Lifetime persistence of symptoms
that began before age 7 is required
for ADHD diagnosis in adults
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Matching therapies
with patients’ needs

r. Z, age 42, is referred by his primary care physician with

symptoms suggesting attention-deficit/hyperactivity disor-

der (ADHD). Mr. Z has seen his physician sporadically for 10
years and acknowledges not following dietary and exercise advice. He
has had intermittent “minor” depression, is overweight, and is a smok-
er with a family history of cardiovascular disease and diabetes.

A salesman, Mr. Z recently was promoted to an administrative
position that substantially increased his paperwork. He is having dif-
ficulty performing his job because of longstanding forgetfulness and
disorganization. He says he feels “like I'm in grade school again, lost
in paperwork.”He also describes a recent educational assessment for
his son, age 7, who may have ADHD. Similarities between Mr. Z's and
his son’s early childhood academic struggles are striking.

Like Mr. Z, adults with ADHD commonly seek treatment when in-
creasing stressors and demands overwhelm their cognitive-atten-
tional abilities. Some may be “healthy” men and women without
psychiatric histories, whose disorganization, forgetfulness, or im-
pulsivity contributes to functional impairment, including nonad-
herence with medical advice. For others, such as those with known
psychiatric disorders, ADHD may be a hidden comorbidity con-
tributing to seemingly refractory depression or anxiety disorder.

Despite growing evidence related to adult ADHD, individual-
izing and maintaining treatment over time can be challenging
for clinicians and patients. Fortunately, new tools and multiple
stimulant and nonstimulant medications can help you screen for,
assess, and treat adult ADHD.
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Adult ADHD

Clinical Point

Begin assessment
with orienting
questions, such as
‘Do you remember
your first grade
teacher, your school,
where you lived?’
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m.rable 1]
Adult Self-Report Scale-v1.1
WHO 6-question screening tool for ADHD*

Check the box that best describes how you have
felt and conducted yourself over the past 6 months.
Please give the completed questionnaire to your
healthcare professional during your next
appointment to discuss the results

Some-

Never Rarely times Often

1. How often do you have trouble wrapping up the
final details of a project, once the challenging
parts have been done?

2. How often do you have difficulty getting things
in order when you have to do a task that
requires organization?

3. How often do you have problems remembering
appointments or obligations?

4. When you have a task that requires a lot of
thought, how often do you avoid or delay
getting started?

5. How often do you fidget or squirm with your
hands or feet when you have to sit down for
along time?

6. How often do you feel overly active and
compelled to do things, like you were driven
by a motor?

Very
often

Add the number of checkmarks that appear in the darkly shaded area. Four (4) or more checkmarks
indicate that your symptoms may be consistent with adult ADHD. It may be beneficial for you to talk

with your healthcare provider about an evaluation.

* Intended for use by persons age 18 and older
ADHD: attention-deficit/hyperactivity disorder; WHO: World Health Organization
Source: Reprinted with permission. World Health Organization Copyright 2003. All rights reserved

ADHD diagnosis

To diagnose ADHD in an adult patient, first
establish that symptoms have existed from
childhood to adulthood. One approach is to
review DSM-IV-TR criteria for ADHD with
your patient and ask him or her to reflect
on childhood symptoms and dysfunction.
Begin with orienting questions, such as
“Do you remember your first grade teach-
er, your school, where you lived?” ADHD
symptoms might have been present even if
the patient maintained acceptable grades,
particularly in elementary school, as dedi-
cated parents or teachers might have con-
tributed to early academic success.

Next, turn to diagnostic language that
captures ADHD symptoms in adults. For
example, the 18-item World Health Orga-
nization Adult ADHD Self-Report Scale
(ASRS-v1.1) prompts individuals to self-

report DSM-IV ADHD symptoms, and a
6-item subset (Table 1) is a highly specific
screener (see Related Resources, page 62).
The ASRS is most reliable in adults with
limited psychiatric comorbidity.'

Adults often describe fluctuations in
symptom severity over time. Symptoms
may have less impact with more physical-
ly demanding work—such as sales—and
greater impact with organizationally de-
manding work—such as administration.

Base your summary ADHD diagnosis
on DSM-IV-TR criteria, including;:

¢ lifetime persistence of symptoms, be-

ginning before age 7

e functional impairment in >2 life set-

tings, such as work, school, or home

* lack of another medical or psychiat-

ric condition sufficient to explain the
symptoms.

continued on page 56



Adult ADHD

Clinical Point

Clinically, some
patients appear
to tolerate 1

stimulant class (such
as methylphenidate

or amphetamine)
over another
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B2

Administering medications approved for adult ADHD

Drug Recommended dosage*

Stimulants

Comments

Extended-release mixed
amphetamine (Adderall XR)

20 mg

Initial prescription of 10-mg
XR capsules allows gradual
titration

Extended-release OROS
methylphenidate (Concerta)

18 to 72 mg/d

Initial prescription of 18-mg
OROS MPH capsules allows
gradual titration

Extended-release
dexmethylphenidate (Focalin XR)

10 mg/d; maximum 20 mg/d

Dosing is one-half the typical
dosing of racemic MPH

Lisdexamfetamine (Vyvanse)

30 mg/d; maximum 70 mg/d

May be adjusted weekly in
10-mg or 20-mg increments

Nonstimulant

Atomoxetine (Strattera)

80 mg/d; maximum 100 mg/d

Initial dosage of 40 mg/d can
be increased to target dosage
after a minimum of 3 days;

can be given as a morning
dose or divided evenly between
morning and evening doses

* FDA-approved dosages as listed in the package inserts of these medications
ADHD: attention-deficit/hyperactivity disorder; MPH: methylphenidate; OROS: osmotic release oral system;

XR: extended-release formulation

‘All the time, every day’

Mr. Z completes the ASRS self-report symp-
tom checklist and brings his wife to the next
appointment. He rated all 6 screening symp-
toms and most others as occurring “often” or
“very often.” He describes functional impair-
ments “essentially all the time, basically ev-
ery day” at work, home, and socially. His wife
confirms these symptoms and the frustra-
tions and conflicts they have caused.

Mr. Z describes ADHD symptoms from ear-
ly elementary school to college. He was held
backin kindergarten for being “immature,” his
academic performance was inconsistent, and
he“just got by...by cramming”in high school
and college. His school performance pattern
does not suggest a learning disability; he did
not need special help in 1 subject more than
others, and under pressure he could achieve
average grades.

Medical review excludes explanations other
than ADHD for his inattention, restlessness,
and impulsivity. You conclude that Mr. Z meets
criteria for ADHD, combined subtype, and dis-
cuss medication treatment.

FDA-approved medications
Medication for ADHD is appropriate only
if symptoms are impairing. Five effective
and generally well-tolerated medications
are FDA-approved for adults with ADHD
(Table 2):
¢ extended-release mixed amphetamine
(Adderall XR)
¢ extended-release OROS methylpheni-
date (Concerta)
* extended-release dexmethylphenidate
(Focalin XR)
e atomoxetine (Strattera)
¢ lisdexamfetamine (Vyvanse).

Efficacy. A meta-analysis of 29 pediatric
ADHD trials across 30 years demonstrat-
ed greater effect size for stimulant class
medications (immediate- and long-acting),
compared with nonstimulant medications
(including bupropion, atomoxetine, and
modafinil).* This finding is consistent with
the American Academy of Child and Ado-
lescent Psychiatry’s recommendation of
stimulant medications as first-line agents for
pediatric ADHD.? A similar meta-analysis



of 6 controlled studies of methylphenidate-
class medications in adults found a large
mean effect size (0.9), with greater effects as-
sociated with higher doses.*

Atomoxetine, a norepinephrine reup-
take inhibitor, is the only nonstimulant
medication FDA-approved for ADHD in
adults. More than 6,000 children, adoles-
cents, and adults have taken atomoxetine
in clinical trials for ADHD (Lilly, prescrib-
ing information), with 4 years of open
treatment data showing benefit being
maintained over time.’

Tolerability. Although ADHD medications
are generally well-tolerated by healthy
adults, assess for a history of potential con-
traindications:

¢ unstable medical condition, hyperthy-
roidism, glaucoma

* treatment with a monoamine oxidase
inhibitor or other pressor agents because
of possible effects on blood pressure and
heart rate

¢ use of cytochrome P450 2D6 inhibitors,
which may increase atomoxetine steady-
state plasma concentrations

e cardiovascular disease or family his-
tory of early cardiac disease (Box 1)*”

¢ history of or active substance use dis-
order, such as alcohol dependence, cocaine
or heroin abuse

e history of psychosis, bipolar disorder,
or an active clinically significant psychiat-
ric comorbidity (major depression, agitated
state, suicidality).

Clinically, some patients appear to tol-
erate 1 class of stimulant (such as methyl-
phenidate or amphetamine) over another.
Consider switching to an alternate stimu-
lant if your patient has bothersome side
effects—mild low appetite, insomnia, ten-
sion, or jitteriness—or has received limited
or partial benefit during an initial stimu-
lant trial.

Extended-release formulations.
adult studies demonstrated the efficacy of

Early

immediate-release stimulants, but adults
with ADHD'’s inherent deficits in organiza-
tion and memory may have higher adher-
encerates and greater success with once-dai-
ly, extended-release formulations.®** Unless

C
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Managing cardiovascular risk
of stimulant use in adults

ITCINL

SYCHIATRY

Serious cardiovascular events and
sudden death have occurred in adults
and children treated with stimulants.® Agents
used for attention-deficit/hyperactivity
disorder (ADHD) have not been shown
to cause sudden cardiac death, but the
FDA requires stimulants’ labeling to warn
about this risk in patients with structural
cardiac abnormalities. The warning advises
against using stimulants in adults with
cardiomyopathy, serious heart rhythm
abnormalities, or coronary artery disease.
When treating adults with ADHD, look to
advisories about cardiovascular monitoring
in children with ADHD. Before initiating
medications, do a physical exam focused
on cardiovascular disease risk factors and
obtain a patient and family health history of:
e fainting or dizziness

Clinical Point

An ECGiis not
considered
mandatory in
cardiovascular

e sudden or unexplained death assessment and
in someone young .
monitorin
¢ sudden cardiac death or “heart attack” O. toring
in family members age <35 years. durmg ADHD drug
The American Academy of Pediatrics, thera py

American Academy of Child and Adolescent
Psychiatry, and American Heart Association
concur that electrocardiography (ECG)

is not mandatory in cardiovascular
assessment and monitoring during ADHD
pharmacotherapy.” This author (PH) refers
cardiovascular questions to a primary care
physician or cardiologist.

During ADHD treatment, monitor vital
signs and refer patients with emergent
cardiac symptoms or concerns to a
cardiologist. Expect increases in blood
pressure (1 to 4 mm Hg) and heart
rate (2 to 6 bpm) during treatment with
methylphenidate and amphetamine-class
stimulants as well as with atomoxetine.

Do not expect significant changes in ECG
parameters (PR, QRS, and QTC intervals).

your patient wants to begin with small,
short-acting dosages (5 to 10 mg) or desires
to target treatment to specific times of day
(such as in the morning for administrative
work only), many appreciate once-daily
formulations. Extended-release formula-
tions also may be the simplest stimulants
with which to begin ADHD treatment.

continued
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Adult ADHD

Clinical Point

Extended-release
formulations may
be the simplest
stimulants with
which to begin
treatment in adults
with ADHD

| Current Psychiatry
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Strategies to cover ‘wear-off’
of long-acting stimulants

Combining short- and long-acting
stimulants may cover hours when
attention-deficit/hyperactivity (ADHD)
symptoms emerge despite therapy with
a long-acting agent.'?'® Ask patients who
report lack of full-day coverage if the
once-daily, extended-duration formula-
tion they are taking works well until a
certain time of day. Then consider adding
a similar-class immediate-release stimu-
lant at this time to cover the later hours.

If a patient reports partial response
throughout the day—such as early in treat-
ment—begin by optimizing the long-acting
agent’s dosage. Keep a target daily dose
in mind, based on FDA recommenda-
tions and clinical trial data. For example,
an adult weighing 80 kg may respond
optimally to a combination of 60 mg of a
long-acting methylphenidate (MPH) in the
morning, followed by 10 to 20 mg of an
immediate-release MPH in mid-afternoon.

The later stimulants are taken in the day,
the more likely insomnia may emerge as
an adverse effect. Some patients adjust
to this problem within the first weeks of
treatment. If insomnia remains impair-
ing, reduce the stimulant dose or consider
switching to a shorter duration medica-
tion or to the nonstimulant atomoxetine.

Over time, patients may benefit from an
immediate-release form:

¢ added for certain times of day—such
as in late afternoon, when the morning ex-
tended-release dose has worn off (Box 2)'213

e to use as an alternative to extended-
release formulations when more or less
flexibly is desired, such as on weekends.

Feeling ‘calm, less frenetic’

During the next 6 months, you start Mr. Z on
stimulant treatment at robust dosing consis-
tent with his weight (90 kg). He complains
that extended-duration methylphenidate
(MPH)—titrated to 90 mg/d—doesn’t last
into the late afternoon, and he feels mildly
tense with a low appetite. Because of an ap-
parent partial response and relatively mild

adverse effects, you discontinue MPH and try
an extended-duration amphetamine, titrated
to 60 mg.

Mr. Z's blood pressure and heart rate re-
main stable. He begins to exercise regularly
and reduce his use of tobacco and caffeine
drinks, as you recommend. He says he feels
“calm, less frenetic.” He reports no tension on
this medication and only mild reduced appe-
tite. With a plan to continue taking the stimu-
lant medication with regular monitoring, he
then disappears from treatment.

Promoting adherence

Treatment nonadherence is an issue
throughout medicine, and individuals
with disorganization, forgetfulness, and
impulsivity may be at higher-than-usual
risk of not following through on medica-
tion regimens.

In addition, restrictions on stimulant-class
medications do not permit multiple-month
prescribing (refills), as is allowed with non-
scheduled medications such as atomoxetine.
Discuss with patients how they will obtain
stimulant medications on a regular, monthly
or bimonthly basis. In our experience, the
practical challenges of remaining in treat-
ment at times may limit patients’ adherence
to ADHD medications more than a lack of
response or tolerability concerns.

Explain to patients early in treatment
that they might need to try several differ-
ent medications before settling on 1 that
is optimally tolerated and efficacious. Be-
cause stimulants are generally quite effec-
tive for ADHD symptoms, set your goal
to identify adverse effects and aim for a
patient response of “this works well, and
I don’t feel any different on it.”

Ready to try again
Three years later, Mr. Z returns and reports
gradually discontinuing the stimulant be-
cause he “wanted to go it on my own.” He
functioned relatively well at first, but errors
and conflicts at his job led to his dismissal.
Since then, he has been unemployed. He is
increasingly depressed and reports drinking
and smoking “more heavily than in college.”
He asks about resuming ADHD treatment.

continued on page 61



treatment and consider tapering Effexor XR in the third trimester. Labor, Delivery, Nursing—The effect on labor and
delivery in humans is unknown. Venlafaxine and ODV have been reported to be excreted in human milk. Because of the
potential for serious adverse reactions in nursing infants from Effexor XR, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the |mportance of the drug to the mother. Pediatric
Use—Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and
WARNINGS: Clinical Worsening and Suicide Risk). No studies have adequately assessed the impact of Effexor XR
on growth, development, and maturation of children and adolescents. Studies suga/st Effexor XR may adversely affect
weight and height (see PRECAUTIONS-General, Changes in Heightand Changes in Weight). Should the decision be made
totreata pedlatnc patient with Effexor XR, re ular monitoring of weight and height is recommended during treatment,
particularly if long term. The safety of Effexor XR for pediatric patients has not been assessed for chronic treatment >6
months. In studies in patients aged 6-17, blood pressure and cholesterol increases considered to be clinically relevant
were similar to that observed in adult patrents The precautions for adults apply to pediatric patients. Geriatric Use—No
overall differences in effectiveness or safety were observed between geriatric and younger patients. Greater sensitivi
of some older individuals cannot be ruled out. SSRIs and SNRIs, including Effexor XR, have been associated witl
cases of clinically significant hyponatremia in eldeélx atients, who may be at greater risk for this adverse event
%see PRECAUTIONS: Hyponatremia). ADVERSE REACTIONS: "Associated with Discontinuation of Treatment—
he most common events leading to discontinuation in MDD, GAD, SAD, and PD trials included nausea, anorexia, anxie
impotence, dry mouth, dizziness, insomnia, somnolence, hypertenswn diarrhea, paresthesia, tremor, abnormal (mosty
blurred) vision, abnormal (mostl delayed) ejaculation, asthenia, vomiting, nervousness, headache, vasodilatation,
thlnker] abnormal decreased libido, and sweating. Commonly Observed Adverse Events in Controlled Clinical Trials
D, and PD— ody as a Whole: asthenia, headache, flu syndrome, accidental injury, abdominal pain.
Cardlovascular vasodrlatatlon pertension, palpltatlon |gest|v nausea, constipation, anorexia, vomiting, flatulence,
diarrhea, eructation. Metabollc/ utritional: weight loss. Nervous System dlzzmess somnolence, insomnia, dry mouth,
nervousness, abnormal dreams, tremor, depression, hypertonia, paresthesia, libido decreased agltatlon anX|ety
twrtchrng Resprralou System: pharyngltrs yawn, sinusitis. Skin: sweating. Special Senses: abnormal vision. Urogenital
stem abnormal ejaculation, impotence, orgasmic dysfunction ( ?ncludlng anorgasmia) in females. V‘ItaISIDJn Changes:
Effexor XR was associated with a mean increase in pulse rate of about 2 beats/min in depression and GAD trials and a
mean |ncrease in gulse rate of 3 beats/min in SAD trials. (see Sustained Hypertension and Elevations in Systolic and
Diastolic Blood Pressure sections of WARNINGS). Laboratory Changes: Clinically relevant increases in serum
cholesterol were noted in Effexor XR clinical trials. Increases were duration dependent over the study period and tended
to be greater with higher doses. Other Events Observed During the Premarketing Evaluation of Effexor and Effexor XR
—N 7,212. “Frequent’=events occurring in at least 1/100 patients; “infrequent’=1/100 to 1/1000 patients;
“rare”=fewer than 1/1000 patients. Body as a whole - Frequent: chest pain substernal, chills, fever, neck pain;
Infrequent: face edema, intentional injury, malaise, moniliasis, neck rigidity, pelvic pain, photosensrtrvrty reactlon suicide
attempt, withdrawal syndrome Rare: aplpendlmtls bacteremia, carcinoma, cellulitis, granuloma. Cardiovascular
system - Frequent: migraine, tachycardia; Infrequent: angina pectons arrhythmla extrasystoles hypotension, peripheral
vascular disorder (mainly cold feet and/or cold hands), postular hypatension, syncope; Rare: aortic aneurysm, arteritis,
first-degree atrioventricular block, bigeminy, bundle branch block, capillary fragility, cerebral ischemia, coronary artery
disease, congestive heart tallure heart arrest, hematoma, cardiovascular disorder (mitral valve and circulatory
dlsturbanctre_) mucocutaneous hemorrha e, myocardral |nfarct pallor, sinus arrhythmia, thrombophlebitis. questlve
Tequent: increased appetite; ntrequent bruxism, colits, dysphagia, tongue edema, eructation, esophagitis,
gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal hemorrhage, hemorrh0|ds melena oral
moniliasis, stomatitis, mouth ulceration; Rare: abdominal |sten5|0n biliary pain, cheilitis, cholecystltls choIeIrthlaS|s
esopha ageal spasms, duodenitis, hemateme5|s qastroesophageal reflux disease, gastromtestlnal hemorrhage, gum
hemorrhage, hepatitis, ileitis, Jaundrce intestinal obstruction, liver tenderness, parotms periodontitis, proctitis, rectal
disorder, salivary gland enIar%ement increased salivation, soft stools, tongue dlscoloratlon Endocrine system - Rare:
galactormoea gorter hyperthyroidism, hypothyroidism, thyrord nodule thyroiditis. Hemic and lymphatic system -
requent: ecchymosis; Infrequent. anemia, leukopen path Rare:
basophilia, bleeding time increased, cyanosis, eosrnophrlla Iymphocytosrs muttrple myeloma, purpura,
thrombocyto enla etabolic and nutntlonal - Frequent: edema, weight gain; Infrequent: alkaline phosphatase
lehydration, hyperchc hyperglycemia, hyperlrprdemra hypokalemia, SGOT increased, SGPT
increased, thirst; Rare: alcohol intolerance, bilirubinemia, BUN' increased, creatinine increased, diabetes mellitus,
glycosurla gout, healing abnormal, hemochromatosis, hypercalcrnuna hyperkalemia, hyperphosphatemra
hyperuricemia, hypocholesteremia, hypoglycemla hyponatremla hypophosphatemia, hypoproteinemia, uremia.
Musculoskeletal system - Infrequent arthritis, arthrosis, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis;
Rare: bone pain, pathological fracture, muscle cramp, muscle spasms, musculoskeletal stiffness, myopathy,
osteoporosis, osteosclerosis, plantarfascntls rheumatoid arthritis, tendon rupture. Nervous system - Frequent amnesia,
confusion, depersonahzatron hypesthesia, thinking abnormal, tnsmus vertigo; Infrequent: akathisia, apathy, ataxia,
circumoral paresthesia, CNS stimulation, emotional [ability, euphona inations, hostility, hyp ia, hyperkinesia,
hypotonia, incoordination, libido mcreased manic reaction, myoclonus, neuralgla neuropathy, psychosis, seizure,
abnormal speech, stupor suicidal ideation; Rare: abnonnal/changed behavior, adjustment disorder, akinesia, alcohol
abuse, aphasia, bradykinesia, buccoglossal syndrome cerebrovascular accrdent feeling drunk, loss of consciousness,
deluslons dementia, dystonia, energy increased, facial paralysis, abnormal galt Guillain-Barré syndrome, homicidal
ideation, hyperchlorhy ria, hypoklne5|a hysterra impulse control difficulties, motion sickness, neuritis, nystagmus,
paranoid reaction, paresis, psychotic depression, reflexes reflexes i torticollis. Resnlraton( system
- Frequent: cough increased, dyspnea; Infrequent: asthma, chest congestion, epistaxis, hyperventilation, laryngismus,
laryngitis, pneumonia, voice alteration; Rare: atelectasis, hemoptysis, hypoventilation, hypoxia, larynx edema, pleurisy,
pulmonary embolus, sleep apnea. Skin and appendages - Frequent: pruritus; Infrequent: acne, alopecia, contact
dermatitis, dry skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle nails, erythema nodosum, exfoliative
dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis, hirsutism, leukoderma, miliaria, petechial
rash, prurmc rash, pustular rash vesiculobullous rash, sebormea skin atrophy skin hypertrophy skin striae, sweating
decreased., §pec|al senses - Frequent abnormality of accommodatlon mydriasis, taste perversion; Infrequent
conjunctivitis, diplopia, dry eyes, eye pain, otitis media, parosmia, photophobra taste loss; Rare: blepharitis, cataract,
chromatopsia, conjunctival edema, corneal lesion, deafness exophthalmos, eye hemorrhage glaucoma, retinal
hemorrhage, subconjunctival hemormage hyperacusrs keratms Iabynnthrus miosis, papilledema, decreased pupillary
reflex, otitis externa, Scleritis, veitis, visual field defect. Urogenita Frequent albuminuria, urination impaired;
Infrequent amenorrhea cys’u’ns dysuna hematuria, kidney calculus, krdney pain, leukorrhea, menorrhagra metrorrhagia,
nocturia, breast pain, polyuna pyuria, prostatic disorder (prostatltls enlarged prostate, and prostate irritability), urinary
|ncont|nence urinary retention, urinary urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria, balanitis, bladder
pain, breast dlscharge breast engorgement yreast enlargement, endometriosis, female lactation, tlbrocystlc breast,
calcium crystalluria, cervicitis, orchitis, ovarian cyst, proIonPed erection, gynecomasua (male), hypomenonhea kldney
function abnormal, mastitis, menopause, pyelonephritis, oliguria, salprn itis, urolithiasis, uterine hemorrhage, uterine
spasm, vaginal dryness Postmarkeung Reports: agranulocytosis, anapl yIaxrs aplastic anemia, catatonia, congenital
anomalies, CPK increased, deep vein thrombophlebitis, delirium, EKG abnormalities such as ar prolonganon cardrac

arrhythmlas including atrial fibrillation, llar
ventricular fibrillation and ventricular tachycardra including torsades de pointes; toxic epidermal necrolysrs/ tevens-
Johnson syndrome, erythema multiforme, extrapyramidal symptoms (including and tardive

angle-closure glaucoma, hemorrhage (mcludmg eye and gastrointestinal bIeedrng) hepatic events (including GGT
elevation; abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), interstitial
lung dlsease, involuntary movements, LDH increased, neuroleptic malignant syndrome-like events (including a case of a
10-year-old who may have been taking methylphenidate, was treated and recovered), neutropenia, night sweats,
pancreatitis, pancytopenia, panic, prolactin increased, renal failure, rhabdomyolysis, serotonin syndrome, shock-| like
electrical sensations or tinnitus (in some cases, subsequent to the discontinuation of venlafaxine or tapering of dose), and
SIADH (usually in the eIderlyg Elevated clozapme levels that were temporally associated with adverse events, including
seizures, have been reported following the addition of venlafaxine. Increases in p 1 time, partial

time, or INR have been reported when venlafaxine was ?rven to patients on warfarin therapy DRUG ABUSE AND
DEPENDENCE: Effexor XR is not a controlled substance. Evaluate patients carefully for history of drug abuse and observe
such J)atlents closely for signs of misuse or abuse. OVERDOSAGE: The most commonly reported events in overdosage
include tachycardia, changes in level of consciousness (ranging from somnolence to coma), mydriasis, seizures, and
vomiting. Electrocardiogram changes (eg, prolongation of QT interval, bundle branch block, QRS prolon atlon;] ventricular
tachycardia, bradycardia, hypotension, abdomyoly3|s vertigo, fiver necrosis, serotonrn syndrome an death have been
reported. Published retrospective studies report that venlafaxine iated with an risk

of fatal outcomes compared to that observed with SSRI antrdepressant é)roducts but lower than that for tricyclic
antidepressants. Epidemiological studies have shown that venlafaxine-treated patients have a higher pre-existing burden
of suicide risk factors than SSRI-treated patients. The extent to which the finding of an increased risk of fatal outcomes
can be attributed to the toxicity of venlafaxine in overdosage as opposed to some characteristic(s) of venlafaxine-treated
patients is not clear. Treatment should consist of those general measures employed in the management of overdosage
with any antidepressant. Ensure an adequate airway, oxygenation and ventilation. Monitor cardiac rhythm and vital signs.
General supportive and symptomatic measures are also recommended. Induction of emesis is not recommended. Gastric
lavage with a large bore orogastric tube with appropriate airway protection, if needed, may be indicated if performed
soon after |n%estlon or in symptomatic patients. Activated charcoal should be administered. Due to the large volume of
distribution of this drug, forced diuresis, dialysis, hemaperfusion, and exchange transfusion are unlikely to be of benefit.
No specific antidotes for venlafaxine are known. In managing overdosage, consider the possibility of multiple drug
involvement. Consider contacting a poison control center for additional information on the treatment of overdose.
Telephone numbers for certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND
ADMINISTRATION: Consult full prescribing information for dosing instructions. Switching Patients to or From an
MAOI—At least 14 days should elapse between discontinuation of an MAOI and initiation of therapy with Effexor XR.
Atdleﬁst 7 dags should be allowed after stopping Effexor XR before starting an MAOI (see CONTRAINDICATIONS
an

This brief summary is based on Effexor XR, Prescribing Information W10404C036 ETO1, revised February 2008.

®
Wyeth © 2008, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101 231275-01

continued from page 58

Mr. Z does not meet DSM-IV-TR criteria for major
depressive disorder or alcohol abuse/dependence. His
depressed mood appears to be linked to his marked
ADHD symptoms. Mr. Z agrees to a new treatment plan
that includes starting atomoxetine at 25 mg to allow
for flexible titration and psychotherapy to monitor his
mood and achieve sobriety.

ADHD and substance abuse

Clinical judgment determines whether an adult with
ADHD and a history of substance use disorders may
safely benefit from treatment with a stimulant. The
relationship between ADHD and substance use dis-
orders is of clinical concern, but ADHD medications
have not been shown to increase risk for later sub-
stance use disorders in children."* Conversely, effec-
tive ADHD treatment appears to reduce later ciga-
rette and substance use.”

Consider using a nonstimulant-class medication
in adults with ADHD and active substance use dis-
orders. In a 12-week, double-blind, controlled trial,
atomoxetine improved ADHD symptoms signifi-
cantly more than placebo in adults meeting DSM-
IV-TR criteria for comorbid alcohol use disorders.
After 4 to 30 days of alcohol abstinence, 72 patients
were randomly assigned to atomoxetine, 25 to 100
mg/d (mean final dose 90 mg/d), and 75 patients to
placebo. Although estimated times to initial relapse
to heavy drinking did not differ:

* atomoxetine-treated subjects had 26% fewer cu-
mulative heavy drinking days than placebo-treated
subjects (P = 0.023)

e the difference in cumulative heavy drinking days
between the atomoxetine and placebo groups became
statistically significant after 55 days of treatment.'¢
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To gauge the lifetime persistence of attention-deficit/hyperactivity disorder (ADHD)
in adults, begin by reviewing childhood symptoms. Then ask questions using adult-
friendly language to investigate the impact of ADHD symptoms at work and at home.
Medication for ADHD is appropriate only if symptoms are impairing. Consider risks
vs benefits of pharmacotherapy, balancing medical or psychiatric comorbidities
against the functional impairments of ADHD in adulthood.



