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ne of the
Operks that
a  maturing
physician can
enjoy is a de-
clining  fre-
quency of un-
expected
clinical out-
comes. As the face-to-face patient en-
counters accumulate over the years, re-
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peating patterns begin to emerge. Ironi-
cally, while the older physician notices
that his memory for specifics is declining,
he may find himself saying more often,
“T've seen something like this before.”

In fact, if he can remain objective and
engaged with the passing multitude, the
experienced physician may develop diag-
nostic skills that can make him appear psy-
chic. Many years ago I remember being in
awe of one of our older physicians who

could arrive at the correct diagnosis in half
the time and usually with none of the lab
or x-ray studies that his young associates
required. In addition, his therapeutic in-
terventions seemed to fail far less often
than mine.

Sadly, I haven’t come close to achieving
that old guy’s uncanny diagnostic skills,
but I've been seeing patients long enough
to appreciate how easy things are when
my experience includes the right stuff.
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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-care professional. Females of childbearing 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).

DRUG INTERACTION

For din ini of Menactra vaccine with other vaccines, refer to ADVERSE REACTIONS and
DOSAGE AND ADMINISTRATION 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 participants who received Menomune®-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 11-14, 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 vaccine, N=972) and 18-55 years of age (Menactra vaccine, N=1384;
Menomune-A/C/Y/W-135 vaccine, N=1170), ively. As the route of administration differed for the two vaccines (Menactra vac-
cine given i 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;
tModerate: 1.0-2.0 inches, Severe: >2.0 inches; + Moderate: interferes with normal activities, Severe: Disabling, unwilling to move
arm; § Severe: Requiring bed rest; !l Severe: =5 episodes; 1 Severe: skipped =3 meals; # Severe: =40.0°C; ** Severe: =3 episodes;
11 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
well as, at the Td injection site. Pain was the most frequent local reaction reported at both the Menactra and Td injection sites. More
participants experienced pain after Td vaccination than after Menactra vaccination (71% versus 53%). The majority (66%—77%) of
local solicited reactions 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 ister this product i or
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,
tion, whenever solution and container permit.

CONCOMITANT ADMINISTRATION WITH OTHER VACCINES

Safety and immunogenicity data are avallable on concomltam 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.# 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

matter and di ion prior to

personnel administering the vaccine. Solicited local and systemic reactions were monitored daily for 7 days post-vaccination 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 1118 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 i 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 inistration of Menactra vaccine with Typhim Vi vaccine did not result in reduced antibody responses to any of the
vaccine antigens.4
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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And, how uncomfortable I feel when I am
clueless and floundering even after taking
a thorough history and physical.

There is no substitute for an accurate di-
agnosis or the correct answer to a parent’s
question. The wrong path can trigger an
expensive and time-consuming cascade of
lab tests, x-rays, and poorly focused con-
sultations. Therapeutic interventions may
be recommended that are likely to be in-
effective or, worse yet, that tip their own
domino slide of side effects and confusing
symptoms.

For example, let’s take the everyday sce-
nario of the 18-month-old who is in the
middle of the community-wide viral gas-
troenteritis. Her vomiting has subsided af-
ter 2 days but the diarrhea is still volumi-
nous. Her physician does a thorough exam
including a weight. He determines that
there is no immediate danger of dehydra-
tion and suggests that the family contin-
ue the oral electrolyte solution and sug-
gests a “bland diet.” Unfortunately, the
physician fails to ask what the family is
currently giving the child to eat and drink.

The parents, believing that the oral elec-
trolyte solution is a medication, continue
to give the child fruit juice as her primary
beverage in addition to the solution. The
diarrhea continues to rage and 2 days lat-
er the family returns to the emergency de-
partment after hours. The ED physician
orders a battery of tests including stool
cultures and a survey for intestinal para-
sites. The bill for the hospital services ex-
ceeds $400. And, when the family finally
returns to the pediatrician, the child’s bot-
tom is raw and bleeding.

It is tempting to blame the parents for
not considering that if the pediatrician had
previously recommended fruit juice as a
remedy for constipation, then juice would
probably be a bad idea when the child has
diarrhea. However, I have witnessed the
scenario enough times to remove this
from my list of basic assumptions. After
several unfortunate experiences, I now
ask all parents exactly what they are giv-
ing their children now and I specify what
they should and should not give their chil-
dren until the diarrhea subsides.

So what’s the big deal? In the whole
spectrum of medical mistakes, this physi-
cian’s omission is so trivial that it will nev-
er appear as a statistic. But, it does make
me shiver to think how big the iceberg of
medical errors must be.

The dilemma I struggle with occurs
when I am eavesdropping and I hear what
I know is the wrong answer being given to
a parent. Of course, when the error may
result in pain or injury, I speak up prompt-
ly. However, when the fallout of the im-
perfect advice will be limited to a loss of
time or money, I bite my tongue. And, I
hope I will remember at some later time
to tactfully discuss the scenario. The prob-
lem is that neither tact nor memory is my
strong suit. I don’t want to be seen as a nit-
picking old codger ... all the time. L]

DR. WILKOEF practices general pediatrics in
a multispecialty group practice in
Brunswick, Maine. Write to Dr. Wilkoff at
our editorial offices (pdnews(@elsevier.com).





