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Physicians’ Caution Limits Live Flu Vaccine Effort

BY MARY ELLEN SCHNEIDER

New York Bureau

BosToN — In the fall of 2005, the Ten-
nessee Department of Health launched a
campaign to vaccinate students in one
county school system with a live attenu-
ated intranasal influenza virus vaccine.
About 46% of the county’s 24,281 stu-
dents were vaccinated, and the campaign
had widespread support from physicians in
the area. However, some physicians may

have been overly cautious in their advice to
patients, according to results of a survey of
more than 300 physicians in the county.

Rand Carpenter, D.VM., of the Ten-
nessee Department of Health, presented
an analysis of the vaccination campaign at
the annual meeting of the American Pub-
lic Health Association.

As part of the campaign, donated live at-
tenuated intranasal influenza virus vaccine
was offered free to kindergarten through
12th -grade students and staft in the Knox

County school system, which includes
Knoxville, Tenn. The program lasted from
October through December 2005. The
live influenza virus vaccine was licensed in
2003 for use among healthy individuals
aged 5-49 years.

All 598 pediatric and adult physicians in
the county received surveys and about 56%
responded (337 physicians). About 80% of
those who responded were aware of the
campaign (268 physicians). Of those who
were aware of the campaign, 73% (196
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lish safety and efficacy of the vaccine using this route of administration.

A separate, sterile syringe and needle or a sterile disposable unit should be used for each patient to prevent transmission of blood
borne infectious agents from person to person. Needles should not be recapped and should be disposed of according to biohazardous
waste guidelines.

The immune response to Menactra vaccine administered to immunosuppressed persons has not been studied.

INFORMATION FOR PATIENTS

Prior to administration of Menactra vaccine, the health-care professional should inform the patient, parent, guardian, or other respon-
sible adult of the potential benefits and risks to the patient, and provide vaccine information statements (see ADVERSE REACTIONS
and WARNINGS sections). Patients, parents or guardians should be instructed to report any suspected adverse reactions to their
health i Females of ing potential should be informed that Sanofi Pasteur Inc. maintains a pregnancy registry
to monitor fetal outcomes of pregnant women exposed to Menactra vaccine. If they are pregnant or become aware they were preg-
nant at the time of Menactra vaccine immunization, they should contact their health-care professional or Sanofi Pasteur Inc. at
1-800-822-2463 (see PRECAUTIONS section).

DHUG INTERACTION

of Menactra vaccine with other vaccines, refer to ADVERSE REACTIONS and
DDSAGE AND ADMINISTRATIDN sections.

Immunosuppressive therapies, including irradiation, antimetabolites, alkylating agents, cytotoxic drugs, and corticosteroids (used in
greater than physiologic doses) may reduce the immune response to vaccines.

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY
Menactra vaccine has not been evaluated in animals for its carcinogenic or mutagenic potentials or for impairment of fertility.

PREGNANCY CATEGORY C

Animal reproduction studies were performed in mice using 0.2 mL of Menactra vaccine (900 times the human dose, adjusted by body
weight). There were no effects on fertility, maternal health, embryo/fetal survival, or post-natal development. Skeletal examinations
revealed one fetus (1 of 234 examined) in the vaccine group with a cleft palate. None were observed in the concurrent control group
(0 of 174 examined). There are no data that suggest that this isolated finding is vaccine related, and no other skeletal and organ
malformations were observed in this study. There are no adequate and well-controlled studies in pregnant women. Because animal
studies are not always predictive of human response, Menactra vaccine should be used during pregnancy only if clearly needed.
Health-care providers are encouraged to register pregnant women who receive Menactra vaccine in Sanofi Pasteur Inc.’s vaccination
pregnancy registry by calling 1-800-822-2463.

NURSING MOTHERS

Itis not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk, caution should be exer-
cised when Menactra vaccine is administered to a nursing woman.

PEDIATRIC USE
SAFETY AND EFFECTIVENESS OF MENACTRA VACCINE IN CHILDREN BELOW THE AGE OF 11 YEARS HAVE NOT BEEN ESTABLISHED.

GERIATRIC USE
SAFETY AND EFFECTIVENESS OF MENACTRA VACCINE IN ADULTS OLDER THAN 55 YEARS HAVE NOT BEEN ESTABLISHED.

ADVERSE REACTIONS

The safety of Menactra vaccine was evaluated in 6 clinical studies that enrolled 7642 participants aged 11-55 years who received
Menactra vaccine and 3041 who received A/C/Y/W-135 vaccine. There were no substantive differences in
demographic characteristics between the vaccine groups. Among Menactra vaccine recipients of all ages, 21.3%, 53.2% and 25.5%
were in the 11-14, 15-25 and 26-55-year age groups, respectively. Among Menomune—A/C/Y/W-135 vaccine recipients of all ages,
16.1%, 51.9% and 32.0% were in the 1114, 15-25 and 26-55-year age groups, respectively.

The two primary safety studies were randomized, active-controlled trials that enrolled participants 11-18 years of age (Menactra
vaccine, N=2270; Menomune-A/C/Y/W-135 vaccme N=972) and 18-55 years of age (Menactra vaccine, N=1384;
Menomune -A/C/Y/W-135 vaccine, N=1170), As the route of istration differed for the two vaccines (Menactra vac-
cine given A/C/Y/W-135 given study personnel collecting the safety data differed from

* Denotes p <0.05 level of significance. The p values were calculated for each category and severity using Chi Square test;

t Moderate: 1.0-2.0 inches, Severe: >2.0 inches; * Moderate: interferes with normal activities, Severe: Disabling, unwilling to move

arm; § Severe: Requiring bed rest; ' Severe: =5 episodes; 1 Severe: skipped =3 meals; # Severe: =40.0°C; ** Severe: =3 episodes;

tt These solicited adverse events were reported as present or absent only.

ADVERSE EVENTS IN CONCOMITANT VACCINE STUDIES

Local and Systemic reactions when given with Td vaccine

The two vaccine groups reported similar frequencies of local pain, induration, redness and swelling at the Menactra injection site, as

weH as, at the Td |nject|on site. Pain was the most frequent local reaction reported at both the Menactra and Td injection sites. More
rienced pain after Td than after Menactra vaccination (71% versus 53%). The majority (66%—77%) of

local solicited reactmns for both groups at either injection site were reported as mild and resolved within 3 days post-vaccination.

The overall rate of systemic adverse events was higher when Menactra and Td vaccines were given concomitantly than when
Menactra vaccine was administered 28 days after Td. In both groups, the most common reactions were headache (Menactra vaccine
+ Td, 36%; Td + Placebo, 34%; Menactra vaccine alone, 22%) and fatigue (Menactra vaccine + Td, 32%; Td + Placebo, 29%;
Menactra vaccine alone, 17%). No important differences in rates of malaise, diarrhea, anorexia, vomiting, or rash were observed
between the groups. Fever =40.0°C occurred at <0.5% in all groups. No seizures occurred in either group.

Local and Systemic Reactions when Given with Typhim Vi Vaccine

The two vaccine groups reported similar frequencies of local pain, induration, redness and swelling at the Menactra injection site, as
well as, at the Typhim Vi injection site. Pain was the most frequent local reaction reported at both the Menactra and Typhim Vi injec-
tion sites. More participants experienced pain after Typhim Vi vaccination than after Menactra vaccination (76% versus 47%). The
majority (70%~—77%) of local solicited reactions for both groups at either injection site were reported as mild and resolved within 3
days post-vaccination. In both groups, the most common systemic reaction was headache (Menactra + Typhim Vi vaccine, 41%;
Typhim Vi vaccine + Placebo, 42%; Menactra vaccine alone, 33%) and fatigue (Menactra + Typhim Vi vaccine, 38%; Typhim Vi vac-
cine + Placebo, 35%; Menactra vaccine alone, 27%). No important differences in rates of malaise, diarrhea, anorexia, vomiting, or rash
were observed between the groups. Fever =40.0°C and seizures were not reported in either group.

POST-MARKETING REPORTS

The following adverse events have been reported during post-approval use of Menactra vaccine. Because these events were reported
voluntarily from a population of uncertain size, it is not always possible to reliably calculate their frequency or to establish a causal
relationship to Menactra vaccine exposure.

Nervous system disorders - Guillain-Barré Syndrome, transverse myelitis

DOSAGE AND ADMINISTRATION

Menactra vaccine should be administered as a single 0.5 mL injection by the intramuscular route, preferably in the deltoid region.
Before injection, the skin at the injection site should be cleaned and prepared with a suitable germicide. After insertion of the needle,
aspirate to ensure that the needle has not entered a blood vessel.

Do not administer this product intravenously, subcutaneously, or intradermally.
The need for, or timing of, a booster dose of Menactra vaccine has not yet been determined.

Parenteral drug products should be inspected visually for container integrity, particulate matter and discoloration prior to administra-
tion, whenever solution and container permit.

CONCOMITANT ADMINISTRATION WITH OTHER VACCINES

Safety and immunogenicity data are avallab\e on concnmltant administration of Menactra vaccine with Typhim Vi, and Td vaccines
(see ADVERSE section). C of Menactra vaccine with Td did not result in reduced tetanus, diph-
theria or meningococcal antibody responses compared with Menactra vaccine administered 28 days after Td.4 However, for meningo-
coccal serogroups C, Y and W-135, bactericidal antibody titers (GMTs) and the proportion of participants with a 4-fold or greater rise
in Serum Bactericidal Assay (SBA) using baby rabbit complement (SBA-BR) titer were higher when Menactra vaccine was given con-
comitantly with Td than when Menactra vaccine was given one month following Td. The clinical relevance of these findings has not
been fully evaluated.4

personnel administering the vaccine. Solicited local and systemic reactions were monitored daily for 7 days post: ination using a
diary card. Participants were monitored for 28 days for unsolicited adverse events and for 6 months post-vaccination for visits to an
emergency room, unexpected visits to an office physician, and serious adverse events. Unsolicited adverse event information was
obtained either by telephone interview or at an interim clinic visit. Information regarding adverse events that occurred in the 6-month
post-vaccination time period was obtained via a scripted telephone interview. At least 94% of participants from the two studies com-
pleted the 6-month follow-up evaluation.

In the two concomitant vaccination studies with Menactra and either Typhim Vi or Td vaccines, local and systemic adverse events were
monitored for 7 days post vaccination using a diary card. Serious adverse events occurring within 1 month after each vaccination were
reported and recorded.

SERIOUS ADVERSE EVENTS IN ALL SAFETY STUDIES

Serious adverse events reported within a 6-month time period following vaccination occurred at the same rate (1.3%) in the Menactra
vaccine and Menomune—A/C/Y/W-135 vaccine groups. The events reported were consistent with events expected in healthy adoles-
cent and adult populations.

SOLICITED ADVERSE EVENTS IN THE PRIMARY SAFETY STUDIES

The most commonly reported solicited adverse reactions in adolescents, ages 11-18 years (TABLE 1), and adults, ages 18-55 years
(TABLE 2), were local pain, headache and fatigue. Except for redness in adults, local reactions were more frequently reported after
Menactra ination than after A/C/Y/W-135 ion. The majority of local and systemic reactions following
Menactra or Menomune-A/C/Y/W-135 vaccination were reported as mild in intensity. No important differences in rates of malaise,
diarrhea, anorexia, vomiting, or rash were observed between the vaccine groups.

C i i ion of Menactra vaccine with Typhim Vi vaccine did not result in reduced antibody responses to any of the
vaccine antigens.+
The safety and i of Menactra vaccine with vaccines other than Typhim Vi or Td vaccines

have not been determined.

Menactra vaccine must not be mixed with any vaccine in the same syringe. Therefore, separate injection sites and different syringes
should be used in case of concomitant administration.

STORAGE
Store between 2° to 8°C (35° to 46°F). DO NOT FREEZE. Product that has been exposed to freezing should not be used. Protect from
light. Do not use after expiration date.
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physicians) gave advice to patients regard-
ing the live influenza virus vaccine. Of
those giving advice, about 94% (185 physi-
cians) recommended participation for eli-
gible patients.

However, state health officials noticed
that some patients were confused by their
physician’s advice and that some of the in-
formation given by providers potentially
limited the campaign’s success, he said.

Physicians gave several reasons for ad-
vising patients against participating in the
vaccination program. The most frequent
reasons included having asthma, being
immunocompromised or living with an
immunocompromised household contact,
having a chronic disease, egg allergy, or
Guillain-Barré syndrome, or being preg-
nant or lactating or having a household
contact who is pregnant or nursing.

Having an immunocompromised close
contact is only a consideration among
caregivers for people with bone marrow
transplant in the hospital settings, Dr. Car-
penter said. In addition, the live virus vac-
cine is not contraindicated in nursing pa-
tients and pregnant or nursing household
contacts. L]

Flu-Related Death
Toll Reaches Nine
For U.S. Children

ine influenza-related deaths have
Nbeen reported in children in six
states during the 2006-2007 flu season as
of Feb. 3, based on a report issued Feb. 16
by the Centers for Disease Control and
Prevention.

Five children were boys; four were girls.
The children ranged in age from 3 months
to 14 years (average age 7.5 years).

All nine children tested positive for the
influenza A virus, and two specimens were
identified as the influenza A (H1) virus
(MMWR 2007;56:118-21).

The preliminary rate of laboratory-con-
firmed flu hospitalizations among children
aged 0-17 years was 0.13 per 10,000 chil-
dren based on the Emerging Infections
Program database for the period from Oct.
1, 2006, through Jan. 20, 2007.

When the children were divided by age
group, the rates were 0.13 per 10,000 chil-
dren aged 0-4 years, and 0.05 per 10,000
children aged 5-17 years.

In addition, the preliminary rate of lab-
oratory-confirmed flu hospitalizations
among children aged 0-4 years was 0.63
per 10,000 children, based on the New
Vaccine Surveillance Network database
for the period from Now. 5, 2006, through
Jan. 20, 2007.

Influenza A (H1) has been the most of-
ten reported virus in flu patients overall
this year. The weekly percentage of deaths
in patients of any age from pneumonia
and influenza has ranged from 5.6% to
7.5% this year, but as of Feb. 3, these rates
had not passed the epidemic threshold as
defined by the CDC at any point during
the 2006-2007 flu season.

—Heidi Splete



