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Oseltamivir in Pneumonia

Oseltamivir’s (Tamiflu) benefits aren’t lim-
ited to treating and preventing influenza,
Beth L. Nordstrom, Ph.D., reported in a
poster presentation at the 44th Inter-
science Conference on Antimicrobial
Agents and Chemotherapy.

In a retrospective cohort study of a U.S.
insurer’s claim data, sponsored by Hoff-
mann-La Roche Ltd, patients of all ages
who had received oseltamivir were at sig-
nificantly lower risk for pneumonia, par-
ticularly the oldest and youngest age
groups.

CAPSULES

Among children aged 1-12, the propor-
tion with a diagnosis of pneumonia was
0.7% among the 586 for whom oseltamivir
was dispensed on the day of influenza di-
agnosis, compared with 2.5% of the 17,886
who did not receive oseltamivir, a 66% risk
reduction.

In patients aged 13-59, pneumonia was
diagnosed in 1.3% of the 10,649 who re-
ceived the drug, compared with 2.1% of
the 41,007 who did not—a reduction of
19%. In adults aged 60 and above, the dif-
ference was 1.7% of 463 with oseltamivir
versus 8.8% of 3,298 without, a 59% drop.

FaMmILy PRACTICE NEWS

The impact of oseltamivir on antibiot-
ic dispensing and hospitalization was also
greater in the youngest and oldest age
groups. Antibiotic use dropped with os-
eltamivir by 30% in the 1-12 year olds, by
9% in the 13-59 year olds, and 14% in the
60-plus group. Hospitalizations were re-
duced by 71% with oseltamivir in the 1-12
year olds, by 25% in the 13-59 age group
and 45% in the 60-plus patients, Dr. Nord-
strom reported.

Teen With Rabies Recovers

A teenaged girl who contracted rabies
from a bat and received an experimental
treatment has been upgraded to fair con-
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Brief summary of Prescribing Information
INDICATIONS AND USAGE

FluMist is indicated for active immunization for the prevention of disease caused by influenza A and B viruses in healthy
children and adolescents, 5-17 years of age, and healthy adults, 18-49 years of age.

FluMist is not indicated for immunization of individuals less than 5 years of age, or 50 years of age and older, or for therapy
of infiuenza, nor will it protect against infections and liness caused by infectious agents other than influenza ‘Aor Bviruses,
CONTRAINDICATIONS

Under no should FluMist® be

Individuals with a history of hypersensmva especially anaphylactic reactions, to any component of FluMist, including eggs or
egg products, should not recerve FluMi

FluMist is comramd\cated in children and adolescents (5-17 years of age) receiving aspirin therapy or aspirin-containing
therapy, because of the association of Reye syndrome with aspirin and wild-type influenza infection.

FluMist snnu\d nm be administered to individuals who have a history of Guillain-Barré syndrome.

As with other live virus vaccines, FluMist should not be administered to individuals with known or suspected immune
deficiency diseases such as combined immunodeficiency, agammaglobulinemia, and thymic abnormalities and conditions
such as human immunodeficiency virus infection, malignancy, leukemia, or lymphoma. FluMist is also contraindicated in
patients who may be immunosuppressed or have ‘altered or compromised immune status as a consequence of treatment
with systemic alkylating drugs, radiation, or other immunosuppressive therapies.
WARNINGS

The safety of FluMist in individuals with asthma or reactive ainways disease has not been established. In a large safety study
in children 1-17 years of age, children <5 years of a ewho received FluMist were found to have an increased rate of

asthma within 42 days of vaccination when comy ‘to placebo rec\plenls  (see ADVERSE REACTIONS). FluMist shou\d not
be administered to individuals with a history of asthma or reactive airways disease.

The safety of FluMist in mdwwdua\s with underlying medical conditions that may Fredlspose them to severe disease following
wild-type influenza infection has not been established. FluMist is not indicated for these individuals. ngh r\sk |nd\vwdua\s
include, but are not limited to, adults and children with chronic disorders of the cardiovascular and pulme tems,
mcludmg asthma; pregnant women; adults and children who required regular medical follow-up or hosﬁmahzat\on dunng the
preceding year because of chronic metabolic diseases (including diabetes), renal dysfunction, or hemoglobinopathies; and
adults and children with congenital or acquired immunosuppression caused by underlying disease or \mmunosuppresswe
therapy (see CONTRAINDICATIONS). Intramuscularly administered inactivated influenza vaccines are available to immunize
high-risk individuals.

As with any vaccine, FluMist may not protect 100% of individuals receiving the vaccine.

PRECAUTIONS

General: CARE IS TO BE TAKEN BY THE HEALTH CARE PROVIDER FOR THE SAFE AND EFFECTIVE USE OF THIS PRODUCT.
Prior to administration of FluMist, individuals or their parem/é;uavd\an should be asked about their current health status and
Ihe\r ersonal medical h\sto&y |nc\udmg immune status, to determine the existence of any contraindications fee

ICATIONS and ININGS) to Immunization with FluMist. Flulist recipients should avoid close contact eg.,
W\thm the same nnusenn\d with immunocompromised individuals for at least 21 day: EP NEPHR NE \NJECTION (1:1000)
IT MUST BE READILY AVAILABLE IN THE EVENT OF /-\N

FOLLOWING \IACC\NATION ‘The health care provider should ensure prevention of any aHerglc or omer adverse reactions by

reviewing the individual’s history for possible sensitivity to influenza vaccine components, including eggs and egg products.

Administration of FluMist should be postponed until after the acute phase (at least 72 hours) of febrile and/or

respiratory illnesses.

Information for Vaccine Recipients or Parents/Guardians: Vaccine recipients or their parents/guardians should be informed
the health care provider of the potential benefits and risks of FluMist, and the need for two doses for the first use of
luMist in 5-8 year olds. Due to the possible transmission of vaccine virus, vaccine recipients or their parents/guardians

should be advised to avoid close contact (e.g., within the same househo\d) ‘with immunocompromised individuals for at least

21 days. The vaccine rec\t)\em or the arem/ juardian accompanying the vaccine recipient should be told to report an!

suspecled adverse events to the physwman or clinic where the vaccine was administered gee /ADVERSE EVENT REPO és
’a Interactions: Children or adolescents who are receiving aspirin therapy or aspirin-containing therapy should not recewe

FluMist (see CONTRAINDICATIONS). FluMist should not be administered to persons on immunostippressive therapy.

concurrent use of FIuM\st with antiviral compounds that are active against influenza A and/or B viruses has not beer

ased upon the potential for interference between such compounds and FluMist, it is adwsable not to
administer FluMist umll 48 hours after the cessation of antiviral therapy and that antiviral agents not be administered until
ks after administration of FluMist unless medically indicated.

There are no data regarding co-administration of FluMist with other intranasal preparations, including steroids.

Concurrent Administration with Other Vaccines: The safet H and of FluMist when

with other vaccines have not been determined. Therefore, FluMist should not be administered concurrently with other

vaccines. Studies of FluMist in healthy individuals excluded subjects who received any live virus vaccine within one month ul

enroliment and any inactivated or subunit vaccine within two weeks of enrolment; therefore, health care providers should
adhere to these intervals when administering FluMist.

Laboratory Interactions: Data related to the length of time that FluMist can be recovered from nasal specimens of children

and adults are limited. Nasopharyngeal secretions or swabs collected from vaccinees may test positive for influenza virus for

up to three weeks.

Carcinogenesis, Mma?enems Impairment of Fertility: FluMist has not been evaluated for its carcinogenic or mutagenic

potential o its poterm 1o impair fertility.

re’anancy Caﬁegogaq_I Animal reproduction studies have not been conducted with FluMist. It is also not known whether

FluMist can cause fe arm when administered to a pregnant woman or affect reproduction capacity. Therefore, FluMist

should not be administered to pregnant women.

Nursing Mothers: It is not known whether FluMist is excreted in human milk. Therefore, as some viruses are excreted in

human milk and additionally, because of the posslbnl% of shedding of vaccine virus and the close proximity of a nursing

infant and mother, caution shouid be exercised if FluMist is administered to nursing m

Pediatric Use: The safety of FluMist in infants and children <60 months of age has not been established,

Geriatric Use: Clinical studies with FluMist did not include sufficient numbers of adults age 65 years and older to determine

if tg%y‘ rﬁsgund differently from younger individuals. The safe use of FluMist in persons 65 Years and older has not been

establishe

ADVERSE REACTIONS

Serious Adverse Events: Across all clinical trials, serious adverse events SAESJ were monitored after vaccination for 42 days

in children and for 28 days in adults. SAEs occurred at a similar rate (<1%) in FluMist and placebo recipients for

both healthy children and healthy adults.

Overall, across the ﬁ)\acebo controlled trials in adults and children, the incidence of selected adverse reactions that may be

complications of influenza (such as pneumonia, bronchitis, bronchiolis, or central nervous system events) was similar in

FluMist and placebo groups.

Adverse Events in Placebo-Controlled Trials: In all placebo-controlled studies, allantoic fluid from uninfected eggs was used

as Ihe placebo. In randomized, placebo-controlled trials, 4719 healthy children 5-17 dyears of age and 2864 healthy adults

of a%e received FluMist and 2327 healthy ‘children and 1454 healthy adults rece\ved the placebo. In placebo-
cllmca\ rials conducted in healthy populations, sohcwted adverse events and daily temperatures were collected on
These solicited events included rur Il congestion, sore. throat cough, irmtability, headache, chills,
vommng, musc\e aches and decreased activity and a feeling of tiredness/weakne:

Solicited Adverse in Children: Table 1 shows an analysis of solicited evems for the Pediatric Efficacy Study in the

subsei of healthy cnlldven 60-71 momhs of age. The \argest absolute differences between FluMist and placebo after Dose

were observed in the incidences of headache and runny nose/nasal congestion. No differences were observed 1or 1ever

(>1 00°F oral). Following Dose Two, the largest absolute dl ferences between FI Mist and placebo were runny nost

congestion and cuu h. There was no sgmﬁcanl increase in influenza-like illness ?Ui as defined by the COC in the FIuMlst

group compared to Placebo group. CDC has defined CDC-ILI as having fever (temperature =100°F oral) plus either
cough or sore throat on the same day or on consecutive days.

comrol

Manufactured and Marketed by:
Medimmune Vaccines, Inc.
Gaithersburg, MD 20878

Medimmune
Vaccines, Inc.

U.S. Govt. License No. 1652
Issue Date: September 2004

FLUD4-229 © 2004, Medimmune Vaccines, Inc.

Table 1: Summar%of Solicited Events Observed within Ag Days after Each Dose for Vaccine and Placebo

Recipients; Healthy Children 60-71 Months of
Post-Dose One Post-Dose Two
FluMist  Placebo FluMist  Placebo
24 95 161° 75"
Event % % %
Any event 654 614 66.5 533
Cough 268 327 385 30.7
Runn¥ Nose/Nasal Congestion 481 442 46.0 320
Sore Th 126 198 93 16.0
Initabili 195 168 99 93
Headache 178 16 6.8 16.0
Chills 6.1 53 25 40
Vomiting 47 32 56 120
luscle Aches 6.1 42 50 40
Decreased Activity 140 126 106 133
ver'
Temp 1 95 99 43 40
Temp 2 22 20 06 13
Temp 3 00 00 00 0.0

Fmﬁe There é’w no statistically significant differences in any of these events (p-value >0.05);
isher's exa
Number of evaluab\e subjects (those who retumed diary cards) for each event.

ever:
Temp 1: Oral >100°F, rectal or aural >100.6°F, or axllary >99.6°F.

Temp 2: Oral >102°F, rectal or aural >102.6°F, or axillary >101.6°F
Temp 3: Oral S104°F, rectal or aural >1046°F, or axillary >103.6°F

For the cohort of 128 children who received FluMist® (Influenza Virus Vaccine Live, \ntranasaP across three consecutive
years rates of solicited adverse events were not significantly increased when compared to placebo recipients.

ledically Atter Events in Children and Adolescents: A large randomized, double-blind, placebo-controlled trial in
hea\lhy children 1 through 17 years of age was conducted at 31 clinics in the Northem California Kaiser-Permanente
Health Maintenance Organization (HMO) to assess the rate of medically attended events (MAESR within 42 days of
vaccination. Participants were randomized 2:1 (vaccine:placebo). A total of 6657 evaluable children 5-17 years of age
were enrolled, including 3244 boys and 3413 girls. Of these 6657 children, 2606 were 5-8 years of age and 4051
\[/)vere 9-17 years of age. Dose Two for children less than nine years of age was to be administered 28 fo 42 days after

Data re ardlng MAEs were obtained from the Kaiser-Permanente computerized health care utilization databases for
hospitalizations, emergency department visits and clinical visits. MAEs were analyzed individually and within four

pre-specified grouped diagnoses: acite respiratory tract events, sfvs(ermc bacterial infections, acute gastrointestinal tract
evems and rare events potentially re\aled to mﬂuenza For these four pre-specified grouped d\agnases no significant
increase in risk for FluMist recipients was the combined analyses across all ufilization settings, doses, and age
groups. Selected respiratory tract \Ilnesses ot speclal interest (pneumonia, bronchitis, bronchiolitis, and cmup) were
included in acute respiratory tract events and were not associated with increased risk for FiuMist recwplents in any
protocol-specified analysis. No systemic bacterial infection occurred. In FluMist recipients, an increased risk was not
observed for rare events that have been reported with naturally occurring influenza virus infection, including seizures,
febrile seizures, and epilepsy. No cases of encephalitis, acute idiopathic polyneuritis (Gu\Ha\n Barré syndrome), Reye
syndrome, or myocardms (influenza-associated rare disorders) were reported in this
In this study, in individuals 5-17 years of age, four individual MAEs were slglmtlcant\y |ncreased and 11 were significantly
decreased. Of the four individual MAEs associated with increased risk, a biological association with FluMist is plausible for
one: abdominal pain. Of the 11 individual MAES associated with decreased risk, a biologically plausible association with
FluMist exists for seven: asthma, bronchitis, conjunctivitis, cough, viral syndrome otitis media, and wheezing/shortness
of breath. However, in the same study, a statistically significant increase In asthma or reactive airways d\sease was
observed for children 12-59 months of age following Dose One (Relative Risk 3.53, 90% Cl: 1.1,15.7). As a result of
this finding, FluMist is not indicated for children <60 months of age.
Solicited Adverse Events in Adults: In the placebo-controlled Adult Effectiveness Study, the rate of solicited adverse
events in the subset of healthy adults 18-49 years of age are shown in Table 2. Statistically significant differences were
observed for any event, cough, runny nose, sore throat, chills, and tiredness/weakness. Fever >100°F was similar in
FluMist and placebo rec\p\ems aftera smgfe dose. There was no significant increase in ILI as defined by Ihe CDCin the
FluMist group compared to the placebo group.

Table 2: Summary of Solicited Events Observed within 7 Days after Each Dose for
Vaccine and Placebo Recipients; Healthy Adults 18-49 Years of Age

FluMist Placebo
N=2548" N=1290
Event % %)
Any event 7.9 62.6
Cough 139° 108
Runny Nose 445" 27.1
Sore Throat 27.8" 171
Headache 40: 384
Chills 6" 6.0
Muscle Aches 16. 146
Tiredness/\Weakness 257" 216
Fever:
Oral Temp >100°f F 15 13
Oral Temp >101°F 05 07
Oral Temp >102°F 0 1 02
Oral Temp >103°F 0.0

* Denotes stat\stloaHy swgnmcam p- value 0.05; no adjustments for multiple comparisons;
Fisher's exact meth

« Number of eva\uab\e sub jects (those who returned diary cards). [97.9% of FluMist recipients and
97.9% of placebo recwplems]

Other Adverse Events in Children and Adults: In addition to the solicited events, parems of subjects in the Pediatric
Efficacy Trial also reported other adverse events that occurred during the course of the trial. Among healthy children age
0-71'months, the events that occurred in at least 1% of FluMist recipients and at a higher rate compared to placebo

were: abdominal pain (3.7% FluMist vs 0% p\acen%mms media HW 4% FluMist vs 0% placebo), accidental injury

(2.3% FluMist vs 2.1% placebo), diarrhea (3. vs 1.1% placebo), following Dose One and oftis media

(3.1% FluMist vs 1.3% placebo) following Dose Two. None of (hese differences were stansucaHy mgmﬂcant

In addition to the solicited events, adults who participated in the Adult Effectiveness Study also reported other adverse

events that occurred during the course of the clinical trial. For adults 18-49 ears of age in the Adult Eﬁect\veness S(udy

nasal congestion (9.2% FluMist vs 2.2% placebo), rhinitis (6.3% FluMist vs 3.1% placebo), and sinusitis (4 1% FluMist vs

2.2% placebo) were reported significantly more often by FluMist recipients compared to p\acebo recipients.

Adverse events reEuned post-licensure have included nausea, rash, hrpersensmthy reactions (including

anaphylaxis, facial edema, and urticaria). These events occurred at similar rates in FluMist versus placebo recipients

in pre-| ‘ICEI’ISUT& studies.

Annually, 20-40 cases of Guillain-Barré syndrome (GBS) that occur within 42 days of administration of inactivated

influenza vaccine are reported to VAERS. In 2003-2004, one case of GBS with temporal association with FluMist

was reported. Evidence of a causal relationship between influenza vaccines, including FluMist, has not been established.

ADVERSE EVENT REPORTING

Repomng vaccme reci dp\enls or the parems/guardlans of vaccmees and health care providers of all adverse events

oceurring vaccine administration is encouraged. The U.S. Department of Health and Human Services (DHHS) has

eslabhshed aVaccme Adverse Event Reporting ?/stem (VAERS Io accept all regorts of suspected adverse events after

1he administration of any vaccine. The VAERS toll-free number is 1-800-822-7967. Reporting forms may also be obtained
e FDA Web site at: http://www.vaers.org.

DOSAGE AND ADMINISTRATIO

FOR NASAL USE ONLY. DO NOT ADMINISTER PARENTERALLY.

FluMist® should be administered according to the following schedule:

Age Group Status Dosage Schedule
Children age 5 years Not previously vaccinated 2 doses (0.5 mL each, 60 days apart
through 8 years + 14 days) for initial season
Children age 5 years Previously vaccinated 1 dose (0.5 mL)
through 8 years with FluMist per season
Children and Adults age 9 Not applicable 1 dose (0.5 mL)
through 49 years per season

For healthy children age 5 years through 8 years who have not previously received FluMist vaccine, the recommended
dosage schedule for nasal administration is one 0.5 mL dose followed by a second 0.5 mL dose given at least 6 weeks
later. nly limited data are available on the degree of protection in children who receive one dose.

For all other healthy individuals, including children age 5-8 years who have previously received at least one dose of
FluMist, the recommended schedule is one dose.

FluMist should be administered prior (0 exposure to influenza. The peak of influenza activity is variable from year to year,
but_generally occurs in the U.S. between late December and early March. Because the duration of protection induced
by FluMist is not known and yearly an\lgemc variation in the influenza strains is possible, annual revaccination may
increase the likelihood of protection.

Based on FluMist Prescribing Information dated September 2004.
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dition at the Children’s Hospital of Wis-
consin (Wauwatosa), a hospital spokesper-
son said in an interview at press time.

The girl is the first known person to sur-
vive rabies without receiving a vaccine.
The bat bit the girl last September. She re-
portedly thought that the bite was just a
scratch, and she and those with her as-
sumed, incorrectly, that only healthy bats
could fly, so she did not see a doctor for a
vaccine. She presented to Children’s Hos-
pital on October 18 with symptoms of ra-
bies, including slurred speech and fluctu-
ating consciousness.

The doctors induced a temporary coma
and treated her with antiviral drugs to
boost her immune system and allow her
natural immunity to fight the virus. The
details of the treatment and the specifics
of the drugs have been withheld pending
publication.

A rabies vaccine will prevent the disease
only if given within days of exposure; it is
useless in saving the patient’s life in ad-
vanced cases.

Neonatal Infections Limit Growth
Extremely low-birth-weight infants (401-
1000 g) who developed neonatal infec-
tions were significantly more likely to
have neurodevelopmental problems in
early childhood, compared with nonin-
fected infants in a cohort study of 6,093
children, said Barbara J. Stoll, M.D., of
Emory University, Atlanta, and her col-
leagues.

The infants were assessed at 18-22
months’ corrected gestational age and
classified as uninfected (2,161 infants),
clinical infection only (1,538 infants), sep-
sis (1,922 infants), sepsis and necrotizing
enterocolitis (279 infants), or meningitis,
either with or without sepsis (193 infants).
At follow-up, 41% of the children had at
least one neurodevelopmental problem
(JAMA 2004;292:2357-65).

Scores of less than 70 on the Mental De-
velopment Index and the Psychomotor
Development Index were significantly
more common among children with any
of the previously mentioned infections,
compared with uninfected children. In ad-
dition, children in any of the infection
groups were significantly more likely to
have cerebral palsy, vision impairment,
and neurodevelopmental impairment, and
to have a head circumference in less than
the 10th percentile, compared with unin-
fected children.

11-Valent Vaccine Shows Promise

A new 1l-valent pneumococcal conju-
gate vaccine (Pn-PD) was safe and effec-
tive in a randomized, single-blind study of
154 infants who received the vaccine at
ages 2, 4, 6, and 12-15 months, reported
Anu Nurkka of the National Public
Health Institute in Helsinki, Finland, and
colleagues.

The vaccine used Haemophilus influenzae
protein D as a carrier and contained pneu-
mococcal capsular polysaccharides of
serotypes 1, 3,4, 5, 6B, 7F, 9V, 14, 18C, 19E,
and 23F. Overall, three doses of Pn-PD
provoked a strong antibody response,
compared with a control vaccine, with a
significant booster response after the
fourth dose (Pediatr. Infect. Dis. J.
2004;23:1008-14). Mild local skin reactions
were common.

—From staff reports



