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HIV Is an Independent Heart Disease Risk Factor

BY ROBERT FINN

San Francisco Bureau

SAN FraNcIscO — People infected
with HIV are diagnosed with acute coro-
nary syndromes an average of 11 years
earlier than their HIV-negative counter-
parts, Priscilla Hsue, M.D,, said at a meet-
ing on HIV management sponsored by
the University of California, San Fran-
cisco.

Moreover, atherosclerosis, as measured

by carotid intima-media thickness, pro-
gresses much faster in patients who are
HIV-positive, and restenosis rates after
percutaneous coronary intervention are
significantly higher in HIV patients than in
controls.

Although protease inhibitors and other
components of highly active antiretrovi-
ral therapy may contribute to acute coro-
nary syndromes in patients with HIV, this
can’t account for all of the differences be-
tween patients with HIV and noninfected

controls. HIV may be an independent
coronary risk factor, said Dr. Hsue of the
university.

She reported on the results of two stud-
ies. One was a retrospective chart review
of 68 acute coronary syndrome patients
with HIV who were compared with 68 un-
infected acute coronary syndrome pa-
tients.

Acute coronary syndrome was defined
by a diagnosis of acute myocardial in-
farction or unstable angina. The other

ZOLOFT is indicated for the treatment of adults with major depressive disorder, social anxiety disorder, panic disorder, posttraumatic stress
disorder (PTSD), premenstrual dysphoric disorder (PMDD), obsessive-compulsive disorder (OCD), and is also indicated for pediatric patients
(aged 6 to 17 years) with OCD. The most common side effects in adults with major depressive disorder and other premarketing controlled trials
for OCD, panic disorder, PTSD, PMDD, and social anxiety disorder include nausea, insomnia, diarrhea, dry mouth, ejaculation failure (primarily
ejaculatory delay), somnolence, fatigue, tremor, dyspepsia, libido decreased, increased sweating, anorexia, and agitation. In pediatric patients,
the overall profile of adverse events was similar to that of adults. However, the following events were also reported: fever, hyperkinesia, urinary

incontinence, aggressive reaction, sinusitis, epistaxis, and purpura.

BRIEF SUMMARY. Consult the package insert for complete prescribing information.

'CONTRAINDICATIONS: Concomitant use in pafients toking either monoomine oxidase inhibitors (MAOIS) or pimozide is contraindicoted.
WARNINGS: 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 MAOL. Similarly, at least 14 days should be allowed after stopping ZOLOFT before starting an MAOL. ZOLOFT
is contraindicated in patients with a hypersensitivity to sertraline or any of the inactive ingredients in ZOLOFT. Clinical
Worsening and Suicide Risk — Adult and pediotric patients with major depressive disorder (WDD) may experience wrsening of their depression
and/or emergence of suicidal ideation and behavior (suicidality), whether or not they are faking anfidepressants; ths risk may persist unil significant
remission occurs. Despite long-standing concern that anfidepressants may have a role in inducing worsening of depression and emergence of suicidality
in certain patients, their cousal role has not been estoblished. Gnsel{l observe patients treated with antidepressants for dlinical
worsening and suicidality, especially when starting drug tl therapy, or when dose increases or decreases. (onsider changing
the therapeufic regimen or discontinuing the medication in patient worse or wh g sumdnhw is sevre, abrupt
in onset, or was not part of presenting symptoms. Due to possible co-morbidity, observe he when freating patients with other psychmmn

there wos an increase in uterine adenocarcinomas in rats receiving serfraline at 10-40 mg,/kg, this effect was not clearly drug related. Sertraline had
gu qenimnxlc ;ﬁkeas with or ﬂ:mhmn meml;lolwc ud&vnnon hused/un Ighnmmry assays. A decrease in ferflty was seen in A}?Ie of two rmdsmd\es at 3
lose of 80 mg/kg (4 fimes the maximum human dose on o mg/m basis). Pregnancy— Pregnancy Category C: There are no adequate an

we\konvul\ed studies in pregnant women. ZOLOFT should be used during pregnancy only if the potential benefit jusffies the potential risk to the fefus.

e%mrxy-llomemlngemt Effects — Neonates exposed fo ZOLOFT and other SSRIs or SNRIs, lofe in the third trimester have developed
complications requiing prolonged hospitalization, respiratory support, and tube feeding. Complications can arise immediately upon delivery. Reports include
respiratory disfress, cyanosis, apnea, seizures, temperature instabilty, feeding difficulty, vomifing, hypoglycemia, hypotonia, hypertonia, hyperreflexio,
remor, jiteriness, initability, and constant crying. This is consistent with o direct foxic effect of SSRIs and SNRIs or, possibly, a drug discontinuation
syndrome. In some cases, the linical picture is consistent with serotonin syndrome. Consider carefull the potential risks and benefits when treafing o
pregnant woman with ZOLOFT during the third trimester. Labor and Delivery — The effect of ZOLOFT on labor and delivery in humans is unknown.
Nursing Mothers — Itis not known whether serfrline or its metabolites are excreted in human mik. Because many drugs ore excreted in human
milk, caution should be exercised when ZOLOFT is administered to a nursing woman. Pediatric Use = In over 600 pediatric patients aged 6 o 17

and nonpsychinnic disorders as when treating MDD pafients. Anxiety, agitafion, panic attacks, insomni, iritabiliy, hostiity impulsiity,
d for

years, dmg exposure wos genemlly similor Iv that of adults, when plasma concentrations were adusted fm weight Ihe effenweness af ZO[OFI m
s d. Subjects

akathisia (psychomotor restlessness), hypomania, and mania, have been reported in adult and pediatric patients being treated
MDD and other indications, psychiatric or nonpsychiatric. Although the emergence of such symptoms and either the worsening of depression and /or the
emergence of suicidal \mpu\yas has not been causally linked, consider changing the therapeutic regimen or disconfining the medication in pafients for
whom such symptoms cre svere, obrup n onset, o were no port of peserting symptoms. Alert families and caregivers of patients being
treated with antidepressants for MDD or other psychiatric or nonpsychiatric indications to monitor patients for the
emergence of both the symptoms described above and the emergence of suicidality, and report such symptoms |mmuimil
to health care providers. Wiite Z0LOFT prescriptions for the smallest quaniity of tablets consistent with good pafient management fo reduce ris
of overdose. If treatment s to be discontinued, medication should be tapered, as rapidly as is feasible, but recognizing that abrupt discontinuation can
be associated with certuin symptoms (see PRECAUTIONS). ZOLOFT is approved in the pediatc population only for obsessive compulsive disorder. A
mnmv depresswe emsode may be Ihe inifial presentafon of bipolar disorder. Ir is genem\ly behevod (though ot established in controlled trials) that
de with an anfidep may incrase fhe kel of  mixed/monic episoden pofien's ofrisk ful b\pulm
dmldel Wherher any of th Pmr‘" iic reatment,
scrsned fodefemine i fey are a s for bipolor disoder;such sreening shoud nlude o et poyciaic history, inccing o family isry of
suicide, bipolar disorder, and depression. ZOLOFT is not approved for use in freating bipolar depression. PRECAUTIONS: General —Activation
of Munin/ 'Hypomania — During premarkefing testing, hypomania or mania occurred in approximately 0.4% of Z0LOF-reated patients. Weight
Loss = Significant weight loss may be an undesirable result of freatment with sertraline for some patients, but on average, patients in confrolled rials
hnd minimal, 1102 pmmd welghl \usx Selznre 'IOLOFT has not been evaluated in patients with a seizure disorder. ZOLOFT should be introduced
i of Treatment — During markefing of ZOLOFT and other SSRs and SNRIs, spontaneous
teports of ﬂdVEISE events occurred upon d\s(unnnunmn particularly when abrupt. Symptoms indluded dysphoric mood, iritabilty, agitation, dizziness,
sensory disturbances (e.g. paresthesias), anxiety, confuswon headache, lethargy, emotional lability, insomnia, and hvpnmunm These events are genem\ly
self4imifing, but serious disconfinuation symptoms have been reported. Monitor patients for these symptoms when disconfinuing freatment with Z0LOFT.
Gradual dose reduction rather than abrupt cessation is recommended whenever possible. If infolerable 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 gastrointesfinal bleeding episodes in
patients faking serotonin reuptake inibitors concurrently with nonselective NSAIDs or aspirn. Bleeding at other sites may be
similarly potentiated. Caution patients about bleeding risk associated with concomitant use of ZOLOFT and nonselective NSAIDs,
aspirn, or other drugs that affect coagulation. Weak Uricosuric Effect — ZOLOFT is associated with o mean decrease in
serum uric acid of approximately 7%. The clinical significance of this weak uricosuric effect is unknown. Use in Patients
‘with Concomitant Iliness — Clinicol experience with ZOLOFT in pafients with certain concomitant systemic lless i limited.
Use cautiously in patients with diseases or conditions that could affect metabolism or hemodynamic responses. In dinial studies,

waos reduced, — impaiment have not been studied.
Approach the use of wnmhne wwh caufion in pafients with Ter disease, and use a lower or less frequent dose in patients with liver impairment, Since
'I0LOFT is extensively metabolized, excrefion of unchanged drug in urine is  minor route of elimination. A dinical study hes indicated that renal disease
dnex noI affect semnhne phmmamkmeﬂrx ond potein hmdmg Thevefnre 0 dosage ndpmmem is needed in pofients with lenn\ impairment.
lotor P FT did interfere with psychomotor
perimmunte Hypnnnlremu - Seveml s of vevemhle hyponnwem\u have been veponsd mostly in elderly individuals, some of whom were
d. Platelet falered plflt furcionand /or uhnnmml
resulfs from laboratory studies in pafients toking ZOlOFT Dn? Interactions: Polenllnl Effects of Coadministration of Drugs Highl
Bound to Plasma Proteins — Adverse effects may result from displacement of protein-bound ZOLOFT by other fightly bound drugs, eg, war
digitoxin. Prothrombin fime should be carefully monitored when ZOLOFT therapy is inifiated or stopped. Gimetidine — When administering ZOLOFT
with dmefidine, dosage adjustment ofter the starting dose of 50 mg should be guided by dinical effect. CNS Active Drugs — Concomitant use of
T0LOFT with diazepam o desmethyldiazepom may require dosage adjustment. Even though lthium levels were not altered in dlnical ficls, it is
recommended that plasma lithium levels be monitored following inifiation of ZOLOFT therapy with appropriate adjustments to the lithium dose. In o
controlled study of a single dose (2 mg) of pimozide, 200 mg serfaline (q.d.) co-adminisiraion fo steady stafe was ossociated with o mean increase:
in pimozide AUC and C,,,, of about 40%, but was not associated with any changes in EKG. Since the highes 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 af this fime is not known.
The risk of using ZOLOFT in combination with other CNS active drugs has not been systemafically evaluated. Caution is advised if the concomitant use
of Z0LOFT and such drugs is required. There is limited controlled experience regarding the optimal fiming of switching from other drugs effective in the
freafment of major depressive disorder, 0CD, panic disorder, PTSD, PMDD, and social anxiety disorder to ZOLOFT. Caution should be exercised when
switching, porficularly from longracfing agents. Drugs Metabolized by P450 3A4 — I three separate in vivo interaction studies, sertraling was
coadministered with the cytochrome P450 3A4 subsfrates, ferfenadine, carb ine, o cisapride, under steady ifions. The results of these
studies indicated that sertraline did not increase plosma concentrafions of terfenadine, corbamazepine, or cisapride. These data indicate that sertaline’s
extent of inhibition of P450 3A4 actiity is not likely to be of clinical significance. Results of the inferaction study with cisapride indicate that sertraline
200 mg (q.d.) induces the metoholism of disapride (cisopride AUC and C,, were reduced by about 35%). Drugs Metabolized by P450 2D6 —
Many anfidepressants, eg, the SSRIs, induding sertraline, and most mem nnndeplemms inhibit the biochemical activity of the drug mefabolizing
isozyme cytochrome P450 206 (debrisoquin hvdmxylnse) and, thus, may increase the plosma concentations of coadministered drugs that ore
mefabolized by P450 206. Th\s potential interaction is of greatest concem in thnse drugs metabolized primarily by 206 and which have o narrow
therapeuic index, eg, he ficylc afi (TCAs) and the Type 1C antiarrhyth fe d flecainide. The extent fo which this memmon
is an importunt dlinical problem depends on the extent of the inhibion of P450 2D by the anfidep and the therapeutic index of the coads

electrocardiogroms of 774 patients toking ZOLOFT (excluding those with a recent history of myocardial infurction or unstable heart disease) indicote:
that ZOLOFT is ot nssoc\med wnh the deve\upmemvf s\gmﬁmm f5[6 nhnuvmu\mes \n pmlems wnh chronic mild hvev impairment, sertraline clearance
h

pediatic patients with major pﬂmc drsmdel PTSD PHDD, or has nof
34 weeks of (10 weeks ks operabel, = 68) had weight gmn that wmnmrlﬂr to that expeded using
datu from ﬂgemilu;/ed peers. Regular moniforing of weight ﬂnd gwwvh s recommended. The isks, if any, that may be associated with ZOLOFT's use
beyond 1 year in children and adolescents with OCD have not been systematically assessed. Thee are o tudes thot diectly evaluate the effects of
long-erm use of sertaline on the growth, development, and maturation of chidhen and adolescents. Although there is no affimative finding for such
effects, the potential of serfraline fo have adverse effects with chronic use is not known. Geriatric Use = Geriafric studies of Z0LOFT in maijor depressive
disorder in pafients 65 years of age revealed no overall differences in patter of efficacy or adverse reactions relafive to younger patients except for
uiinary fract infection (incdence 2% and greater than placebo). As with ll medicafions, greater sensitity of some older individuols cannot be ruled
out. As with other SSRIs, ZOLOFT has been associated with cases of dinically significant hyponatremia in elderly patients. ADVERSE REACTIONS:
Incidence in Placebo-Controlled Clinical Trials—Most Common Treatment-Emergent Adverse Events: The most common odverse
events reported in adult patients receiving ZOLOFT (N=2799; N=2394 for placebo) for the treatment of major depressive disorder/other, 0CD, panic
disorder, PTSD, PIADD, ond social anxiety disorder combined in controlled rols (incidence 2% or more for ZOLOFT and greater than placebo): Autonomic
Nervous System Disorders — ejaculatory failure ([primaril ejaculatory delay; denominator used for male patients only) 14% [n=1118] vs 1%
[n=926)), mwm dry (14% vs 8%), sweating increased (7% vs 2%). Central & Peripheral Nervous System Disorders — somnolence
(13% vs 7%), dizziness (12% vs 7%), heodache (25% vs 23%), poresthesio (2% vs 1%), tiemor (8% vs 2%). Disorders of Skin and

dages — rosh (3% vs 2%). inal Disorders — anorexia (6% vs 2%), constipation (6% vs 4%), diartheay/loose stools (20%
s 10%) d’ysnewn (8% vs 4%), nuuseﬂ (25% vs 11%), vummng (4% vs 2%). General = fafigue (12% vs 7%). Psyllluim Disorders -
agitation (5% s 3%), nnx\eﬁ/ (% v 3%), nsomnio (21% vs H%) libido decreased (6% vs 2%), nervousness (5% vs 4%). Special Senses —
vision abnormal (3% vs 2%). Adverse Emns in Pediatric In pediatic patients, th 1 profil imilar fo that of adulfs. However
the following events were also reported from controlled frials (n 281 treated with Z0LOFT) (incidence of ~ 2% and ot leost twice that of ploce
fever, hyperkinesi, urinary incontinence, aggressive reaction, sinusiis, 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 af least 1% for ZOLOFT) in major
depressive disorder and other premarkefing controlled tiols are agitation, diarthea, dry mouth, ejaculation fuilure (primarily ejaculatory delay), headache,
insomnia, nausea, somnolence, and tremor; in OCD are diarthea, dizziness, ejaculation failure (primarily ejaculatory delay),
insomnia, nausea, and somnolence; in panic disorder are agitation, diarthea, dyspepsia, ejoculation failure (primariy ejoculatory

diarthea, nausea, and nervousness; in PMDD (uteal phase dosing) are hot flushes, insomnia, nausea, and palpitafion, and in
social anxiety disorder ore abdominal pain, anxiety, ejaculation failure (primarily ejaculatory delay), figue, headache, insomnia,
and nouseo. Sexval Dysfunction with SSRIs: Although sexual desire, sexual performance, and sexual sfisfaction may
change os @ f psychiatic disorders, suggests that SSRls may d sexual experiences.
Reliable esfimates of such unfoward experiences are difficult to obtain, due fo physician and pafient reluctance; accordingly,
product labeling is fikely to underestimate their actual incidence. There are no adequate, wellcontrolled studies of sexual dysfunction with serfraline.
Priapism has heen reported with oll SSRIs Physicians should routinely inquire about possible sexual side effects in pafients faking SSRIs. Other Events
red| Premarkeit tion of ZOLOFT: During premarkefing assessment, mulfiple doses of ZOLOFT were administered
o over 4000 adult subjects. Events are further categorized by body system and listed in order of deueusmg frequency. Note: frequent=events occurring
inatleast 1/100 patients; infrequent=1/1000 patients; rare=less than 1,/1000 patients. It s important fo 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 clammy skin, myciasis; Rare: pallor, glaucoma, priapism, vasodiation. Body as a Whole ~ General
Disorders — Rare: allegic reaction, al\evgy Cardiovascular — Frequent: pn\p\mnons chest pain; Infrequent: hypertension, fachycardia, postural
diziness, posurol hvm'ensm b perpherledemo, ypotenson, perpherl cheni,sycop, edemo, dependent edema; Rare:precordil
chest pain, substemal myocardil nforcion, . Central and Peripheral Nervous System
Disorders — Frequent hyp emumn hypoesthesic; Infrequent: witching, confusion, hyperkinesio, vertgo, atuxio, migraine, abnormal coordinaion, hyperesthesio,
\eg tomps, abnorml gf, nysagmus, bypokinesia; Rar: dysphori, coma, dysinesi, ypotonc,prss, chreoatheross hyporeflei. Disorders
kin and Appendages — Infiequent: pruritus, acne, urficaria, olopecia, dry skin, erythematous rash, phnlasensmvlw reaction, maculopapulor
rosh; Rare: follculor rash, eczema, demtifs, contact devmmm; buHuus eupfion, hvuem\chusls skin disolraion, puslr osh. Endocrine
Disorders — Rare: exophthalmos, gynecomasfia. Frequent: appe d; In(req:/em dysphagia, footh caries
aggravated, eructation, esophagits, gosfroentesits; Rare: melena, glossis, gum hyperplasia, hiccup, stomas, tenesmus, culms diverticuls, fecal inconfinence,
qastis, rectum hemorthage, hemorthagic pepic ulcer, procifs, ulcerafive stomaifs, tongue edema, Tongue ulceration. Geneml- Frequenr back
pain, asthenia, molaise, weight increase; Infrequent: fevel Tigors, ), Rore: foce edem, d Vestil
Disorders — Roe: yperncuss, obyrthine disorder. Hematopoiefic and lymphtm( Rare: anemia, anterior (hnmhereye;emmrhnge Liver
and Biliary System Disorders — Rore: cbnomal hepatic function. Metabolic and Nutritional Disorders — Infiequent: thist; Rare:
hypoglycemia, hypoglycemia reaction. Musculoskeletal System Disorders — Frequent: myalgio; Infiequent: arthralgia, dystonio, nnhrws,
muscle amps, musde weakness. Psydllnm: Disorders — Frequent: yawning, other male sexual dysfunction, other female sexual dysfunction;
lnfveqvenr demesswn omnesio, purric, eefginding, emofional iy apmhy ubnormu\ dveums euphonu poronoid ?eamnn holuination,
lusions; Rore: ilusion.
—mnuquml. disorder, dysmenortheg, voginal hemmrhuge nmenmrhsn leukorthed;, Rare: femal breast pain, menmrhugn
balanoposthifs, breast enlorgement, afrophic vaginifis, acute female mosfits. Respiratory System Disorders — Frequent: thinis; Infrequent:
coughing, dyspnea, upper respiatory frat nfection, epistaxis, bronchospasm, sinusiis; Rare: hypenventiation, bradypnea, stidor, apnea, bronchifis, hemoptysis,
hypoventiation, loryngismus, laryngitis. Special Senses — Frequent: tinitus; Infrequent: conjunciivis earache, eye pain, abnormal accommodation;
Rare: xerophthalmio, photophobio, diplopia, obnormal lactimaion, scotoma, visual ield defect. Urinary System Disorders — Infiequent: micturifion
frequency, polyuria, urinary retention, dysuria, nocturia, urinary inconfinence; Rare: cystis, oliguria, pyeK)nephv‘ms, hematuria, renal poin, strangury.
Laboratory Tests: Asymptomatic el i ransaminases (SGOT (or AST) and SGPT [or ALT]) have been reported infrequently (approximately

1 delay), insomnia, nausea, nervousness, and somnolence; in PTSD are headache and nausea; in PMDD (daily dosing) are

drug. Antidepressants vary in their extent of dinically important 206 inhibition; serfraline at lower doses has a less prominent inhibitory effect on 206
than some others in the class. Nevertheless, even serfraline has the potential for cinically important 206 inhibition. Consequently, concomitant use of
0 drug metobolized by P450 206 with ZOLOFT may require lower doses than usually prescribed for the other drug. Whenever ZOLOFT is withdrawn
from cotherapy, an mueuwd dow o the condministered drug may be required. Sumatriptan — Rore reports descrbe weakness, hypeneﬂexm m\d

0.8%). Hepatic enzyme elevations usually occurred within the first 1 to 9 weeks of treatment and promptly diminished upon drug disconfinuation.
T0LOFT therapy was associated with small mean increases in total cholesterol (approximately 3%) and trglycerides (approximately 5%), and o small
mean decrease in serum un: add (opproximately 7%) of no opporent dlinical i imporione. The safety profile observed with ZOLOFT treatment in patients
wnh mu|u| ¢ o isorder, 0CD, mn[ disorder, PTSD, and ; ial anxiety disorder is simior. Other Events Observed During the Postmarketing

incoordinafion f reatment. Combined therapy patient observation. TCAs = Caui

1o TChs with TOLOFT, b ling may inhibit TCA metabolism. The extent to which SSRITCA inferactions may pose (Imnm\
pmh\ems depends on the degree of inhibifion and the phmmnmk\nehc of the SSRI involved. I’Insmn TCA concentrafions may need fo be mnmmved
and the dose of TCA may need fo be reduced, if a TCA is cod d with Z0LOFT. ycemic Drugs = In o tiiol in
nomol volueers, concomifont use of Z0LOFT and tobutomide coused o decrease in the (fenmn(e of tolbutamide, which muy have been due fo o
change in the mefabolism of the drug. The dlinical significance of this is unknown. Atenelol = ZOLOFT (100 mg) admiisered o 10 healthy males
had no effect on the betcadrenergic blocking abiy of atenolol. Digoxin = In another study, admiristraion 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 was
shown o induce hepotic microsomal enzymes, os determined by a decrese in anfipyrine halfife. This small change reflects o dinicall insignificant
change in hepafic metobolism. Electroconvulsive Therapy (ECT) = There are no dinical studies establishing the rsks or benefits of the combined
use of ECT and Z0LOFT. Alcohol = Although ZULOFT dl nnr potenfate vhe cognifive and psythnmnmv effects of alcohol in dlmm\ studies, the
concomnitant use of ZOLOFT and alcohol s not recommended. Impairment of Fertil
studies caried out in mice and rofs showed o doseqeloted incease of iver odenomas in male mice receiving serfraline at 1040 mg/kg (0.25-1.0
fimes the MRHD on a mg/m basis). No increase was seen in female mice o in rofs of either sex receiving the same freatments, nor was there an
increase in hepatocellulor carcinoms. There was an increase in foliular adenomas of the thyroid in female rofs receiving sertraline at 40 mg,/kg. While

por infroduction that are not lsted ab that may have no causal relotionship
with ZDlOF[mrIude ntule vena\ failure, anaphylactoid reaction, angioedema, blindness, opfcneuis, mmmn muensed magu\mmn fimes, hmdytmdm
AV block, atial athythmias, Qinferval pm\mgumn venmm\unmhymrdm (induding e

aplostic anemia and pancytopenia, leukopenio, xyndmme hypelglvtemm nn\nnmrhpn

neuroleptic malignant syndromedike events, extrapyramidal symptoms, oculogyrc riss, serotonin syndrome, psychasis, pumonary hypertension, severe
skin reactions, which potentially can be fatal, such as Stevens-Jofinson syndrome, vasculiis, and other severe cute disorders, rore.
teports of pancreatifis, and liver events — dical featues (which in the majority of cases appeared to be reversible with disconfinuation of ZOLOFT)
occurring in one or more patients include: elevated enzymes, increased bilirubin, hepatomegaly, hepatis, joundice, abdominal pain, vomiing, fver falure
ond death. DRUG ABUSE AND DEPENDENCE: Controlled Substance Class — Z0L0FT s ot o conrolled substonce, Premarkefing dlinical
experience with Z0LOFT did nof reveal any tendency for o withdrawal syndrome or any drugseeking behavior. Physicians, however, should corefully
evaluate patients for history of drug abuse and observe them for signs of ZOLOFT misuse or abuse. OVERDOSAGE: Reports of death attibuted o
overdoses of ZOLOFT alone have been extremely rare. Any overdosage should be treated aggressively by ensuring an adequate ainway, oxygenafion,
and ventilafion. Gastric lavage with appropriate airway protection, may be indicated. Induction of emess is nof recommended.
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was a prospective study of 148 HIV-in-
fected patients and 63 age- and sex-
matched controls.

The chart review showed that the aver-
age age of HIV-infected acute coronary
syndrome patients was 50, compared with
61 for the non-infected patients. HIV pa-
tients with acute coronary syndrome were
significantly more likely to be male (90%
vs. 62%), to be current cigarette smokers
(68% vs. 41%), and to have low HDL cho-
lesterol levels (35 mg/dL vs. 41 mg/dL)
(Circulation 2004;109:316-9).

HIV patients were significantly less
likely to have diabetes (13% vs. 41%),
and they had significantly less extensive
coronary disease at angiography. An av-
erage of 1.3 vessels were involved in pa-
tients with HIV compared with 1.9 ves-
sels in controls.

Percutaneous coronary intervention
was performed on 29 HIV patients and 21
controls.
Restenosis oc-
curred in 15 of
the HIV pa-
tients (52%)
and in 3 con-
trols (14%), a
significant dif-
ference.

In the pros-
pective study,
the HIV-infect-
ed patients had
significantly
higher carotid
intima-media
thickness (as measured by B-mode ultra-
sound) than did controls (0.91 mm vs.
0.74 mm).

Investigators detected carotid plaques in
45% of the HIV patients and 24% of the
control patients, a significant difference
(Circulation 2004;109:1603-8).

In a multivariate analysis combining in-
fected and uninfected patients, HIV infec-
tion proved to be an independent predic-
tor of greater intima-media thickness,
even after controlling for other classic
coronary risk factors, including age, sex,
smoking, hypertension, lipid abnormali-
ties, and diabetes.

Other independent predictors were age,
LDL cholesterol, cigarette pack-years, and
Hispanic race.

Investigators were able to obtain follow-
up measurements at 1 yearin 121 HIV pa-
tients and 27 controls. Among HIV pa-
tients, intima-media thickness increased a
mean of 0.074 mm, while among control
subjects intima-media thickness decreased
by 0.006 mm, a significant difference.

Previous studies of noninfected patients
suggest that carotid intima-media thickness
tends to increase at about 0.01 mm/year,
a rate about sevenfold lower than that ob-
served among HIV patients in this study.

These studies suggest that clinicians
should engage in aggressive control of
risk factors in patients with HIV. Smok-
ing may be of particular importance be-
cause of its high prevalence in this pop-
ulation. Hypertension should be treated,
LDL cholesterol should be reduced to
low levels, and hypertriglyceridemia
should be controlled. u

HIV infection was
an independent
predictor of
greater intima-
media thickness,
even after
controlling for
other classic
coronary risk
factors.



