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date: Bacterial Vaginosis Screening in Pregnancy
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pdated recommendations from the

U.S. Preventive Services Task Force

advise against screening for bacte-

rial vaginosis in pregnant women who

are asymptomatic and at low risk for
preterm delivery.

However, the recommendations remain

neutral about such screening in high-risk

pregnancies because “current evidence is

insufficient to assess the balance of bene-
fits and harms,” reported Dr. Ned Ca-
longe, chair of the U.S. Preventive Services
Task Force (USPSTF) and his colleagues.

The new recommendations (Ann. In-
tern. Med. 2008;148:214-9) are an update
of those compiled by the task force in 2001
(Am. J. Prev. Med. 2001;20:59-61). They are
based on an analysis of new evidence,
which was conducted for the task force by
Peggy Nygren of the Oregon Health and
Science University, Portland, and her as-

sociates and funded by the Agency for
Healthcare Research and Quality (Ann. In-
tern. Med. 2008;148:220-33).

The analysis addressed “previously iden-
tified gaps, such as the characterization of
patients most likely to benefit from screen-
ing and the optimal timing of screening
and treatment in pregnancy outcomes,”
said Dr. Calonge, who is also chief med-
ical officer of the Colorado Department of
Public Health and Environment, Denver,
and his colleagues.
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INDICATIONS AND USAGE ADACEL® vaccine is indicated for active booster immunization for the prevention of tetanus, diphtheria
and pertussis as a single dose in persons 11 through 64 years of age. The use of ADACEL vaccine as a primary series, or to complete
the primary series, has not been studied. As with any vaccine, ADACEL vaccine may not protect 100% of vaccinated individuals.

CONTRAINDICATIONS Known systemic hypersensitivty to any component of ADACEL vaccine or  life-threatening reaction
after previous administration of the vaccine or a vaccine containing the same substances are contraindications to vaccination with
ADACEL vaccine. Because of uncertainty as to which component of the vaccme may be responsible, additional vaccinations with

should not be

personnel collecting the safety data differed from personnel administering the vaccines, was used due to different vaccine packaging

(ADACEL vacdine supplied in single dose vials; Td vaccine supplied in multi-dose vials). Solicited local and systemic reactions and

unsolicited events were monitored daily for 14 days post-vaccination using a diary card. From days 14-28 post-vaccination,

information on adverse events necessitating a medical contact, such as a telephone call, visit to an emergency room, physician’s office

or hospitalization, was obtained via telephone interview or at an interim clinic visit. From days 28 to 6 months post-vaccination,

R only Eamcwpams were monitored for unexpected visits to a physician’s office or to an emergency room, onset of serious illness and
ospitalizations. Information regarding adverse events that occurred in the 6 month post-vaccination time period was obtained via a

scripted telephone interview. Approximately 96% of participants completed the 6 month follow-up evaluation. In the concomitant
vaccination study with ADACEL and Hepatitis B vaccines, local and systemic adverse events were monitored daily for 14 days post-
vaccination using a diary card. Local adverse events were only monitored at site/arm of ADACEL vaccine administration. Unsolicited
reactions (including immediate reactions, serious adverse events and events that elicited seeking medical attention) were collected at a
dlinic visit or via telephone interview for the duration of the trial, ie, up to 6 months post-vaccination. In the concomitant vaccination
study with ADACEL vaccine and trivalent inactivated influenza vaccines, local and systemic adverse events were monitored for 14 days
post-vaccination using a diary card. All unsolicited reactions occurring through day 14 were collected. From day 14 to the end of the
trial, ie, up to 84 days, only events that elicited seeking medical attention were collected. In all the studies, subjects were monitored for
serious adverse events throughout the duration of the study. Because dlinical trials are conducted under widely varying conditions,

the diphtheria, tetanus or pertussis c

allergist for evaluation if further immunizations are to be considered. The following events are contraindications to administration

of any pertussis containing vaccine: (1)

. Encepha\opaﬂwy within 7 days of a previous dose of pertusms containing vaccme not attributable to another identifiable cause.

such individuals may be referred to an

Pertussis vaccine should not be administered

-l disorder, epllepsy,

 Progressivi

psy, 0
to individuals with these conditions until a treatment reg\men has been established, the condition has stabilzed, and the benefit

clearly outweighs the risk,

ADACEL vaccine is not contraindicated for use in individuals with HIV infection, (1)

WARNINGS Because intramuscular injection can cause injection site hematoma, ADACEL 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 ADACEL vaccine in such persons, it should be given
with caution, with steps taken to avoid the risk of hematoma formation following injection. (1) If any of the following events occurred
in temporal relation to previous receipt of a vaccine containing a whole-cell pertussis (g, DTP) or an acellular pertussis component,
the decision to give ADACEL vaccine should be based on careful consideration of the potential benefits and possible risks: (2)3)
 Temperature of 240,5°C (105°F) within 48 hours not due to another identifiable cause;

 Collapse or shock-like state (hypotonic-hyporesponsive episode) within 48 hours;

* Persistent, inconsolable crying lasting =3 hours, occurring within 48 hours;

© Seizures with or without fever occurring within 3 days.

When a decision is made to withhold pertussis vaccine, Td vaccine should be glven Persons who experienced Arthus-type hypersen-
sitivity reactions (eg, severe local reactions associated with systemic symptoms) (4
high serum tetanus antitoxin levels and should not be given emergency doses of tetanus toxoid-containing vaccines more frequently
than every 10 years, even if the wound is neither clean nor minor. (4)(5) If Guillain-Barré syndrome occurred within 6 weeks of receipt
of prior vaccine containing tetanus toxoid, the decision to give ADACEL vaccine or any vaccine containing tetanus toxoid should be
based on careful consideration of the potential benefits and possible risks. (1) The decision to administer a pertussis-containing vaccine
toindividuals with stable central nervous system (CNS) disorders must be made by the health-care provider on an individual basis, with
consideration of all relevant factors and assessment of potential risks and benefits for that individual. The Advisory Committee on
Immunization Practices (ACIP) has issued guidelines for immunizing such individuals. (2) A family history of seizures or other CNS
disorders is not a contraindication to pertussis vaccine. (2) The ACIP has published guidefines for vaccination of persons with recent or

acute iliness. (1)

PRECAUTIONS General Do not administer by intravascular injection: ensure that the needle does not penetrate a blood vessel.
ADACEL vaccine should not be administered into the buttocks nor by the intradermal route, since these methods of administration
have not been studied; a weaker immune response has been observed when these routes of administration have been used with

) following a prior dose of tetanus toxoidusually have

case an anaphylactic or acute t ity reaction occurs. Prior to adh

the parent or guardian must be asked about personal health history, including immunization history, current health status and any
adverse event after previous immunizations. In persons who have a history of serious or severe reaction within 48 hours of a
previous injection with a vaccine containing similar components, administration of ADACEL vaccine must be carefully considered. The
ACIP has published guidelines for the immunization of immunocompromised individuals. (6) Immune responses to inactivated
vaccines and toxoids when given to immunocompromised persons may be suboptimal. (1) The immune response to ADACEL
vaccine administered to immunocompromised persons (whether from disease or treatment) has not been studied. A separate, sterile
syringe and needle, or a sterile d\sgosab\e unit, must be used for each person to prevent transmission of blood borne infectious agents.
ut should be disposed of according to biohazard waste guidelines.

Information for Vaccine Recipients and/or Parent or Guardian Before administration of ADACEL vaccine, health-care providers should
inform the vaccine recipient and/or parent or guardian of the benefits and risks. The health-care provider should inform the vaccine
recipient and/or parent or guardian about the potential for adverse reactions that have been temporally associated with ADACEL
vaccine or other vaccines containing similar components. The vaccine recipient and/or parent or guardian should be instructed to
report any serious adverse reactions to their health-care provider. Females of childbearing potential should be informed that Sanofi
Pasteur Inc. maintains a pregnancy registry to monitor fetal outcomes of pregnant women exposed to ADACEL vaccine. If they are
pregnant or become aware they were pregnant at the time of ADACEL vaccine immunization, they should contact their health-care
professional or Sanofi Pasteur Inc. at 1-800-822-2463 (1-800-VACCINE). The health-care provider should Erovide the Vaccine
Information Statements (VISs) that are required by the National Childhood Vaccine Injury Act of 1986 to

immunization, The US Department of Health and Human Services has established a Vaccine Adverse Event Reporting System (VAERS)
to accept all reports of suspected adverse events after the administration of any vaccine, including but not limited to the reporting of
events required by the National Childhood Vaccine Injury Act of 1986. (7) The toll-free number for VAERS forms and information is
1-800-822-7967 or visit the VAERS website at http://www.fda.gov/cher/vaers/vaers.htm

Drug Interactions Immunosuppressive therapies, including inadiation, antimetabolites, alkylating agents, cytotoxic drugs and
corticosteroids (used in greater than physiologic doses) may reduce the immune response to vaccines. (See PRECAUTIONS,
il imul with other vaccines refer o the ADVERSE REACTIONS and

Needles should not be recapped

General) For i regarding
DOSAGE AND ADMINISTRATION sections.

Carcinogenesis, Mutagenesis, Impairment of Fertility No studies have been performed with ADACEL vaccine to evaluate

carcinogenicity, mutagenic potential, or impaiment of fertlity.

Pregnancy Category C Animal reproduction studies have not been conducted with ADACEL vaccine. It s also not known whether
ADACEL vaccine can cause fetal harm when administered to a pregnant woman or can affect reproduction capacity. ADACEL
vaccine should be given to a pregnant woman only if dearly needed. Animal fem\rty studies have not been conducted wwth

of ADACEL vaccine, the vaccine recipient and/or

in approximately 44% of

e given with each

ADACEL vaccine. The effect of ADACEL vaccine on embryo-fetal and pr

toxicity studies using pregnant rabbits. Animals were administered ADACEL vaccine twice prior to gestation, during the period
of organogenesis (gestation day 6) and later during pregnancy on gestation day 29, 0.5 mL/rabbit/occasion (a 17-fold increase
compared to the human dose of ADACEL vaccine on a body weight basis), by intramuscular injection. No adverse effects on
pregnancy, parturition, lactation, embryo-fetal or pre-weaning development were observed. There were no vaccine related fetal

or other evidence of

noted in this study. (8)

Pregnancy Registry Health-care providers are encouraged to register pregnant women who receive ADACEL vaccine in Sanofi Pasteur
Incs vaccination pregnancy registry by calling 1-800-822-2463 (1-800-VACCINE).

Nursing Mothers It is not known whether ADACEL vaccine is excreted in human milk, Because many drugs are excreted in human
milk, caution should be exercised when ADACEL vaccine is given to a nursing woman.

Pediatric Use ADACEL vaccine is not indicated for individuals less than 11 years of age. (See INDICATIONS AND USAGE.) For
immunization of persons 6 weeks through 6 years of age against diphtheria, tetanus and pertussis refer to manufacturers' package

inserts for DTaP vaccines.

Geriatric Use ADACEL vaccine is not indicated for individuals 65 years of age and older. No data are available regarding the safety
and effectiveness of ADACEL vaccine in individuals 65 years of age and older as clinical studies of ADACEL vaccine did not include

subjects in the geriatric population.

ADVERSE REACTIONS The safety of ADACEL vaccine was evaluated in 4 clinical studies. A total of 5,841 individuals 11-64 years of
age inclusive (3,393 adolescents 11-17 years of age and 2,448 adults 18-64 years) received a single booster dose of ADACEL vaccine.
The principal safety study was a randomized, observer blind, active controlled trial that enrolled participants 11-17 years of age
(ADACEL vaccine N = 1,184; Td vaccine N = 792) and 18-64 years of age (ADACEL vaccine N = 1,752; Td vaccine N = 573). Study
participants had not received tetanus or diphtheria containing vaccines within the previous 5 years. Observer blind design, ie, study
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adverse reaction rates observed in the clinical trials of a vaccine cannot be directly compared to rates in the dlinical trials of another
vaccine and may not reflect the rates observed in practice. The adverse reaction information from clinical trials does, however, provide
a basis for identifying the adverse events that appear to be related to vaccine use and for approximating rates of those events.
Serious Adverse Events in All Safety Studies Throughout the 6-month follow-up period in the principal safety study, serious adverse
events were reported in 1.5% of ADACEL vaccine recipients and 1.4% in Td vaccine recipients. Two serious adverse events in adults
were neuropathic events that occurred within 28 days of ADACEL vaccine administration; one severe migraine with unilateral facial
paralysis and one diagnosis of nerve compression in neck and left am. Similar or lower rates of serious adverse events were reported
in the other trials and there were no additional neuropathic events reported.
Solicited Adverse Events in the Principal Safety Study The frequency of selected solicited adverse events (erythema, swelling, pain
and fever) occurring during Days 0-14 following one dose of ADACEL vaccine or Td vaccine were reported at a similar frequency in
both groups. Few participants (<1%) sought medical attention for these reactions. Pain at the injection site was the most common
adverse reaction occurring in 62-78% of all vaccinees. In addition, overall rates of pain were higher in adolescent recipients of
ADACEL vaccine compared to Td vaccine recipients. Rates of moderate and severe pain in adolescents did not significantly differ
between the two groups. Rates of pain did not significantly differ for adults. Fever of 38°C and higher was uncommon, although in
the adolescent age group, it occurred significantly more frequently in ADACEL vaccine recipients than Td vaccine recipients.
(8) Headache was the most frequent systemic reaction and was usually of mild to moderate intensity. Local and systemic solicited
reactions occurred at similar rates in ADACEL vaccine and Td vaccine recipients in the 3 day post-vaccination period. Most local
reactions occurred within the first 3 days after vaccination (with a mean duration of less than 3 dp
Adverse Events in the Concomitant Vaccine Studies
Local and Systemic Reactions when Given with Hepatitis B Vaccine The rates reported for fever and injection site pain (at the
ADACEL vaccine administration site) were similar when ADACEL and Hep B vaccines were given concurrently or separately. However,
the rates of injection site erythema (23.4% for concomitant vaccination and 21.4% for separate administration) and swelling (23.9%
for concomitant vaccination and 17.9% for separate administration) at the ADACEL vaccine administration site were increased when
co-administered. Swollen and/or sore joints were reported by 22.5% for concomitant vaccination and 17.9% for separate
administration. The rates of generalized body aches in the individuals who reported swollen and/or sore joints were 86.7% for
concomitant vaccination and 72.2% for separate administration. Most joint complaints were mild in intensity with a mean duration
of 1.8 days. The incidence of other solicited and unsolicited adverse events were not different between the 2 study groups. (8)
Local and Systemic Reactions when Given with Trivalent Inactivated Influenza Vaccine The rates of fever and injection site
erythema and swelling were similar for recipients of concurrent and separate administration of ADACEL vaccine and TIV. However,
pain at the ADACEL vaccine injection site occurred at statistically higher rates following concurrent administration (66.6%) versus
separate administration (60.8%). The rates of sore and/or swollen joints were 13% for concurrent administration and 9% for
other vaccines. (1) The possibility of allergic reactions in persons sensitive to components of the vaccine should be evaluated. S/era!ate administration. Most joint complaints were mild in intensity with a mean duration of 2.0 days. The incidence of other
Epinephrine Hydrochloride Solution (1:1,000) and other appropriate agents and equipment should be available for immediate use i~ solicited and unsolicited adverse events were similar between the 2 study groups. (8)
Additional Studies An additional 1,806 adolescents received ADACEL vaccine as part of the lot consistency study used to support
ADACEL vaccine licensure. This study was a randomized, double-blind, multi-center trial designed to assess lot consistency as
measured by the safety and immunogenicity of 3 lots of ADACEL vaccine when given as a booster dose to adolescents 11-17 years
of age inclusive. Local and systemic adverse events were monitored for 14 days post-vaccination using a diary card. Unsolicited
adverse events and serious adverse events were collected for 28 days post-vaccination. Pain was the most frequently reported local
adverse event occurring in arproxlmately 80% of all subjects. Headache was the most frequently reported systemic event occurring
subjects. Sore and/or swollen joints were reported by approximately 14% of participants, Most joint
complaints were mild in intensity with a mean duration of 2.0 days. (8) An additional 962 adolescents and adults received ADACEL
vacaine in three supportive Canadian studies used as the basis for licensure in other countries. Within these clinical trials, the rates of
local and systemic reactions following ADACEL vaccine were similar to those reported in the four principal trials in the US with the
exception of a higher rate (86%) of adults experiencing ‘any’ local injection site pain. The rate of severe pain (0.8%), however, was
comparable to the rates reported in the four principal trials. (8) There was one spontaneous report of whole-arm swelling of the
injected limb among the 277 Td vaccine recipients, and two spontaneous reports among the 962 ADACEL vaccine recipients.
Postmarketing Reports The following adverse events have been spontaneously reported during the post-marketing use of ADACEL
vaccine in other countries. Because these events are reported voﬁmtﬂn\y from a population of uncertain size, it is not possible to
reliably estimate their frequency or establish a causal relationship to vaccine exposure. The following adverse events were induded
based on severity, frequency of reporting or the strength of causal association to ADACEL vaccine. General disorders and administration
site conditions: injection site bruising, sterile abscess. Skin and subcutaneous tissue disorders: pruritus, urticaria. There have been
spontaneous reports of nervous system disorders suich as myelitis, syncope vasovagal, paresthesia, hypoesthesia and musculoskeletal
and connective tissue disorders such as myositis and muscle spasms temporally associated with ADACEL vaccine.
Reporting of Adverse Events The National Vaccine Injury Compensation Program, established by the National Childhood Vaccine
Injury Act of 1986, requires physicians and other health-care providers who administer vaccines to maintain permanent vaccination
records of the manufacturer and lot number of the vaccine administered in the vaccine recipient's permanent medical record along.
with the date of administration of the vaccine and the name, address and title of the person administering the vaccine, The Act
further requires the health-care professional to report to the US Department of Health and Human Services the occurrence following
immunization of any event set forth in the Vaccine Injury Table. These indlude anaphylaxis or anaphylactic shock within 7 days; brachial
neuritis within 28 days; an acute complication or sequelae (including death) of an illness, disability, injury, or condition referred to
above, or any events that would contraindicate further doses of vaccine, according to this ADACEL vaccine package insert. (7)(9)(10)
The US Department of Health and Human Services has established the Vaccine Adverse Event Reporting System (VAERS) to accept
all reports of suspected adverse events after the administration of any vaccine. Reporting of all adverse events occurring after vaccine
administration is encouraged from vaccne recipients, parents/guardians and the health-care provider. Adverse events following
I ization should be reported to VAERS. Reporting forms and information about reporting requirements or completion of
. the form can be obtained from VAERS through a toll-free number 1-800-822-7967 or visit the VAERS website at
http://www.fda.gov/cber/vaers/vaers.htm. (7)(9)(10) Health-care providers should also report these events to the Pharmacovigilance
Department, Sanofi Pasteur Inc., Discovery Drive, Swiftwater, PA 18370 or call 1-800-822-2463 (1-800-VACCINE).
DOSAGE AND ADMINISTRATION ADACEL vaccine should be administered as a single injection of one dose (0.5 mL) by the
intramuscular route. SHAKE THE VIAL WELL to distribute the suspension uniformly before withdrawing the 0.5 mL dose for
administration. Do NOT administer this product intravenously or subcutaneously. Five years should have elapsed since the recipient's
last dose of tetanus toxoid, diphtheria toxoid and/or pertussis containing vaccine.
STORAGE Store at 2° to 8°C (35° to 46°F). DO NOT FREEZE. Discard product if exposed to freezing. Do not use after
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Ms. Nygren and her associates noted the
recent concerns that metronidazole—the
antibiotic most commonly used to treat
bacterial ~vaginosis—might increase
preterm births in certain populations.
“The juxtaposition of these data, along
with epidemiologic evidence associating
bacterial vaginosis with preterm birth,
leads to considerable confusion for clini-
cians and researchers alike. Whether to
screen or treat multiple times, when to
start, and at what interval during preg-
nancy are unanswered questions, as bac-
terial vaginosis may not necessarily persist
throughout pregnancy,” they wrote.

The analysis included studies published
after the release of the task force’s 2001
recommendations to examine “new evi-
dence on the benefits and harms of
screening and treating bacterial vaginosis
in asymptomatic pregnant women.”

Asymptomatic patients were defined as
those presenting for routine prenatal care
and not for evaluation of vaginal discharge,
odor, or itching. Low-risk patients were de-
fined as having no history of and no risk
factors for preterm delivery, whereas aver-
age-risk patients were defined as “the gen-
eral population,” regardless of risk status.
Women with a history of preterm delivery
related to spontaneous rupture of mem-
branes or spontaneous preterm labor were
categorized as high risk.

The analysis found no benefit in treat-
ing women with low- or average-risk preg-
nancies if they were asymptomatic. For
high-risk asymptomatic pregnancies, Ms.
Nygren and her colleagues noted that
findings from one trial that had been pub-
lished since the USPSTF 2001 recommen-
dations showed “a significant adverse ef-
fect of treatment on delivery before 37
weeks” in 127 women, “indicating that
treatment of bacterial vaginosis increased
the chance of preterm delivery” signifi-
cantly (S. Afr. Med. J. 2002;92:231-4).

However, when this study was consid-
ered with previous studies that had been
included in the 2001 recommendations,
the results were “heterogenous and con-
flicting,” they wrote.

For the outcome of delivery before 37
weeks, three of the trials reported a sig-
nificant treatment benefit, one showed
significant treatment harm, and one
showed no benefit.

In keeping with the USPSTF recom-
mendation against screening in low-risk
pregnancies, the Centers for Disease Con-
trol and Prevention (CDC), the American
College of Obstetricians and Gynecologists
(ACOG), the Cochrane Pregnancy and
Childbirth Group, the British Association
for Sexual Health and HIV/Clinical Effec-
tiveness Group (BASHH), and the Ameri-
can Academy of Family Physicians (AAFP)
have similar recommendations, according
to the authors of the task force’s report.

However, although the task force main-
tains its neutral position regarding high-
risk pregnancies, the CDC, ACOG, AAFP
and BASHH say there might be high-risk
women for whom screening and treat-
ment may be beneficial, the USPSTF au-
thors wrote, noting that optimal treat-
ment for bacterial vaginosis in pregnancy
remains unclear. (]



