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Chronic Psoriasis May Lead to Diabetes, CVD

BY BETSY BATES
Los Angeles Bureau

Paris — Chronic cutaneous inflamma-
tion associated with psoriasis may trigger
a cascade of metabolic events leading to
serious systemic diseases, including dia-
betes and coronary heart disease, Enno
Christophers, M.D., asserted at the Euro-
pean Congress on Psoriasis 2004.

A complex interaction of genetics, en-
vironmental factors, and age contributes

to development of psoriasis and psoriatic
flares, said Dr. Christophers, professor of
dermatology at the University of Kiel
(Germany).

Similarly, multifactorial causes are re-
sponsible for diseases found more com-
monly in people with psoriasis than those
with other skin conditions or other adults.
Obesity and alcoholism, both elevated in
patients with psoriasis, may be environ-
mental contributors.

But in some cases, the inflammatory

connection is clear. For example, a recent
study found that 30% of patients with pso-
riasis have evidence of arthritis.

“This is an extremely high figure that we
need to memorize,” Dr. Christophers said.

Crohn’s disease is seen seven times more
frequently in psoriasis patients than in pa-
tients with other skin diseases.

Evidence is building that chronic in-
flammation may also lead to development
of insulin resistance and Syndrome X,
characterized by hypertension, diabetes,

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 potients taking either monoamine oxidose inhibitors (MAOIs) or pimozide is contraindicated
'WARNINGS: Cases of serious sometimes fatal reactions have been reported in patients receiving ZOLOFT in combination
with an MAOL. ZOLOFT should not be used in combination with an MAOI, or within 14 days of discontinuing treatment
with an MAOL Similarly, at least 14 days should be allowed after stopping ZOLOFT before starting an MAOI. ZOLOFT
is contraindicated in patients with a hypersensitivity to sertraline or any of % the inactive ingredients in ZOLOFT. Clinical
Worsening and Risk — Adult and pediaric patients with major depressive disorder (MDD) may experience worsening of their depression
and /or emergence of suicidol ideation and behovior (suicdality), whether or not they are toking onfidepressants; this risk may persist unil significant
temission occurs. Despite long:standing concer that antidepressants may have a role in inducing worsening of depression and emergence of suicidality
in certain patients, their causal role as not been established. (lusewI observe patients treated with antidepressants for dinical
worsening and suicidality, especially when starting drug therapy, or when IIIIS! increases or decreases. Consider changing
the therapeuic regimen o disconfinuing the med\cﬂhun i orse o hose emerge smudnhw is severe, uhmpv
in onsef, or was no part of Due i bidity, observe th treatin psychiatric
and nonpsvrhmmrdwders s when freating MDD prmem Amiety, agwmun panic attacks, insomnio, iritabily, hostiity (uggressweness) impulsivity,
okathisia (psychomotor restlssness), hypomania, and mania, have been reported in adult and pediatic pafients being freated with anfidepressons for
DD and other indications, psvthmmt or nonpsychiatic. Allhough the emergence of such symptoms and either the worsening of depression and /or the
emergence of suicidal impulses has not been causally linked, consider changing the therapeuic regimen o disconfinuing the medicaion in patients for
‘whom such symptoms are severe, abrupt in onsef, or were nof part of presenfing symptoms. Alert families and mregivers of pniienls being
treated wit|| unﬁdepmmls lul MDD or Mller Udﬁu'ﬁt or nonpsychiatric indications to monitor patients for the
of bot gence of suicidality, and report such symptoms |mmuin|e|{
to henhll care pmvldels Wme TOLOFT prescriptions for the smallest quanity of tablefs consistent with gucd patient management to reduce ris
of overdose. If reatment s fo be disconfinued, medication should be tapered, as rapidly as is feasible, but recognizing that abrupt disconfinuafion can
be associated with certain symptoms (see PRECAUTIONS). ZOLOFT is approved in the pediatric pnpulmmn only for obsessive compulsive disorder. A
major depressive episode may be the inifial presentation of bipolar disorder. It is generally believed (though not established in controlled frils) that
treating such an episode with an anfidepressant alone may increase the ikefhood of precipitation of o mixed /manic episode in patients at nsk fm h\po\nr
disorder. Whether any ofthese symptoms represent such a conversionis unknown. Prior o infioing anfid freatment, pafents f
screened fo defermine i they are af rsk for bipolar disorder; such screening should include a detailed psychiatic history, induding a family hlsmry of
suicide, bipolar disorder, and depression. ZOLOFT is not uppmved for use in freating bipolar depression. PRECAUTIONS: General—Activation
of Mania/Hypomania — During premarkefing tesfing, hypomania or monia occurred in approximotely 0.4% of Z0LOFFreated patients. Weight
Loss = Signifcant weight loss may be an undesirable result of treatment with sertraline for some pafients, but on average, patients in conrolled frials
hud mmlmu\ T2 pound welgM \uss Sellure ZOLOFT has not been evaluated in patients with o seizure disorder. ZOLOFT should be infroduced
of Treatment — f Z0LOFT and other SSRIs and SNRIs, spontaneous
teports of adverse events occured upon d\smlmnurnmn particularly when abrupt. Symptoms induded dysphoric mood, ritabilty, agitation, dizziness,
xemnrydmvhnmes (e.q. poresthesias), anxiety, cunfusmn he«duche \ethnrgy, emofional \nblhty, insomnia, nnd hypomumn These events are generally
selfimifing, but serious di Mornitor patients for h treatment with ZOLOFT.
Gradual dose reducfion rather than abrupt cessafion is recommended whenever possible. If infolerable symptoms occur following a dose reduction or
upon disconfinuation, resuming the previously prescribed dose may be considered. Subsequentl, consider decreasing the dose
at o more gradual rote. Abnormal Bleeding — Case studies have documented upper gastrintesfinal bleeding episodes in
patients faking serofonin reuptake inhibitors concurrently with nonselective NSAIDs or aspirin. Bleeding af other sites may be
similarly potenfiated. Caution pafients about bleeding risk associated with concomitant use of ZOLOFT and nonselective NSAIDs,
aspirin, or ofher drugs that affect coagulation. Weak Uricosuric Effect = Z0LOFT is associated with o mean decrease in
serum uric acid of approximately 7%. The dinical significance of this weak uricosuric effect is unknown. Use in Pafients
with Concomitant lliness — Clinical experience with Z0LOFT in patients with certain concomitant systemic iness i fimited.
Use coutiously in patients with diseases or condifions that could affect metabolism or hemodynamic responses. In clinical studies,
electiocardiograms of 774 patients toking ZOLOFT (excluding those with a recent history of myocardial infurction or unstable heart disease) indicate
that ZOLOFT is not associated with the development of s\gmﬁmm ECG abnormalities. In pnnems with chronic mild Iwev impairment, sertraline clearance

Zoloft

there wos an increase in uferine adenocarcinomes in rafs receiving serfraline at 10-40 mg,/kg, this effect was not clearly drug related. Sertraline had
no genotoxic effects, with or without mefabolic acivation, based on laboratory assays. A decrease in fertility was seen in one of two rat studies at o
dose of 80 mg/kq (4 fimes the maximum human dose on o mg/m basis). Pregnancy — Pre Category C: There ure no adequate and
welkcontrolled studies in pregnant women. ZOLOFT should be used during pregnancy only if the potential benefit jusffies the potential risk to the fetus.
Pregnancy-Nonteratogenic Effects — Neonates exposed fo ZOLOFT and other SSRIs or SNRIs, late in the third trimester have developed
complications requiring prolonged hospitalizafion, respiratory support, and fube feeding. Complicafions can arise immediately upon delivery. Reports include:
tespiratory distress, cyanosis, apnea, seizures, temperature instabilty, feeding difficulty, vomiing, hypoglycemia, hypotonia, hypertonia, hyperreflexio,
remor, jiteriness, irifability, 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 clinical picture is consistent with serofonin syndrome. Consider carefully the potential risks and benefits when heafing o
pregnant woman with ZOLOFT during the third tiimeste:. Labor and Delivery — The effect of ZOLOFT on labor and delivery in humans is unknown.
Nursing Mothers — It is not known whether sertraling or its metobolites are excreted in human milk. Because many drugs are excrefed in human
milk, caufion should be exercised when ZOLOFT is administered to a nursing woman. Pediatric Use — In over 600 pediatiic patients aged 6 fo 17
years, drug exposure was generally similar fo thaf of adulfs, when plasma concenfafions vere ﬂdlusred far we)gh/ lhe effemveness af ZO[OFT in
pediatic patients with major depressive disorder, panic dis xurder PTSD, PADD, or
34 weeks ofseoline eament (10 weeks paceboonfole + 24 weeks operabel, n= 68} had weight gain that was wmlm fo that expecred using
data from age-adfusted peers. Regulor monitoring of weight and growth is recommended. The risks, if any, that may be associated with ZOLOFT's use.
beyond 1 year i citen ond adolescn's with OCD hve not beensystematiclly assessed. Thereare o studes fhf decly evlute he efect of
long-term use of sertraline on the growth, development, and maturation of children and adolescenfs. Although there is no affimative finding for such
effects, the potential of sertaline to have adverse effects with chronic use is not known. Geriatric Use — Geratric studies of ZOLOFT in major depressive
disorder in patients 65 years of age revealed no overall differences in pattem of efficacy or adverse reactions relafive o younger patients except for
urinory fract infection (incidence 2% and greater than placebo). As with all medications, greater sensitity of some older individuals cannot be ruled
out. As with other SRIs, ZOLOFT has been associated with cases of dinically significant hyponatiemia in elderly pafients. ADVERSE REACTIONS:
Incidence in Placebo-Controlled Clinical Trials—Most Common Treatment-Emergent Adverse Events: The most common adverse
events reported in odut patients receiving ZOLOFT (N=2799; N=2394 for placebo) for the treatment of major depressive disorder/other, OCD, panic
disorder, PTSD, PMDD, and social anxiety disorder combined in controlled fricls (incidence 2% or more for ZOLOFT and greater than placebo): Autonomic
Nervous System Disorders — ejoculotory failure ( [primarily ejaculatory deloy; denominator used for mole patients only) 14% [n=1118] vs 1%
[n=926]), mouth dry (14% vs 8%), sweafing increased (7% vs 2%). Central & Peripheral Nervous System Disorders — somnolence
(13% vs 7%), diziness (12% vs 7%), headoche (25% vs 23%), paresthesia (2% vs 1%), tremor (8% vs 2"’). Disorders of Skin and

dages — osh (3% vs 2%). inal Disorders — anorexia (6% vs 2%), consfipation (6% vs 4%), diartheay/loose stools (20%
vs 10%), d'y:peps\u 8% vs 4%), nausea (25% vs 11%), vomiting (4% vs 2%). General = fatigue (12% vs 7% ). Psythinlri: Disorders —
agitfion (5% s 3%), anxiety (4% vs 3%), insomnia (21% vs 11%), libido decreased (6% vs 2%), nervousness (5% vs 4%). Special Senses —
vision obnormal (3% vs 2%). Adverse Events in Pediatric Patients: In pediatic pafients, the overall profile was similor o that of odults. However,
the following events were also reported from controlled trals (n=281 treated with ZOLOFT) (incidence of 2% and a least twice that of placebo):
fever, hyperkinesio, urinary inconfinence, aggressive reaction, sinusitis, epistaxis, and purpura. Associated with Discontinuation of Treatment:
The ndvelse events asmtmved with d\smmummn of T0LOFT reatment (incidence ot least twice that for placebo and at least 1% for ZOLOFT) in major
dep disorder and other lled , diarthea, dry mouth, ejoculation failure (primarly ejaculatory delay), headache,
insomnio, nausea, somnolence, and tremor; in OCD ore diarthea, dizziness, ejoculation foilure: (primarly ejoculotory delay),
insomnia, nausea, and somnolence; in panic fisoder re agitation, diarrheg, dyspepsw‘e, ejaculafion failure (primariy ejaculatory
delay), insomnio, nausea, nervousness, and somnolence; in PTSD are headache and nausea; in PMOD (daily dosing) are
diarthea, nausea, and nervousness; in PMDD (luteal phase dosing) are hot fushes, insomna, nausea, and palpitation, and in
social anxiety disorder are abdominal pain, anxiety, ejaculation failure (primary ejoculafory delay), fofigue, headache, insomnia,
and nouseo. Sexval Dysfunction with SSRIs: Although sexuol des\le sexual performance, and sexual saisfocion may
change as o manifestation of psychiatic disorders, suggests that SSRIs may d sexual experences.
Reliable esfimates of such untoward experiences are difficult to obtain, due to phw(mn and pafient reluctance; accordingly,
product labeling s likely fo underestimate their actual incidence. There are no adequate, welkontolled sudies of sexul dysfuncion it serralne.
Pnnp\sm hu: been veponed with all SSR\: Physicians should routinely inquire about possible sexual side effects in patients foking SSRs. Other Events

waos reduced, thus increasing AUC, G, and el If4ie. Effects d severe h t been studied.

Approach the use of serfraline with caufion in patients with liver disease, and use a lower or less fvequem dnse in patients with liver impaiment. Since
T0LOFT is extensively mefabolized, excrefion of unchanged drug in urine is o minor route of elimination. A clinical study has indicated that renal disease
dues not offect semuhne phmmu(nkmeﬂts ond pvmem hlndmu Thevefme 0 dvsnge ud\ustmem is needed in pmlems with vennl \mpulvmem
Motor
peformonce. Hypunmumu = Several s ¢ of levelswhle hvpnnmvemm huve been vepnmd mostly in eldely individuols, some of whom were
Platelet F: been rare reporfs of alfered plmelerfunalon and//or abnormal
tesults from laboratory studies in pafients toking Z0LOFT. Drug Interactions: Potential Effects of Coadministration of Drugs Highly
Bound to Plasma Proteins — Adverse effects may vesuh"('v{:m displacement of profeirbound ZOLOFT by other fightly bound drugs, eg, warfurin,
digitoxin. Prothrombin fime should be carefully monitored when ZOLOFT therapy is inifiated or stopped. Cimetidine = When administering ZOLOFT
with cimefidine, dosage adjustment after the starfing dose of 50 mg should be guided by cinicol effect. CNS Active Drugs — Concomitant use of
Z0LOFT with diazepom or desmethyldiazepam may require dosage adjustment. Even though lthium levels were not altered in clinical trdls, it is
recommended that plasma lithium levels be monitored following infafion of ZOLOFT theropy with appropriate odjustments to the lithium dose. In o
controlled study of a single dose (2 mg) of pimozide, 200 mg sertaline (q.d.) co-administrtion to steady state was associated with o mean increase
in pimozide AUC and Coox of about 40%, but was not associated with any changes in EKG. Since the highest recommended pimozide dose (10 mg)
hos not been evoluated in combination with sertalie, the effect on QT inferval and PK porameters at doses higher than 2 mg at fhis fime is not known.
The risk of using ZOLOFT in combination with other CNS active drugs has not been systematically evaluated. Caution is advised if the concomitant use
of Z0LOFT and such drugs is requied. There i fimited controlled experience regording the opfimal fiming of switching from other drugs effecive in the
treatment of major depressive disorder, OCD, panic disorder, PTSD, PMDD, and social anxiety disorder fo ZOLOFT. Coution should be exercised when
switching, particularly from long-acting agents. Drugs Metabolized by P450 3A4 — In three separate in vivo interaction studies, sertaline was
coadministered with he cytochrome P450 3A4 substrates, ferfenadine, ine, or cisapride, under steady ifions. The results of these
studies indicated that sertraline did not increase plosma concentrations of terfenadine, corbamazepine, or cisapride. These data indicate that sertraline’s
extent of inhibition of P450 3A4 activity is not likely fo be of cinical significance. Results of the inferaction study with cisapride indicate that serraline
200 mg (q.d.) induces the metobolism of cisapride (cisopride AUC and C;,,, were reduced by about 35%). Drugs Metabolized by P450 2D6 —
Mhany anfidepressants, g, the SSRIs, including sertraline, and most tricyclic umidepreswms inhibit the: biochemical actvity of the drug mefabolizing
isozyme cytochrome P450 206 (debrisoquin hydroxylase), and, thus, may increase the plosma concentrations of condrministered drugs that are
mefabolized by P450 206. This potential interaction is of greatest concem in Ohose drugs memhnllzed pnmun\y by 206 and which have o narrow
therapeutic index, eg, the frcyclic anfi (TCAs) and the Type 1C ide. The extent fo which this interaction
s animportont clnicel problm depends onthe extent of he niifion ofP450 206 by thi and the therapeutic index of th
drug. Antidepressants vary in their extent of cinically important 206 inhibition; semnhne at lower doses hos a less prominent infibitory effect on 206
than some others in the class. Nevertheless, even sertraline has the potential for dlinically important 206 inhibition. Consequently, concomitant use of
a diug metabolized by P450 206 with ZOLOFT may require lower doses than usually prescribed for the other drug. Whenever ZOLOFT is withdrawn
from (mempy, on increased dme of the coadministered drug may be leqmved Snmnmpl«n ~ Rare reports describe weakness, hypeneﬂexm nnd
incoordination followr b treatment. Combined therapy fient observation. TCAs = Caufi
inthe coodminsaton o TCAs wih T0LOFT, because serfraline may inhibit TCA metabolism. The edentfo which SSRHICA neracions may pose dinical
problems depends on the degree of inhiiion on the pharmacokinetics of the SSRI involved. Plosma TCA concentrations moy need fo be monitored,
and the dose of TCA may need fo be reduced, if a TCA is co-administered with ZOLOFT. lycemic Drugs — In a placeb lled trial in

valuation of ZOLOFT: During premarkefing assessment, mulfple doses of ZOLOFT were admiistered
1o over4000 adulf suh\ems Events are further categorized by body system and listed in order of de(rensmg 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
occured during freatment with ZOLOFT, they were not necessariy caused by it. Autonomic Nervous System Disorders — Frequent:impoence;
Infrequent: flushing, increased saliva, cold clammy skin, mydrisis; Rore: pallo, gloucoma, priapism, vasodilafion. Body as a Whole — General
Disorders — Rare: allergic reaction, allergy. Cardiovascular = Frequent: palpitafions, chest pain; Infrequent: hypertension, tachycardia, postural
dizziness, postural hypotension, periorbital edema, peripheral edema, hypotension, peripheral \s(hemm synmpe, edemo, dspendemedemn Rare: precordiol
st pan,substenal cest pai, myocadil nfrcon, . Central and Peripheral Nervous System
Disorders— = Frequent: hypertonio, hypoesthesic; Iniequent: witching, umfusm hyperkinesia, vertigo, atio, migraine, abnommal coordinafion, hyperesthesio,
leg cramps, abnormal gait, nystagmus, hypokinesia; Rare: dysphonia, coma, dyskinesia, hypotonia, ptosis, choreoathetosis, hypmeﬂex\u Disorders
of Skin and Appendages ~ Infiquent: s, acv, rar, olopeci,dry sin, ryhematou rsh, phofosesiity reacon, macuopopulor
tash; Rare: folliculor rash, eczemo, dermatis, contact demmafifs, bullous eruption, hypertrichosis, skin discolorafion, pustular rash. Endocrine
Disorders - Rue exophvhu\mos gynecomasfio. intestinal Disorders — Frequent d; Infrequent: dysphagio, tooth caries
ggravated, enuctafion, esophagifs, gustoenteriis; Rare: melena, glossifs, gum hyperplasia, hiccup, stomfis, fenesmus, ol dvercifs, el inconinence,
qashifi, rectum hemnnhage hemorthagic peptic ulcer, proci, ulcerative stomatis, tongue edema, tongue: u\(emvmn General - Frequent: bock
i, usﬂ\emu malaise, weight increase; Ilvfreque/vrfevey Tigors, lized edema; Rore: fuce edema, aphih Hearing and Vestibular
Rare: hypem(us\s lobyrinthi ietic and lymphullt Rare: anemia, anterior chamber eye hemorthage. Liver
and Biliary System Dlwrders ~ Rate: cbromal hepaic function. Metabolic and Nutritional Disorders — Infrequent: thirst; Rare:
hypoglycemia, hypoglycemia reaction. Musculoskeletal System Disorders — Frequent: myalgio; Infrequent: arthralgia, dystonia, arthrosis,
muscle cromps, muscle weokness. Psychiatric Disorders — Frequent: yawning, other mole sexual dysfunction, other female sexuol dysfuncion;
Infrequent: depression, umnesm paroniria, feettrgrinding, emofional \uh\\ﬂy, npuﬁw, ubnomm\ dveums euphonu pﬂmnmd reaction, hallucinction,
1 de\usmns Rare: fism, lusion. de
= Infequent ) disorder, cysmenartheq | bleed jnal hemorh unwnmrheu leukorthea; Rore:fermale breast pain, menorthagio,
bolanoposths, breast enlorgement, afrophic vaginifs, ocute female mosfits. Respiratory System Disorders — Frequent: thinifis; Infiequent:
coughing, dyspnea, upper respiratory tract infection, epistaxis, bronchospasm, sinusits; Rare: hyperventilation, bradypnea, stidor, opnea, bmnchilis, hemoptysis,
hypoventiation, laryngismus, laryngits. Special Senses = Frequent: finitus; Infrequent: conjunciiifs, earache, eye pain, abnormal accommodation;
Rare: xerophthalmia, photophobio, diplopia, abnomal locrimation, scotomo, visulfild dfec, Urinary System Disorders — /nﬁequenl ‘micturition
frequency, polyuria, urinary retention, dysuria, nocturia, urinary inconfinence; Rare: cysfits, oligurio, wernephvms hematuria, renal pain, strangury.
lnbornmryhsls Asympmmunce\wnmns in serum transaminases (SGOT [or AST) and SGPT [or ALT)) have been reported infrequently (approximately
.8%). Hepatic enzyme elevations usually occurred within the first T to 9 weeks of freatment and promptly diminished upon drug disconfinuation,
T0LOFT therapy was associated with small mean increases in totol cholesterol (approximately 3%) and trglycerides (opproximately 5%), and o small
mean decrease in serum uric acid (cppmxlmmely 7%) of ne eppmem dinical \mpnnm\re The safety pmﬁ\e ebserved wwh ZGLOFT freatment in puﬂems
with major depressive disorder, OCD, panic disorder, P'ISD issimilor. Other Events the
Evaluation of ZOLOFT: Reports of adverse events ve(ewed since market infroduction that ore not isted nhove ond that may have no musnl relafionship
with ZOLOFT include: acute renal ailure, anaphylactoid reaction, angioedema, blindness, optic neuifs, g, mcve«sed coagulation fimes, bmdy(mdm
AV block, mnn\nnhwhmms QFinterval pm\ongnmn venmmluvmdvy(ardn mdumug d

normal volunteers, concomitant use of ZOLOFT and tolbutamide caused a decrease in the dearance of tolbutamide, which may have been due fo o
change in the mefcbolism of the drug. The dlinical significance of his is unknown. Atenolol = ZOLOFT (100 mg) administered 1o 10 healthy males
had o effect on the betc-adrenergic blocking abilty of atenolol. Digexin = In another study, administrafion of ZOLOFT for 17 days (induding 200
mg/day for the lost 10 days) did not change serum digoxin levels or digoxin renal dearance. Microsomal Enzyme Induction — Z0LOFT was
shown fo induce hepatic microsomal enzymes, as determined by  decrease in anfipyrine halFife. This small change reflects a dinically insignificant
change in hepatic metabolism. Electroconvulsive Therapy (ECT) = There are no dinical studies establishing the risks or benefits of the combined
use of ECT and Z0LOFT. Altuhol ~ lthough ZOLOFT i nm potenfate the cognitive and psy(hommnv effects of alcohol in dlm(u\ studies, Vhe
concomitant use of Z0LOFT and recommended. t of

studes cored out in mice o ras showed o dosexelaed increase of fver odenoms n mole mice Teceliing semulme of 1040 mg/kg (02510
fimes the MRHD on a mg/me basis). No increase wos seen in female mice o in rafs of either sex receiving the same freatments, nor was there an
increase in hepotocellulor carcinomas. There wos an increase in follular adenomas of the thyroid in female rots receiving sertraline ot 40 mg,/kg. While

aplastic anemi \eukupenm L ickoes, hypergycemio, goloclrthe, hyperpolacinenic,
neuroleptic oculogyric rists, serotonin syndrome, psychosis, pulmonary hypertension, severe
skin reactions, which pevenna\ly cnbe hml such s Stevens-Johnson syndrome, vasrulms photosensitivity and other severe cutaneous disorders, rare
reports of pancreaifs, ond fver events — diical features (which in the mojority of cases appeared to be reversible with disconfinuation of ZOLOFT)
occurting in one or more patients include: elevated enzymes, increased bilirubin, hepatomegaly, hepafits, jaundice, abdominal pain, vomifing, fiver fuilure
and death. DRUG ABUSE AND DEPENDENCE: Controlled Substance Class — Z0L0FT is not a confrolled substance. Premarkefing dlnicol
experience with ZOLOFT did not reveal any tendency for  withdrawal syndrome or any drugseeking behavior. Physicians, however, should carefully
evaluate pafiens for history of drug obuse and observe them for signs of ZOLOFT misuse or buse. OVERDOSAGE: Reports of death attibuted to
overdoses of ZOLOFT clone have been exiremely rare. Any overdosage should be freated aggressively by ensuring an adequate inway, oxygenation,
and ventilation. Gastic lovage with appropriate cirway protection, may be indicated. Inducfion of emesis is not recommended
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adiposity, dyslipidemia,
heart disease.

Patients with psoriasis suffer dispropor-
tionately from these conditions. Recent
studies have shown that patients with se-
vere psoriasis have a significantly elevated
mortality rate from cardiovascular diseases.

In recently completed research, Dr.
Christophers and associates at the Uni-
versity of Kiel found that hospitalized pso-
riasis patients have almost double the body
mass index of other skin disease patients
or of community controls.

They have sharply increased rates of hy-
pertension and higher rates of diabetes in
patients who are in their 40s (comparative
P less than .001) and those in their 70s (P
less than .001, with a prevalence of about
25%, compared with about 5% in patients
with other skin diseases).

Longstanding systemic inflammation
has an impact on endothelial function and
lipids, both of which contribute to serious
disease, Dr. Christophers stressed. Long-
standing cutaneous inflaimmation may
well have the same consequences.

The T-helper 1 response associated with
psoriasis activates autoreactive T-cells, and
may be compounded by environmental fac-
tors and diseases (streptococcal tonsillitis).

Therapies that activate a T-helper 2 re-
sponse, such as biologics and fumaric acid
esters, may dampen inflammation over the
long term and protect patients from seri-
ous diseases, such as diabetes and heart
disease. ]

and coronary

S. aureus May
Contribute to
Psoriasis Severity

PARIS — Patients colonized with certain
enterotoxic strains of Staphylococcus aureus
had significantly worse Psoriasis Area and
Severity Index scores than did patients not
colonized with these bacterial strains, rais-
ing the possibility that antibiotics might
have an adjunctive role in treatment, Aus-
trian dermatologists reported at the Eu-
ropean Congress on Psoriasis 2004.

Nordwig S. Tomi, M.D., and Elisabeth
Aberer, M.D., of Karl Franzens Universi-
ty in Graz, Austria, took sample swabs
from the lesional skin and nares of 25 pa-
tients with psoriasis for evidence of S. au-
reus colonization and identification of en-
terotoxins A, B, C, or D.

Samples from 15 of 25 patients grew
positive cultures; these samples were from
the nares alone in 1 patient, skin only in 4
patients, and skin and nares in 10. Sixty
percent of the strains produced S. aureus
enterotoxins.

Four patients had enterotoxin B, two
had enterotoxin C, one had D, and com-
binations of A plus D and B plus C were
found in one patient each. The Psoriasis
Area and Severity Index score was signifi-
cantly higher (P = .001) in patients with
enterotoxin-producing  staphylococcal
strains, the investigators reported in a
poster presentation at the meeting.

—Betsy Bates



