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hlamydia Screening Especially Lacking for Teens

BY BETSY BATES

Los Angeles Bureau

SaN DIEGO Roughly two-thirds of
new chlamydia cases are being missed be-
cause of lax attention to screening guide-
lines by primary care physicians, obstetri-
cian-gynecologists, and pediatricians, Dr.
David E. Soper said at the annual meeting
of the American College of Obstetricians
and Gynecologists.

Chlamydia remains the most common

sexually transmitted disease in the United
States, with more than 976,000 new cases
reported each year and an estimated 2 mil-
lion cases going undiagnosed.

Women with undetected, untreated
chlamydia face at least a 40% chance of be-
ing diagnosed with pelvic inflammatory
disease (PID). “We're not screening like
we really should, despite highly sensitive
and very specific tests,” said Dr. Soper, pro-
fessor of ob.gyn. at the Medical Universi-
ty of South Carolina, Charleston.

“I think collectively we're not doing a
good job.”

Screening is particularly lacking for ado-
lescents, who have the highest rates of
chlamydia in the United States, and for
privately insured women, he said during a
press conference highlighting the issue.

Among women covered by Medicare,
“modest gains” were made in 2006, with
almost half of sexually active women aged
25 and younger being screened annually,
as recommended by ACOG, the Centers

SYNAGIS® (PALIVIZUMAB)
for Intr: lar Administration

DESCRIPTION: Synagis (palivizumab) is a humanized monoclonal antibody (IgG1k) produced by
recombinant DNA technology, directed to an epitope in the A antigenic site of the F protein of respiratory
syncytial virus (RSV). Synagis is a composite of human (95%) and murine (5%) antibody sequences. The
human heavy chain sequence was derived from the constant domains of human IgG1 and the variable framework
regions of the Vi genes Cor (1) and Cess (2). The human light chain sequence was derived from the constant
domain of Ck and the variable framework regions of the Vi gene K104 with Jk-4 (3). The murine sequence:

were derived from a murine monoclonal antibody, Mab 1129 (4), in a process that involved the grafting of the

murine complementarity determining regions into the human antibody frameworks. Synagis is 1 of two
heavy chains and two light chains and has a molecular weight of approximately 148,000 Daltons.

Synagis is supplied as a sterile, preservative-free liquid solution at 100 mg/mL to be administered by
intramuscular injection (IM). Thimerosal or other mercury containing salts are not used in the production of
Synagis. The solution has a pH of 6.0 and should appear clear or slightly opalescent.

Each 100 mg single-dose vial of Synagis liquid solution contains 100 mg of Synagis, 3.9 mg of histidine,
0.1 mg of glycine, and 0.5 mg of chloride in a volume of 1 m]

Each 50 mg single-dose vial of Synagis liquid solution contains 50 mg of Synagis, 1.9 mg of histidine,

0.06 mg of glycine, and 0.2 mg of chloride in a volume of 0.5 mL.

CLINICAL PHARMACOLOGY: Mechanism of Action: Synagis exhibits neutralizing and fusion-inhibitory
activity against RSV. These activities inhibit RSV replication in laboratory experiments. Although resistant
RSV strains may be isolated in laboratory studies, a panel of 57 clinical RSV isolates were all neutralized by
Synagis (5). Synagis serum concentrations of >40 mcg/mL have been shown to reduce pulmonary RSV
replication in the cotton rat model of RSV infection by 100-fold (5). The in vivo neutralizing activity of the
active ingredient in Synagis was assessed in a randomized, placebo-controlled study of 35 pediatric patients
tracheally intubated because of RSV disease. In these patients, Synagis significantly reduced the quantity of
RSV in the lower respiratory tract compared to control patients (6).

Pharmacokinetics: In pediatric patients <24 months of age without congenital heart disease (CHD), the mean
half-life of Synagis was 20 days and monthly intramuscular doses of 15 mg/kg achieved mean = SD 30 day
trough serum drug concentrations of 37 + 21 meg/mL after the first injection, 57 + 41 mcg/mL after the second
injection, 68 + 51 mcg/mL after the third injection and 72 + 50 mcg/mL after the fourth injection (7). Trough
concentrations following the first and fourth Synagis dose were similar in children with CHD and in non-
cardiac patients. In pediatric patients given Synagis for a second season, the mean + SD serum concentrations
following the first and fourth injections were 61 + 17 meg/mL and 86 + 31 meg/mL, respectively.

In 139 pediatric patients <24 months of age with hemodynamically significant CHD who received Synagis
and underwent cardio-pulmonary bypass for open-heart surgery, the mean + SD serum Synagis concentration
was 98 + 52 mcg/mL before bypass and declined to 41 + 33 mcg/mL after bypass, a reduction of 58% (see
DOSAGE AND ADMINISTRATION). The clinical significance of this reduction is unknown.

Specific studies were not conducted to evaluate the effects of demographic parameters on Synagis systemic
exposure. However, no effects of gender, age, body weight or race on Synagis serum trough concentrations
were observed in a clinical study with 639 pediatric patients with CHD (<24 months of age) receiving five
monthly intramuscular injections of 15 mg/kg of Synagis.
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Rx only Table 2 - Adverse Events Occurring at a Rate of 1% or Greater More Frequently
in Patients’ Receiving Synagis
Event Synagxils(g‘zjl 641) Placel;lo(%?l 148)
Upper respiratory infection 830 (50.6) 544 (47.4)
Otitis media 597 (36.4) 397 (34.6)
Fever 446 (27.1) 289 (25.2)
Rhinitis 439 (26.8) 282 (24.6)
Hernia 68 (4.1) 30 (2.6)
SGOT Increase 49 (3.0) 20 (1.7)
[ Cyanosis (Synagis [9.1%/placebo [6.9%]) and arthythmia (Synagis [3.1%/placebo [1.7%]) were reported
during Trial 2 in CHD patients.

Immunogenicity

In Trial 1, the incidence of anti-Synagis antibody following the fourth injection was 1.1% in the placebo group
and 0.7% in the Synagis group. In pediatric patients receiving Synagis for a second season, one of the fifty-six
patients had transient, low titer reactivity. This reactivity was not associated with adverse events or alteration
in serum concentrations. Immunogenicity was not assessed in Trial 2.

These data reflect the percentage of patients whose test results were considered positive for antibodies to
Synagis in an ELISA assay, and are highly dependent on the sensitivity and specificity of the assay.
Additionally, the observed incidence of antibody positivity in an assay may be influenced by several factors
including sample handling, concomitant medications, and underlying disease. For these reasons, comparison of
the incidence of antibodies to Synagis with the incidence of antibodies to other products may be misleading.

‘With any monoclonal antibody, the posslblllty exists that a liquid solution may be more immunogenic than a
lyophilized formulation. The relative immunogenicity rates between the lyophilized formulation, used in Trials
1 and 2 above, and the liquid solution have not yet been established.

Post-Marketing Experience
The following adverse reactions have been identified and reported during post-approval use of Synagis.

Because the reports of these reactions are voluntary and the population is of uncertain size, it is not always
possible to reliably estimate the frequency of the reaction or establish a causal relationship to drug exposure.

Rare severe acute hypersensitivity reactions (<1 case per 1,000 patients) have been reported on initial or
subsequent exposure. Very rare cases of anaphylaxis (<1 case per 100,000 patients) have also been reported
following re-exposure (see WARNINGS). None of the reported hypersensitivity reactions were fatal.
Hypersensitivity reactions may include dyspnea, cyanosis, respiratory failure, urticaria, pruritus, angioedema,
hypotonia and unresponsiveness. The relationship between these reactions and the development of antibodies
to Synagis is unknown.

Limited information from post-marketing reports suggests that, within a single RSV season, adverse events after
a sixth or greater dose of Synagis are similar in character and frequency to those after the initial five doses.

OVERDOSAGE: No data from clinical studleﬂ are available on overdosage. No toxicity was observed in

The pharmacokinetics and safety of Synagis liquid solution and Synagis lyophilized for
IM at 15 mg/kg were studied in a cross-over trial of 153 pediatric patients <6 months of age with a history of
prematurity. The results of this trial indicated that the trough serum concentrations of palivizumab were
comparable between the liquid solution and the lyophilized formulation, which was the formulation used in
the clinical studies described below.

CLINICAL STUDIES: The safety and efficacy of Synagis were assessed in two randomized, double-blind,
placebo-controlled trials of prophylaxis against RSV infection in pediatric patients at high risk of an RSV-
related hospitalization. Trial 1 was conducted during a single RSV season and studied a total of 1,502 patients
<24 months of age with bronchopulmonary dysplasia (BPD) or infants with premature birth (<35 weeks
gestation) who were <6 months of age at study entry (7). Trial 2 was conducted over four consecutive seasons
among a total of 1,287 patients <24 months of age with hemodynamically significant congenital heart disease.
In both trials participants received 15 mg/kg Synagis or an equivalent volume of placebo IM monthly for five
injections and were followed for 150 days from randomization. In Trial 1, 99% of all subjects completed the
study and 93% completed all five injections. In Trial 2, 96% of all subjects completed the study and 92%
completed all five injections. The incidence of RSV hospitalization is shown in Table 1.

rabbits adi ed a single int injection of Synagis at a dose of 50 mg/kg.

DOSAGE AND ADMINISTRATION: The recommended dose of Synagis is 15 mg/kg of body weight.
Patients, including those who develop an RSV mfe(.tlon should continue to receive monthly doses throughout
the RSV season. The first dose should be ad d prior to of the RSV season. In the
northern hemisphere, the RSV season typically commences in November and lasts through April, but it may
begin earlier or persist later in certain communities.

Synagis serum levels are decreased after cardio-pulmonary bypass (see CLINICAL PHARMACOLOGY).
Patients undergoing cardio-pulmonary bypass should receive a dose of Synagis as soon as possible after the
cardio-pulmonary bypass procedure (even if sooner than a month from the previous dose). Thereafter, doses
should be administered monthly.

Synagis should be administered in a dose of 15 mg/kg intramuscularly using aseptic technique, preferably in
the anterolateral aspect of the thigh. The gluteal muscle should not be used routinely as an injection site
because of the risk of damage to the sciatic nerve. The dose per month = patient weight (kg) x 15 mg/kg +
100 mg/mL of Synagis. Injection volumes over 1 mL should be given as a divided dose.

* DO NOT DILUTE THE PRODUCT
* DO NOT SHAKE OR VIGOROUSLY AGITATE THE VIAL

. Pdremerdl drug products should be inspected visually for particulate matter and discoloration prior to

. Do not use any vials exhibiting particulate matter or discoloration.

« Using aseptic techniques, attach a sterile needle to a sterile syringe. Remove the flip top from the Synagis
vial, and wipe the rubber stopper with a disinfectant (e.g., 70% isopropyl alcohol). Insert the needle into

Table 1: Incid of RSV H by Treatment Group Administration of Synagis
Difference Relative
Trial Placebo Synagis Between Reduction p-Value
Groups

Trial 1 N 500 1002
Impact-RSV | Hospitalization | 53 (10.6%) | 48 (4.8%) 5.8% 55% <0.001

Trial 2 N 648 639

CHD Hospitalization 63 (9.7%) 34 (5.3%) 4.4% 45% 0.003

In Trial 1, the reduction of RSV hospilalizatiun was observed both in patients with BPD (34/266 [12.8%]
placebo vs. 39/496 [7.9%] Synagis), and in premature infants without BPD (19/234 [8.1%] placebo vs. 9/506
[1.8%] Synagis). In Trial 2, reductions were observed in acyanotic (36/305 [11.8%] placebo versus 15/300
[5.0%] Synagis) and cyanotic children (27/343 [7.9%)] placebo versus 19/339 [5.6%] Synagis).

The clinical studies do not suggest that RSV infection was less severe among RSV hospitalized patients who
received Synagis compared to those who received placebo.

INDICATIONS AND USAGE: Synagis is indicated for the prevention of serious lower respiratory tract
disease caused by respiratory syncytial virus (RSV) in pediatric patients at high risk of RSV disease. Safety
and efficacy were established in infants with bronchopulmonary dysplasia (BPD), infants with a history of
premature birth (<35 weeks gestational age), and children with hemodynamically significant congenital heart
disease (CHD) (see CLINICAL STUDIES).

CONTRAINDICATIONS: Synagis should not be used in pediatric patients with a history of a severe prior
reaction to Synagis or other components of this product.

WARNINGS: Very rare cases of anaphylaxis (<1 case per 100,000 patients) have been reported following re-
exposure to Synagis (see ADVERSE REACTIONS, Post-Marketing Experience). Severe acute hypersensitivity
reactions, estimated to be rare, (<1 case per 1,000 patients) have also been reported on initial exposure or re-
exposure to Synagis (see ADVERSE REACTIONS, Post-Marketing Experience). If a severe hypersensitivity
reaction occurs, therapy with Synagis should be permanently discontinued. If milder hypersensitivity reactions
occur, caution should be used on readministration of Synagis. If anaphylaxis or severe allergic reactions
occur, administer appropriate medications (e.g., epinephrine) and provide supportive care as required.

PRECAUTIONS: General: Synagis is for intramuscular use only. As with any intramuscular injection,
Synagis should be given with caution to patients with thrombocytopenia or any coagulation disorder.

The safety and efficacy of Synagis have not been demonstrated for treatment of established RSV disease.

The single-dose vial of Synagis does not contain a preservative. Administration of Synagis should occur
immediately after dose withdrawal from the vial. The vial should not be re-entered. Discard any unused portion.

Drug Interactions: No formal drug-drug interaction studies were conducted. In Trial 1, the proportions of
patients in the placebo and Synagis groups who received routine childhood vaccines, influenza vaccine,
bronchodilators or corticosteroids were similar and no incremental increase in adverse reactions was observed
among patients receiving these agents.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenesis, mutagenesis and reproductive toxicity
studies have not been performed.

Pregnancy: Pregnancy Category C: Synagis is not indicated for adult usage and animal reproduction studies
have not been conducted. It is also not known whether Synagis can cause fetal harm when administered to a
pregnant woman or could affect reproductive capacity.

ADVERSE REACTIONS: The most serious adverse reactions occurring with Synagis treatment are
anaphylaxis and other acute hypersensitivity reactions (see WARNINGS). The adverse reactions most commonly
observed in Synagis-treated patients were upper respiratory tract infection, otitis media, fever, rhinitis, rash,
diarrhea, cough, vomiting, itis, and wi Upper resp 'y tract infection, otitis media, fever,
and rhinitis occurred at a rate of 1% or greater in the Synagis group compared to placebo (Table 2).

Because clinical trials are conducted under widely varying conditions, adverse event rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice. The adverse reaction information does, however, provide a basis for
identifying the adverse events that appear to be related to drug use and a basis for approximating rates.

The data described reflect Synagis exposure for 1,641 pediatric patients of age 3 days to 24.1 months in Trials
1 and 2. Among these patients, 496 had bronchopulmonary dysplasia, 506 were premature birth infants less
than 6 months of age, and 639 had congenital heart disease. Adverse events observed in the 153 patient
crossover study comparing the liquid and lyophilized formulations were similar between the two formulations,
and similar to the adverse events observed with Synagis in Trials 1 and 2.

the vial, and withdraw into the syringe an appropriate volume of solution. Administer immediately after
drawing the dose into the syringe.

« Synagis is supplied as a single-dose vial and does not contain preservatives. Do not re-enter the vial after
withdrawal of drug; discard unused portion. Only administer one dose per vial.

« To prevent the transmission of hepatitis viruses or other infectious agents from one person to another,
sterile disposable syringes and needles should be used. DO NOT reuse syringes and needles.

HOW SUPPLIED: Synagis is supplied in single-dose vials as a preservative-free, sterile liquid solution at
100 mg/mL for IM injection.

50 mg vial NDC 60574-4114-1
The 50 mg vial contains 50 mg Synagis in 0.5 mL.

100 mg vial NDC 60574-4113-1

The 100 mg vial contains 100 mg Synagis in 1 mL.
There is no latex in the rubber stopper used for sealing vials of Synagis. Upon receipt and until use, Synagis
should be stored between 2°C and 8°C (35.6°F and 46.4°F) in its original container. DO NOT freeze. DO
NOT use beyond the expiration date.
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for Disease Control and Prevention, and
the U.S. Preventive Services Task Force.

Far fewer commercially insured
women— "maybe 35% or 40%”—are re-
ceiving annual screening, according to
data from State of Health Care Quality re-
ports, he said.

“We'd like to see these rates go up to the
90% range,” Dr. Soper said.

Besides the annual screening of women
aged 25 years and younger, screening is
recommended for other women in high-
risk groups as well, including those with
new or multiple sexual partners and those
with a prior history of sexually transmit-
ted disease.

Routine screening of men is not cur-
rently recommended, although it may be
considered in
areas of high
prevalence.

Bahies who are
born to mothers

. Currently,
with untreated the prevalence
chlamydia are at ~ of chlamydia

. . ranges from 4%
significant risk to 12%: recent

for developing testing of
. asymptomatic
chlamydial female  Army

recruits in the
San Francisco
area identified
9% with the in-
fection.

If women were screened as recom-
mended and treated, if infected, with a sin-
gle dose of 1 g of azithromycin, an esti-
mated 140,000 cases of PID a year could
be prevented, Dr. Soper said.

This has the potential of saving $45 in
health costs for every woman screened,
making chlamydia screening one of the
most effective but underutilized preventive
health services targeted by the CDC and
the Agency for Healthcare Research and
Quality.

Treatment of PID and its conse-
quences—including infertility, ectopic
pregnancy, and chronic pelvic pain—now
exceeds $3.5 billion a year.

Dr. Laura E. Riley, medical director of la-
bor and delivery at Massachusetts General
Hospital, Boston, called the sequelae of un-
treated chlamydia “devastating,” not only
for women, but for their exposed infants.

Babies born to mothers with untreated
chlamydia have a 25%-30% chance of de-
veloping chlamydial conjunctivitis, and up
to a 40% chance of developing chlamydi-
al pneumonia.

During pregnancy, a single dose of
azithromycin can be used to treat chlamy-
dia, but women should be retested for
proof of cure after 3 weeks to ensure that
the disease has cleared. Infants can be
treated with erythromycin; however,
many require retreatment, she said.

Both physicians stressed the efficacy of
the nucleic acid amplification testing
(NAAT) method and noted that urine sam-
ples, as well as endocervical or vaginal
swabs, may be used to make the diagnosis.

They urged physicians not only to screen
for chlamydia, but to regularly talk with pa-
tients about STD prevention strategies, in-
cluding abstinence, monogamy, or use of
a condom during every sexual contact.

conjunctivitis or
chlamydial
pneumonia.
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