toxicity.

“By combining screening for some of
these polymorphisms in the pathway, we
may get a sort of pharmacogenetic in-
dex—a simple number that conveys the
likelihood of efficacy or toxicity. That’s

certainly one of our aims,” Dr. Richard B.
Warren explained at the annual meeting of
the European Society for Dermatological
Research. 

The ability to predict a patient’s likely
response to methotrexate (MTX) would
breathe new life into an old but still use-
ful and attractively priced drug. A year’s
worth of MTX for psoriasis costs about 
90 euros ($120), compared with more than
13,000 euros ($17,500) for many biologic
agents, noted Dr. Warren of the Universi-
ty of Manchester (U.K.).

In general, 20%-30% of psoriasis pa-
tients have moderate to severe disease.
Many of these patients will require sys-
temic therapy, and MTX will remain a
first-line option for the foreseeable future.
But the drug’s utility has been limited un-
til now by a less than stellar risk-benefit ra-
tio. MTX is effective in about 60% of treat-
ed patients, while 30% develop significant
toxicities. There has been no way to pre-
dict who would benefit or be harmed—
until the recent arrival of the pharmaco-
genetic era, the dermatologist said.

Dr. Warren presented retrospective data
on 378 chronic plaque psoriasis patients
treated with MTX. He and his coworkers
analyzed a large number of single-nu-
cleotide polymorphisms in enzymes cod-
ed by nine genes prominent in the MTX
metabolic pathway. Then they studied
how these genetic variants were distrib-
uted among patients with different clinical
outcomes. MTX was considered effective
in a patient who achieved a (psoriasis area
severity index) PASI 75 score. To be clas-
sified as a nonresponder, a patient had to
be on at least 15 mg/week for 3 months
without attaining PASI 50.

Only a single polymorphism was strong-
ly associated with MTX efficacy. It was lo-
cated on ABCC1, the efflux carrier gene,
which codes for a protein serving as a pump
that removes MTX from the cell. Carriage
of two copies of the most common geno-
type of the polymorphism was associated
with a 2.2-fold increased likelihood of a pos-
itive response to MTX, probably because it

codes for a less active pump and conse-
quently higher intracellular drug levels.

Three polymorphisms located else-
where on ABCC1 were associated with
MTX toxicity. The most potent of the
three, known as rs246240, conferred a 2.2-
fold increased risk of MTX-related ad-
verse events and was strongly associated
with GI toxicity in particular.

No associations were found between pa-
tient outcomes and the genes coding for
glutamate enzymes, which convert MTX

from a prodrug to its active form within
target cells. Nor were outcomes associated
with variations in the gene coding for the
adenosine A2 receptor, which helps medi-
ate the drug’s anti-inflammatory effects. 

Similarly, polymorphisms found in the
5, 10-methylenetetrahydrofolate reductase
(MTHFR) gene were unrelated to out-
comes. This was surprising, Dr. Warren
said, because other researchers had linked
two polymorphisms on MTHFR with
MTX efficacy and toxicity in rheumatoid

arthritis patients. “In this bigger cohort,
we were unable to replicate that finding.” 

Audience members, quick to grasp the
potential clinical import of Dr. Warren’s
findings, wanted to know if they can start
sending him blood samples from psoriasis
patients being considered for systemic ther-
apy. Not yet, he replied. Although this was
one of the largest-ever pharmacogenetic
studies of MTX metabolism, it was retro-
spective and requires confirmation in an in-
dependent patient cohort, he said. ■

A year’s worth of
MTX for psoriasis
costs about $120,
compared with
more than
$17,500 for many
biologic agents.
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