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CLINICAL

Smallpox Vaccine

A cell-cultured smallpox vaccine can pro-
vide a safe and immunogenic alternative
to the currently approved calf-lymph de-
rived vaccine, a randomized controlled
study suggests.

Of 350 vaccinia-naive and non-naive
volunteers studied, 349 had evidence of
successful immunization, reported
Richard N. Greenberg, M.D., of the Vet-
erans Affairs Medical Center in Lexington,
Ky, and his colleagues. A total of 250 par-
ticipants received equivalent doses of ei-
ther the cell-cultured vaccine or the calf-

CAPSULES

lymph-derived vaccine (Dryvax), and the
remaining 100 patients received the cell-
cultured vaccine in varying dilutions. Ad-
verse events and the extent of humoral
and cellular immune responses were sim-
ilar in the two vaccine groups, and the cell-
cultured vaccine was effective at a dose 50
times lower than the dose of Dryvax
(Lancet 2005;365:398-409).

The findings are important, because gov-
ernment organizations say more smallpox
vaccine is needed, and because the manu-
facture of Dryvax—last produced in 1982—
is unacceptable now. Poor controls in man-

INTERNAL MEDICINE NEWS

ufacturing leave it open to contamination
with the infectious agent associated with
the prion disease bovine spongiform en-
cephalitis, the investigators explained.

SARS Recommendations
Another outbreak of severe acute respira-
tory syndrome is likely, and research is
needed to better understand the etiology
and to establish more specific treatment op-
tions, according to an expert panel con-
vened by the National Heart, Lung, and
Blood Institute, the Centers for Disease
Control and Prevention, and the National
Institute of Allergy and Infectious Diseases.
The multidisciplinary panel, convened

BRIEF SUMMARY. Consult the package insert or www.ZOLOFT.com for complete prescribing inf

Suicidality in Children and Adol
Anndepressunls increased the risk of suicidal thinking and behavior (svicidality) in short-term studies in children and
with major depressive disorder (MDD) and other psychiatric disorders. Anyone considering the use of
ZOLOFT or any other in a child or ad must balance this risk with the clinical need. Patients who
are started on thernpy should be observed closely for linical worsening, suicidality, or unusuul changes in belmwor
Families and caregivers should be advised of the need for dose observation and with the p
ZOLOFT is not approved for use in pediatric patients except for patients with obsessive-compulsive disorder (0CD).
(See WARNINGS and PRECAUTIONS: Pediatric Use)
Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of 9 antidepressant drugs (SSRIs and others)
in children and adolescents with major depressive disorder (MDD), obsessive-compulsive disorder (OCD), or other
psychiatric disorders (a total of 24 rials involving over 4400 patients) have revealed a greater risk of adverse events
representing suicidal thinking or behavior (svicidality) during the first few months of treatment in those receiving
antidepressants. The average risk of such events in patients receiving antidepressants was 4%, twice the placebo risk
of 2%. No suicides occurred in these trials.

INDICATIONS: Z0LOFT is indicated for the treatment of major depressive disorder (MDD), social anxiety disorder, panic disorder, postiraumtic stress
disorder (PTSD), premenstrual dysphoric disorder (PMDD), and obsessive-compulsive disorder (0CD), and can be used in pediatric patients (aged 6 to
17 years) with 0CD. CONTRAINDICATIONS: Concomitant use in patients taking either monoamine oxidase inhibitors (MAOLs) or pimozide is
contraindicated. WARNINGS: Clinical Worsening and Suicide Risk — Adult and pediatric patients with MDD may experience worsening of
their depression and,/or emergence of suicidality or unusual behavioral changes, whether or not they are faking anfidepressants; this risk may persist
until significant remission occurs. There has been a longstanding concern that antidepressants may prompt worsening of depression and emergence of
suicidality in certain patients. Pooled analyses of shorterm placebo-controlled trials of 9 anfidepressant drugs (SSRIs and others) in children and
adolescents with MDD, OCD, or other psychiatric disorders (24 trials in >4400 patients) revealed a greater risk of suicidality during the first few months
of treatment in antidepressant recipients. The average risk of such events in these patients was 4%, twice the placebo isk of 2%. Risk varied considerably
among drugs studied, but almost all drugs tended foward an increase. Suicidality risk was most consistently observed in MDD trals, but risk signals also
arose from some frials in OCD and social anxiety disorder. No suicides occurred in these trials. It is unknown whether the suicidality risk in
pediotric patients extends to longer term use, eg, beyond several months or o adults. Closely observe all pediatric patients taking
antidepressants for any dinical worsening, sicidality, and unusual behavioral changes, especially in the first few months
of , or when dose i ord This would indude at least weekly face-to-face contact with patients,
family memhers, or caregivers dunng the ﬁrsl 4 weeks of treatment, then every other week visits for the next 4 weeks
and at 12 weeks, and as dlinically indi fter. Additional contact may also be appropriate between
face-to-face visits. Adults with MDD or comorbid depression in the setting of other psychiatric illness taking
antidepressants should also be observed for dinical worsening and svicidality, especially during the first few months of
treatment, or at times of dose increases or decreases. Anxiety, agitation, panic attacks, insomnia, iritability, hosility (aggressiveness),
impulsivity, akathisia (psychomotor restlessness), hypomania, and mania have been reported in adult and pediafric pafients toking anfidepressants for
MDD and other psychiatric or nonpsychiatric indications. While no causal link between the emergence of such symptoms and worsening of depression
and/or emergence of suicidal impulses has been established, these symptoms may indicate emerging suicidality. Consider changing o disconfinuing the
therapeutic regimen in patients whose depression is persistently warse or who are experiencing emergent suicidality or symptoms that might indicate
worsening depression and /or suicidlity especially if symptoms are severe, abrupt in onset, or ot part of presenting symptoms. If freatment is to be
disconfinued, taper medication s rapidly os possible, with attention fo the association of abrupt disconfinuation with certain symptoms (see
PRECAUTIONS and DOSAGE AND ADMINISTRATION—Disconfinuation of Treurmem with ZOLOFT). Alen fnmllles and caregivers of pediatric
and adult patients taking antidepressants for MDD or other psychiatric or i dications fo monitor patients
on a daily basis for unusual behavioral changes, and both the e emergence of the sylnplolns described above and suicidality,
and to report such symptoms immediately to healthcare providers. To reduce overdose risk, write ZOLOFT prescriptions for the fewest
tablefs consistent with good patient management. Screening for bipolar disorder: An MDD episode may be the inifial presentafion of bipolar
disorder. It is generally believed (though not established in controlled trials) that reating such an episode with an antidepressant alone may increase
the likelihood of precipitation of a mixed,/manic episode in patients t risk for bipolar disorder. Whether any of the symptoms described above represent
such a conversion is unknown. Screen patients with depressive symptoms adequately prior fo initiafing antidepressant treatment fo defermine if they
are at risk for bipolar disorder; this should include a detailed psychiatric history, including family history of suicide, bipolar disorder, and depression.
T0LOFT is not approved for use in treating bipolar depression. Cases of serious, sometimes fatal, reactions have been reported in
patients receiving ZOLOFT in combination with an MAOI. ZOLOFT should not be used in combination with an MAOI, or
within 14 days of discontinving treatment with an MAOI. Similarly, at least 14 days should be allowed after stopping
ZOLOFT before starfing an MAOI. ZOLOFT is contraindicated in patients with a hypersensitivity to sertraline or any of
the inactive ingredients in ZOLOFT. PRECAUTIONS: General—Activation of Mania/Hypomania — During premarketing fesfing,
hypomania or mania occurred in approximately 0.4% of Z0L0FTreated patients. Weight Loss — Significant weight loss may be an undesirable result
of treatment with seriraline for some patients, but on average, patients in controlled frials had minimal, 1 to 2 pound weight loss. Seizure — Z0LOFT
has not been evaluated in patients with a seizure disorder. ZOLOFT should be introduced with care in patients with a seizure disorder. Discontinuation
of Treatment — During markefing of ZOLOFT and other SSRIs and SNRIs, spontaneous reports of adverse events occurred upon disconfinuation,
particularly when abrupt. Symptoms indluded dysphoric mood, initability, agitation, dizziness, sensory disturbances (e.g. poresthesias), anxiety,
confusion, headache, lethargy, emotional lability, insomnia, and hypomania. These events are generally sefffimiting, but serious disconfinuation
symptoms have been reported. Monitor patients for these symptoms when disconfinuing treatment with ZOLOFT. Gradual dose reduction rather than
abrupt cessation is recommended whenever possible. If intolerable symptoms occur following a dose reduction or upon disconfinuation, resuming the
previously prescribed dose may be considered. Subsequently, consider decreasing the dose at a more gradual rate. Abnormal Bleeding — Case
studies have documented upper gastrointestinal bleeding episodes in pafients taking serotonin reuptake inhibitors concurrently with nonselective NSAIDs
or aspirn. Bleeding at other sites may be similarly potentiated. Caufion patients about bleeding risk associated with concomitant use of ZOLOFT and
nonselective NSAIDs, aspirin, or other drugs that offect coagulation. Weak Uricosuric Effect = Z0LOFT is associated with o mean decrease in serum
uric acid of approximately 7%. The dlinical significance of this weak wricosuric effect is unknown. Use in Patients with Concomitant lliness —
Clinical experience with ZOLOFT in patients with certain concomitant systemic illness is limited. Use cautiously in patients with diseases or conditions that
could affect metabolism or hemodynamic responses. In dinical studies, electrocardiograms of 774 patients faking ZOLOFT (excluding those with a recent
history of myocardial infurction or unstable heart disease) indicate that ZOLOFT is not associated with the development of significant ECG abnormalifies.
In patients with chronic mild liver impairment, sertraline clearance was reduced, thus increasing AUC, C;yqy, and elimination haffife. Effects in patients
with moderate and severe hepatic impairment have not been studied. Approach the use of sertraline with caution in patients with liver disease, and use
a lower or less frequent dose in patients with liver impairment. Since ZOLOFT is extensively mefabolized, excretion of unchanged drug in rine is @ minor
route of elimination. A dlinical study has indicated that renal disease does not affect sertraline pharmacokinefics and protein binding. Therefore, no dosage
adjustment is needed in patients with renal impairment. Interference with Cognitive and Motor Performance—In controlled studies, ZOLOFT
did not cause sedation and did not inferfere with psychomotor performance. Hyponatremia — Several cases of reversible hyponatremia have been
reported, mostly in elderly individuals, some of whom were foking diurefics or who were otherwise volume depleted. Platelet Function ~There have
been rare reports of altered platelet function and/or abnormal results from laboratory studies in patients toking ZOLOFT. Drug Interactions:
Potential Effects of Coudministration of Drugs Highly Bound to Plasma Proteins — Adverse effects may result from displacement of
protein-bound ZOLOFT by other fightly bound drugs, eg, warfarin, digitoxin. Prothrombin time should be carefully monitored when ZOLOFT therapy is
initiated or stopped. Cimetidine — When administering ZOLOFT with cimefidine, dosage adjustment after the starfing dose of 50 mg should be quided
by clinical effect. CNS Active Drugs — Concomitant use of ZOLOFT with diazepam or desmethyldiazepam may require dosage adjustment. Even
though lthium levels were not altered in clinical frials, it is recommended that plasma lithium levels be monitored following initiation of ZOLOFT therapy
with appropriate adjustments to the lithium dose. In a controlled study of a single dose (2 mg) of pimozide, 200 mg sertraline (g.d.) co-administration
to steady state was associated with a mean increase in pimozide AUC and C,,q, of about 40%, but was not associated with any changes in EKG. Since
the highest recommended pimozide dose (10 mg) has not been evaluated in combination with sertraline, the effect on QT interval and PK parameters
at doses higher than 2 mg at this time is not known. The risk of using ZOLOFT in combination with other CNS active drugs has not been systematically
evaluated. Caution s advised if the concomitant use of ZOLOFT and such drugs is required. There is limited controlled experience regarding the optimal
timing of switching from other drugs effective in the treatment of major depressive disorder, OCD, panic disorder, PTSD, PMDD, and social anxiety disorder
to ZOLOFT. Caution should be exercised when switching, particularly from long-acting agents. Drugs Metabolized by P450 3A4 — In three
separate in vivo inferaction studies, serfraline was coadministered with the cytochrome P450 3A4 substrates, terfenadine, carbamazepine, or cisapride,
under steady-state conditions. The results of these studies indicated that sertraline did not increase plasma concentrations of terfenadine, carbamazepine,
or cisapride. These data indicate that serfraline’s extent of inhibition of P450 3A4 activity is not likely fo be of dinical significance. Results of the
interaction study with cisapride indicate that sertraline 200 mg (q.d.) induces the mefabolism of disapride (cisapride AUC and Gy, were reduced by
about 35%). Drugs Metabolized by P450 2D6 — Many antidepressants, eg, the SSRIs, including serraline, and most tricyclic antidepressants
inhibit the b|ochem|<ul acivity of the drug metabolizing isozyme cytochrome P450 2Dé (debrisoquin hydroxylase), and, thus, may increase the plosma
[ of istered drugs that are mefabolized by P450 2D6. This potential inferaction is of greatest concern in those drugs mefabolized
primarily by 206 and which have @ narrow therapeutic index, eg, the tricyclic anfidepressants (TCAs) and the Type 1C antiarthythmics propafenone and
flecainide. The extent to which this interaction is an important clinical problem depends on the extent of the inhibition of P450 206 by the antidepressant
and the therapeutic index of the codministered drug. Antidepressants vary in their extent of dlinically important 2D6 inhibition; sertraline at lower doses
has a less prominent inhibitory effect on 206 than some others in the class. Nevertheless, even sertraline has the potential for clinically important 206
inhibition. Consequently, concomitant use of o drug metabolized by P450 2D6 with ZOLOFT may require lower doses than usually prescribed for the

other drug. Whenever ZOLOFT is withdrawn from cotherapy, an increased dose of the coadministered drug may be required. Sumatriptan — Rare
reports describe weakness, hyperreflexia, and incoordination following combined SSRksumatriptan treatment. Combined therapy warrants appropriate
patient observation. TCAs = Caution is indicated in the coadministration of TCAs with ZOLOFT, because sertraline may inhibit TCA metabolism. The
extent to which SSRITCA interactions may pose clinical problems depends on the degree of inhibition and the pharmacokinetics of the SSRI involved.
Plasma TCA concentrations may need to be monitored, and the dose of TCA may need fo be reduced, if o TCA is co-administered with ZOLOFT.
Hypoglycemic Drugs — In a placebo-controlled trial in normal volunteers, concomitant use of ZOLOFT and tolbutamide caused a decrease in the
dearance of tolbutamide, which may have been due to a change in the metabolism of the drug. The clinical significance of this is unknown. Atenolol —
T0LOFT (100 mg) administered to 10 healthy males had no effect on the betc-adrenergic blocking ability of atenolol. Digoxin = In another study,
administration of ZOLOFT for 17 days (including 200 mg,/day for the last 10 days) did not change serum digoxin levels or digoxin renal clearance.
Microsomal Enzyme Induction — Z0LOFT wos shown fo induce hepatic microsomal enzymes, as determined by a decrease in anfipyrine halfife.
This small change reflects a clinically insignificant change in hepatic metabolism. Electroconvulsive Therapy (ECT) = There are no dlinical studies
establishing the risks or benefits of the combined use of ECT and ZOLOFT. Aleohol -Although 10LOFT did not porennure the cognie und psychomcror
effects of alcohol in dlinical studies, the concomitant use of ZOLOFT and alcohol is not rec d
Impairment of Fertility: lfefime corcnogeniciy sudies caried out n mice and ras showed o doseqeloed incrense of Tiver adenomas in male mice
receiving serfraline af 10-40 mg/kg (0.25-1.0 fimes the MRHD on a mg/m? basis). No increase was seen in female mice or in rats of either sex
receiving the same freatments, nor was there an increase in hepatocellular carcinomas. There was an increase in follicular adenomas of the thyroid in
female rats receiving sertraline at 40 mg,/kg. While there was an increase in utering adenocarcinomas in rafs receiving sertraline at 10-40 mg/kg, this
effect was not clearly drug related. Sertraline had no genotoxic effects, with or without metabolic activation, based on laboratory assays. A decrease in
fertility was seen in one of two rat studies af a dose of 80 mg/kg (4 fimes the maximum human dose on a mg/m basis). Pregnancy—
Pregnancy Category C: There are no adequate and wellcontrolled studies in pregnant women. ZOLOFT should be used during pregnancy only if
the potential benefit jusffies the potential risk fo the fefus. Pregnancy-Nonteratogenic Effects —Neonates exposed to ZOLOFT and other SSRIs
or SNRIs, late in the third trimester have developed complications requiring prolonged hospitalization, respiratory support, and tube feeding.
Complications can arise immediately upon delivery. Reports include respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding
difficuty, vomiting, hypoglycemia, hypotonia, hypertonia, hypereflexia, tremor, jitteriness, ritability, and constant crying. This is consistent with a direct
toxic effect of SSRIs and SNRIs or, possibly, a drug disconinuation syndrome. In some cases, the clinical picture is consistent with serotonin syndrome.
Consider carefully the potential risks and benefits when treating a pregnant woman with ZOLOFT during the third frimester. Labor and Delivery —
The effect of ZOLOFT on labor and delivery in humans is unknown. Nursing Mothers — It is not known whether serfraline o its mefabolites are
excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when ZOLOFT is administered to a nursing
woman. Pediatric Use — The efficacy and safety of Z0LOFT use in children and adolescents with OCD was evaluated in a 12-week, multicenter,
placebo-controlled study with 187 outpatients, ages 6-17. Safety was evaluated in a 52-week apen extension study of 137 patients who had complefed
the initial study. In the 12-week and 52-week studies, ZOLOFT had an adverse event profile generally similar fo that observed in adults. Safety and
effectiveness of ZOLOFT in pediatric patients other than those with OCD have not been established (see BOX WARNING and WARNINGS—Clinical
Worsening and Suicide Risk). The results of 2 placebo-controlled tials (N=373) in pediatric patients with MDD given ZOLOFT were insufficient to support
a claim for pediatric use. Use of ZOLOFT in a child or adolescent must balance the potential isks with the clinical need. The risks, if any, that may be
associated with ZOLOFT's use beyond 1 year in children and adolescents with OCD have not been systematically assessed. There are no studies that
directly evaluate the effects of long-term use of sertraline on the growth, development, and maturation of childten and adolescents. Although there is
o affimative finding for such effects, the potential of sertialine to have adverse effects with chronic use is not known. Geriatric Use = Geriatiic
studies of ZOLOFT in major depressive disorder in patients =65 years of age revealed no overall differences in patter of efficacy or adverse reactions
relative to younger patients except for urinary tract infection (incidence >2% and greater than placebo). As with all medications, greater sensitivity of
some older individuals cannot be ruled out. As with other SSRIs, ZOLOFT has been associated with cases of dlinically significant hyponatremia in elderly
patients. ADVERSE REACTIONS: Incidence in Placebo-Controlled Clinical Trials—Most Common Treatment-Emergent
Adverse Events: The most common adverse events reported in adult patients receiving ZOLOFT (N=2799; N=2394 for placebo) for the freatment
of major depressive disorder,/other, OCD, panic disorder, PTSD, PMDD, and social anxiety disorder combined in controlled trials (incidence 2% or more
for ZOLOFT and greater than placebo): Autonomic Nervous System Disorders — ejaculatory failure ([primarily ejaculatory delay; denominator
used for male patients only] 14% [n=1118] vs 1% [n=926]), mouth dry (14% vs 8%), sweating increased (7% vs 2%). Central & Peripheral
Nervous System Disorders — somnolence (13% vs 7%), dizziness (12% vs 7%), headache (25% vs 23%), paresthesia (2% vs 1%), fremor
(8% vs 2%). Disorders of Skin and Appendages — rash (3% vs 2%). Gastrointestinal Disorders — anorexia (6% vs 2%), consfipation
(6% vs 4%), diarthea/loose stools (20% vs 10%), dyspepsia (8% vs 4%), nausea (25% vs 11%), vomiting (4% vs 2%). General = fatigue (12%
Vs 7%). Psyclnnmc Disorders — agitation (5/0 vs 3%), anxiety (4% vs 3%), insomnia (21% vs 11%), libido decreased (6% vs 2%), nervousness
(5% vs 4%). Special Senses = vision abnormal (3% vs 2%). Adverse Events in Pediatric Patients: In pediatric patients, the overall profile
was similar to that of adults. However, the following events were also reported from confrolled frials (n=281 treated with ZOLOFT) (incidence of 22%
and at least twice that of placebo): fever, hyperkinesia, urinary incontinence, aggressive reaction, sinusitis, epistaxis, and purpura. Associated with
Discontinuation of Treatment: The adverse events associated with disconfinuation of ZOLOFT freatment (incidence at least twice that for placebo
and at least 1% for ZOLOFT) in major depressive disorder and other premarkefing controlled frials are agitation, diarthea, dry mouth, ejoculation failure
(primarily ejaculatory delay), headache, insomnia, nausea, somnolence, and fremor; in OCD are diarthea, dizziness, ejaculation failure (primarily
ejoculatory delay), insomnia, nausea, and somnolence; in panic disorder are agitation, diarthea, dyspepsia, ejoculation failure (primarily ejoculatory
delay), insomnia, nausea, nervousness, and somnolence; in PTSD are headache and nausea; in PMDD (daily dosing) are diarthea, nausea, and
nervousness; in PMDD (luteal phase dosing) are hot flushes, insomnia, nausea, and palpitation, and in social anxiety disorder are abdominal pain,
anxiety, ejoculafion failure (primariy ejaculatory delay), fatigue, headache, insomnia, and nauseo. Sexual Dysfunction with SSRIs: Although
sexual desire, sexual performance, and sexual satisfaction may change as @ manifestation of psychiatric disorders, some evidence suggests that SSRIs
may cause unfoward sexual experiences. Reliable esfimates of such untoward experiences are difficult to obtain, due to physician and patient reluctance;
accordingly, product labeling is likely to underestimate their actual incidence. There are no adequate, welkcontrolled studies of sexual dysfunction with
sertraling. Priapism has been reporfed with all SSRIs. Physicians should routinely inquire about possible sexual side effects in patients taking SSRIs.
Other Events Observed During the Premarketing Evaluation of ZOLOFT: During premarkefing assessment, multiple doses of ZOLOFT
were administered fo over 4000 adult subjects. Events are further categorized by body system and listed in order of decreasing frequency. Note:
frequent=events occurring in at least 1/100 patients; infrequent=1,/1000 patients; rare=less than 1/1000 patients. It is imporfant to emphasize that
although the events reported occurred during treatment with ZOLOFT, they were not necessarily caused by it. Autonomic Nervous System
Disorders — Frequent: impotence; Infrequent: flushing, increased saliva, cold dammy skin, mydriasis; Rare: pallor, glaucoma, priapism, vasodilation.
Body as a Whole — General Disorders — Rare: allergic reaction, allergy. Cardiovascular — Frequent: palpitations, chest pain; Infrequent:
hypertension, tachycardia, postural dizziness, postural hypotension, periorbital edema, peripheral edema, hypotension, peripheral ischemia, syncope,
edema, dependent edema; Rare: precordial chest pain, substemal chest pain, aggravated hypertension, myocardial infarction, cerebrovascular disorder.
Central and Peripheral Nervous System Disorders — Frequent: hypertonia, hypoesthesia; Infrequent: twitching, confusion, hyperkinesia,
verfigo, ataxia, migraine, abnormal coordination, hyperesthesia, leg cramps, abnormal gait, nystagmus, hypokinesia; Rare: dysphonia, coma, dyskinesia,
hypotonia, ptosis, choreoathetosis, hyporeflexio. Disorders of Skin and Appendages — Infiequent: pruritus, acne, urficaria, alopecia, dry skin,
t tash, pf itivity reaction, maculopapular rash; Rare: follicular rash, eczema, dermatifis, contact dermmms bullous eruption,
hypennchlms skin discoloration, pustular tush. Endocrine Disorders — Rur: exophtholmos gynecomastio. Gastrointestinal Disorders —
Frequent: appefite increased; Infrequenr dysphagia, footh caries aggrovated, eructation, esophagitis, gastoenterifis; Rare: melena, glossitis, gum
hyperplasia, hiccup, stomatits, tenesmus, colis, diverticulits, fecal inconfinence, gasrifis, rectum hemorhage, hemarthagic peptic ulcer, proctifis,
ulcerative stomatitis, tongue edema, tongue ulceration. General — Frequent: back pain, asthenia, malaise, weight increase; Infrequent: fever, rigors,
generalized edema; Rare: face edema, aphthous stomatifis. Hearing and Vestibular Disorders — Rare: hyperacusis, labyrinthine disorder.
Hematopoietic and Lymphatic = Rare: anemia, anterior chamber eye hemorrhage. Liver and Bll'ury Sysleln Disorders — Rure ubnormul
hepatic function. Metabolic and Nutritional Disorders — Infiequent: thirst; Rare: hypoglycemia, hypoglycemia reaction. M k
System Disorders — Frequent: myalgio; Infiequent: arthralgia, dystonia, arthrosis, muscle cramps, muscle weakness. Psychiatric Disorders —
Frequent: yawning, other male sexual dysfunction, other female sexual dysfunction; Infrequent: depression, amnesia, paroniria, feethgrinding,
emotional lability, apathy, abnormal dreams, euphoria, paranoid reaction, hallucination, aggressive reaction, aggravated depression, delusions; Rare:
withdrawal syndrome, suicide ideation, libido increased, somnambulism, illusion. Reproductive — Infrequent: menstrual disorder, dysmenorthea,
infermenstrual bleeding, vaginal hemorthage, amenorthea, leukorthea; Rare: female breast pain, menorhagia, balanoposthitis, breast enlargement,
atrophic vaginifis, acute female masfitis. Respiratory System Disorders — Frequent: thinitis; Infrequent: coughing, dyspnea, upper respiratory
tract infection, epistaxis, bronchospasm, sinusitis; Rare: hyperventilation, bradypnea, stiidor, apnea, bronchitis, hemoptysis, hypoventilation, laryngismus,
laryngitis. Special Senses — Frequent: finnitus; Infrequent: conjunctivits, earache, eye pain, abnormal accommodation; Rare: xerophthalmia,
photophobia, diplopia, abnormal lacrimation, scotoma, visual ield defect. Urinary System Disorders — Infrequent: micturition frequency, polyuria,
urinary retention, dysuria, nocturia, urinary incontinence; Rare: cystiti, oliguria, pyelonephritis, hematuria, renal pain, strangury. Laboratory Tests:
Asymptomaic elevations in serum transaminases (SGOT [or AST] and SGPT [or ALTI) have been reported infrequently (approximately 0.8%). Hepatic
enzyme elevations usually occurred within the first 1 1o 9 weeks of treatment and promptly diminished upon drug discontinuation. ZOLOFT therapy was
associated with small mean increases in tofal cholesterol (approximately 3%) and triglycerides (approximately 5%), and a small mean decrease in
serum uric acid (approximately 7%) of no apparent dinical importance. The safefy profile observed with ZOLOFT treatment in patients with major
depressive disorder, OCD, panic disorder, PTSD, and social anxiefy disorder is similor. DRUG ABUSE AND DEPENDENCE: Controlled
Substance Class — Z0LOFT is not a controlled substance. Premarketing clinical experience with ZOLOFT did not reveal any tendency for o withdrawal
syndrome or any drugseeking behavior. Physicians, however, should carefully evaluate patients for history of drug abuse and observe them for signs of
Z0LOFT misuse or abuse. OVERDOSAGE: Reports of death atfributed to overdoses of ZOLOFT dlone have been exiremely rare. Any overdosage
should be treated aggressively by ensuring an adequate airway, oxygenation, and ventilation. Gastric lavage with appropriate airway protection, may
be indicated. Induction of emesis is nof recommended.
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to develop recommendations for treat-
ment and study of respiratory failure as-
sociated with SARS, addressed topics
such as the lack of proven value and
need for study of antivirals, the impor-
tance of antibiotics in people with sus-
pected SARS, the need for a lung-protec-
tive ventilatory strategy in patients with
SARS that progresses to acute respirato-
ry distress syndrome, and the need for a
placebo-controlled trial of corticosteroids
for SARS. The panel also addressed adju-
vant treatments, noting the benefits of
prophylaxis for deep venous thrombosis
and stress ulcers (Am. J. Respir. Crit. Care
Med. 2005;171:518-26).

An emergency clinical research infra-
structure and development of a SARS pa-
tient registry are also needed, as is prepa-
ration for collection and storage of
biological samples from patients, the pan-
el concluded.

Pleural Infection Treatment
Intrapleural streptokinase was of no ben-
efit in patients with pleural infection in a
randomized, placebo-controlled trial.

In 427 patients who received either
placebo or 25,000 IU of intrapleural strep-
tokinase twice daily for 3 days, the pro-
portion of patients who died or required
drainage surgery at 3 months was similar
in the two groups (27% of 221 in the place-
bo group and 31% of 206 in the strepto-
kinase group). Median length of hospital
stay was also similar in the two groups (12
and 13 days in the placebo and streptoki-
nase groups, respectively), reported
Nicholas A. Maskell, M.R.C.P, of Oxford
Radcliffe Hospital, Headington (England),
and his colleagues.

Outcomes, as measured with lung func-
tion tests and radiographs, also did not dif-
fer between the groups. However, those in
the treatment group had significantly
more serious adverse events, including
chest pain, fever, and allergic reactions; 7%
in the streptokinase group and 3% in the
placebo group experienced such events,
the investigators noted (N. Engl. J. Med.
2005;352:865-74).

Although intrapleural streptokinase is
widely used in patients with pleural in-
fection on the basis of small studies that
showed some benefit, this larger, ran-
domized trial suggests it should generally
be avoided in these patients, the investi-
gators concluded.

Infliximab and TB

Patients with infliximab-induced tubercu-
losis may be at increased risk of a para-
doxical response to anti-tuberculous ther-
apy, Carolina Garcia Videl, M.D, of the
University of Barcelona (Spain) and her
colleagues reported.

A retrospective analysis of 284 patients
treated with infliximab showed that 6 de-
veloped tuberculosis during a 42-month
observation period, and 4 of these had a
paradoxical response to the anti-TB ther-
apy—that is, they experienced otherwise
unexplained clinical deterioration after ini-
tial improvement during the therapy(Clin.
Infect. Dis. 2005;756-9).

Patients who experience this effect should
remain on their anti-TB therapy for a pro-
longed period of 9-12 months, and may re-
spond to early addition of corticosteroids to
the treatment regimen, they said.

—Sharon Worcester
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