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Consumer Reports Rates Drug Cost Effectiveness

BY ALICIA AULT
Contributing Writer

WASHINGTON — The nonprofit Con-
sumers Union has issued the first in a se-
ries of evidence-based, patient-friendly re-
ports listing what it calls the most
cost-effective drugs, organization officials
announced at a press conference.

The initial guides cover nonsteroidal
anti-inflammatory agents (NSAIDs),
statins, and proton pump inhibitors (PPIs).

The publisher of Consumer Reports
said it hopes that patients—especially
those with little or no drug benefit cover-
age—will use these reports to make in-
formed choices in conjunction with their
physicians.

The reports are designed to cut through
the clutter of drug company advertising
and scattered Internet searches. But drug
makers won't be allowed to use the “Best
Buy Drugs” designation in marketing or
ads: Consumers Union prohibits manu-

facturers from commercializing any of its
recommendations.

The guides should be familiar to anyone
who has used Consumer Reports’ ratings
to buy a car, appliance, or bicycle. But un-
like the group’s analyses on other con-
sumer goods, the Best Buy Drugs reports
are free of charge.

“In each category, based on all the evi-
dence, we've identified Best Buy Drugs—
the drugs that are likely to be the best,
most affordable choices for most people,”

said Joel Gurin, executive vice president of
Consumers Union.

The Best Buy Drugs are not selected
based on Consumers Union’s own tests,
however, but rather on systematic reviews
conducted by the Drug Effectiveness Re-
view Project (DERP), and on further peer
review from medical experts like Mark
Helfand, M.D., director of the Oregon ev-
idence-based practice center at Oregon
Health and Science University, Portland,
which initiated DERP in 2003.

connetics®

SOR'ATAN E® (acitretin)

CAPSULES
Before prescribing, please see complete product information, a summary[6f which follows:

CCONTRAINDICATIONS AND WARNINGS: Soriatane must not be used by females who are pregnant, or
who intend to become pregnant during therapy or at any time for at least 3 years following discon-
tinuation of therapy. Soriatane also must not be used by females who may not use reliable
mntmnemmn while undergoing treatment and for atleast 3 years following discontinuation of treat-
and major human
rennmed with the administration of acitretin and euennate Potentially, any fetus exposed can be
allemd Clinical evidence has shown that concurrent ingestion of acitretin and ethanol has been
with the formation of etretinate, which has a significantly longer elimination halt-life than
aclhenn Because the longer elimination haif-ife of etretinate would increase the duration of ferato-
genic potential for female patients, ethanol must not be ingested by female patients either during
treatment with Soriatane or for 2 months after cessation of therapy. This allows for elimination of
acitretin, thus removing the substrate for transesterification to etretinate. The mechanism of the meta-
bolic process for conversion of acitretin to etretinate has not been defined. It is not known
whether substances other than ethanol are associated with transesterification. Acitretin has been
be emhrynmxlc and/or teratogenic in rabbits, mice, and rats at oral doses of 0.6, 3 and
15 mg/kg, respectively. These doses are approximately 0.2, 0.3 and 3 times the maximum recom-
mended therapeutic dose, respectively, based on a mg/m* comparison. Major human fetal
ahnum!almes associated with acitretin and/or etretinate administration have been reported including
meningomyelocele, meningoencephalocele, multiple synostoses, facial dysmorphia, syndactyly,
absence of terminal phalanges, malformations of hip, ankle and forearm, low-set ears, high palate,
decreased cranial volume, cardiovascular malformation and alterations of the skull and cervical ver-
tebrae. Soriatane should be prescribed only by those who have special competence in the diagnosis
and treatment of severe psoriasis, are experienced in the use of systemic retinoids, and understand
the risk of teratogenicity. Important Information for Women of Childbearing Potential: Soriatane should
be considered only for women with severe psoriasis unresponsive to other therapies or whose
clinical condition contraindicates the use of other treatments. Females of reproductive potential must
not be given a prescription for Soriatane until pregnancy is excluded. Soriatane i |s ommamdlnaied in
females of reproductive potential unless the patient meets ALL of the following condition:
 Must have had 2 negative urine or serum pregnancy tests with a sensitivity of at Ieast 25 miU/mL
before receiving the initial Soriatane prescription. The first test (a screening test) is obtained by the
prescriber when the decision is made to pursue Soriatane therapy. The semnu pregnancy test

SORIATANE® (acitretin)

undescended testicle and 5 cases of premature birth). In the 126 prospectively reported cases
where conception occurred after the last dose of acitretin only, 43 cases involved conception at
least 1 year butless than 2 years after the last dose. 'mere were 3 reports of abnormal outcomes

‘There were only 4 cases where conception occurred al lees1 2years after the last dose but there
were no reports of birth defects in these cases.

+ There is also a total of 35 retrospectively reported cases where conception occurred at least one
year amer the last dose nf etretinate, acitretin or both. From these cases there are 3 reports of

‘conception occurred at least 1 year but less than 2 years after the last
duse of acllretm (i nvludlng heart malformations, Turner's Syndrome, and unspecified congenital
malformations) and 4 reports of birth defects when conception occurred 2 or more years after
the last dose of acitretin (including foot malformation, cardlac manormalmns [2 cases] and
unspecified neonatal and i y
‘where conception occurred 2 or more years after the last duse of etrennate (including chromo-
some disorder, forearm aplasia, and stillbirth).

+ Females who have taken Tegison (etretinate) must continue to follow the contraceptive recom-
mendations for Tegison. Tegison is no longer marketed in the U.S; for information, call Roche at
1-800-526-6367.

+ Patients should not donate blood during and for at least 3 years following the completion of
Soriatane therapy because women of childbearing potential must not receive blood from
patients being treated with Soriatane.

Imparmm Information For Males Taking Sanamne

tleast3
‘women of childbearing pmemlal must nm lecelve blood fmm pahems hemg treated wlﬂl Sunatane

« Samples of seminal fluid with
etretinate have been assayed for the presence of acitretin. The maximum concentration of acitretin
observed in the seminal fluid of these men was 125 ng/mL. Assuming an ejaculate volume of
10 mL, the amount of drug transferred in semen would be 125 ng, which is 1/200,000 of a single
25 mg capsule. Thus, although it appears that residual acitretin in seminal fluid poses little, if any,
risk o a fetus while a male patient is taking the drug or after it is discontinued, the no-effect limit
for teratogenicity is unknown and there is no registry for birth defects associated with acitretin. The
available data are as follows: [There have been 25 cases of reported conception when the male part-
ner was taking acitretin. The pregnancy outcome is known in 13 of these 25 cases. Of these,
9 reports were retrospective and 4 were prospective (meaning the pregnancy was reported prior to
knowledge of the outcome)*:

erio
ceding the beginning of Soriatane therapy. F\w patients with amenorrhea, me second test. shnuld be
done at least 11 days after the last act of unprotected sexual intercourse (without using 2 effective
forms of contraception [birth control] simultaneously). Timing of pregnancy 1eslmg throughout the
treatment course slmllld be monthly or individualized based on the prescriber ical judgment.

* Must have selected and have committed to use 2 effective forms of cunnacennnn (bll‘ﬂl cnmml]
simultaneously, at least 1 of which must be a primary form, unless absolute abstinence is the
chosen method, or the patient has undergone a or is clearly

Timing of paternal acitretin Delivery of Spontaneous Induced Total
treatment relative to conception healthy neonate abortion abortion
At time of conception 5* 5 1 n
4A(vieks prior 0 0 i 1
6-8 months prior 0 1 0 1

*Four of 5 cases were prospective
**With malformation pattern not typical of retinoid embryopathy (bilateral cystic hygromas of neck,
hypoplasia of lungs bilateral, pulmonary atresia, VSD with overriding truncus arteriosus)

For All Patients: A SORIATANE MEDICATION GUIDE MUST BE GIVEN TO THE PATIENT EACH TIME

SORIATANE IS DISPENSED, AS REQUIRED BY LAW.

arly

* Patients must use 2 effective forms of contraception (birth control) simultaneously for at least 1
month prior to initiation of Soriatane therapy, during Soriatane therapy, and for at least 3 years after
discontinuing Soriatane therapy. A[§driatane Patient Referral Form is available so that patients can
receive an initial free contraceptive cnunsellng session and pregnancy testing. Counseling abom
contraception and behaviors associated with an increased risk of pregnancy must be repe:
a regular basis by the prescriber. To encourage compliance with this recommendation, a Ilmlled
supply of the drug should be prescribed. Effective forms of contraception include both primary and
secondary forms of contraception. Primary forms of cnnwaceptmn include: tubal ligation, partner’s

oriatane
is contraindicated in palwems with severe\y |mpa|red ||ver or k\dney function and in patients with chronic abnor-
mally elevated blood lipid values. An increased hepatitis has been reported to result from
combined use of melhuﬁvexate and etretinate. Cansequenﬂy‘ the combination of methotrexate with Soriatane is
also contraindicated. Since both Soriatane and tetracyclines can cause increased intracranial pressure, their
combined use is contraindicated. Soriatane is contraindicated in cases of hypersensitivity to the preparation
(acitretin or excipients) o to other refinoids.

'WARNINGS (see also boxed AND )

vasectomy, intrauterine devices, birth control pills,

hormonal birth control products. Secondary forms M lion include di latex(][]
condoms, and cervical caps; each secondary form must be used with a spermicide. Any birth con-
trol method can fail. Therefore, it is critically important that women of childbearing potential use
2 effective forms of contraception (birth control) simultaneously. It has not been established if there
is a pharmacokinetic interaction between acitretin and combined oral contraceptives. However, it
has been established that acitretin interferes with the contraceptive effect of microdosed progestin
preparations.’ Microdosed “minipill” progestin preparations are not recommended for use with
Soriatane. It is not known whether other progestational #aceﬂhves such as implants and

bles, are adequate methods of contraception during acitretin therapy. Prescribers are
advised to consult the package insert of any medication admnmsmed concomitantly with hormon-
al contraceptives, since some medications may decrease the effectiveness of these birth control
products. Patients should be prospectively cautioned not to self-medicate with the herbal supple-
ment St. John's Wort because a possible interaction has been suggested with hormonal
contraceptives based on reports of breakthrough bleeding on oral contraceptives shortly after start-
ing St. John's Wort. Pregnancies have been reported by users of combined hormonal contraceptives
who also used some form of St. John’s Wort (see PHEEA[ITIDNS)

* Must have signed a Patient Agreement/Informed Consent for Female Patients that contains warn-
ings about the risk of potential birth defects if the fetus is exposed to Soriatane, about contraceptive
failure, and about the fact that they must not ingest beverages or products containing ethanol while
taking Soriatane and for 2 months after Soriatane treatment has been discontinued.

If pregnancy does occur during Soriatane therapy or at any time for at least 3 years following dis-

continuation of Soriatane therapy, the prescriber and patient should dlscuss the possible effects on

the pregnancy. The available information is as follows: Acitretin, the active metabolite of etretinate, is
teratogenic and is contraindicated during pregnancy. The risk "of severe fetal malformations is well
established when systemic retinoids are taken during pregnancy. Pregnancy must also be prevent
after stopping acitretin therapy, while the drug is being eliminated to below a threshold blood mn»
centration that would be associated with an increased incidence of birth defects. Because this
threshold has not been established for acitretin in humans and because elimination ratesvary among
patients, the duration of 1o achieve cannot be calcu-

Iaied pm;lsely Itis strongly recommended that contraception be continued for at least 3 years after

stopping treatment with acitretin, based on the following considerations: ][

« In the absence of transesterification to form etretinate, greater than 98% of the acitretin would be
eliminated within 2 months, assuming a mean elimination half-life of 49 hours.

« In cases where etretinate is formed, as has been with ion of
acitretin and ethanol,

+ greater than 98% of the etretinate formed would be eliminated in 2 years, assuming a mean
elimination half-life of 120 days.

+ greater than 98% of the etretinate formed would be
demonstrated elimination half-life of 168 days.

lowever, etretinate was found in plasma and subcutaneous fat in one nallem reported to have had

spavadlc aloohnl |make. 52 months after she stopped acitretin thera

« Severe birth defects have been reported where conception occurred dnrmn the time interval when
the panenl 'was being treated with acitretin and/or etretinate. In addition, severe birth defects have
also been reported when conception occurred after the mother completed therapy. These cases
have been reported both prospectively (before the outcome was known) and retrospectively (after
the outcome was known). The events below are listed without distinction as to whether the
reported birth defects are consistent with retinoid-induced embryopathy or not.

» There have been 318 pmspechvely reported cases involving pregnancies and the use of efreti-
nate, acitretin or both. In 238 of these cases, the conception occurred after the last dose of
etretinate (103 cases), acllre\m (126) or both (9). Fetal outcome remained unknown in approxi-
mately one-half of these cases, of which 62 were terminated and 14 were spontaneous
abortions. Fetal outcome is known for the other 118 cases and 15 of the outcomes were abnor-
mal (including cases of absent hand/wrist, clubfoot, GI malformation, hypocalcemia, hypotonia,
limb malformation, neonatal apnea/anemia, neonatal ichthyosis, placental disorder/death,

ated in 3 years, based on the longest

Of the 525 patients treated in US clinical trials, 2 had clinical jaundice with elevated serum
bilirubin and transaminases considered related to Soriatane treatment. Liver function test results in these
patients returned to normal after Soriatane was discontinued. Two of the 1289 patients treated in European
clinical trials developed biopsy-confirmed toxic hepatiis. A[$8cond biopsy in one of these patients revealed
nodule formation suggestive of cirrhosis. One patient in a Canadian clinical trial of 63 patients developed a
three-fold increase of transaminases. A liver biopsy of this patient showed mild lobular disarray, multifocal
hepatocyte loss and mild triaditis of the portal tracts compatible with acute reversible hepatic injury. The
patient's[ifansaminase levels returned to norma\ 2 months after Soriatane was The potential of
Soriatane therapy to induce luated using liver biopsies in an open-label
study of 128 patients. Pretreatment and pus!\reatment biopsies were available for 87 patients. A comparison
of liver biopsy findings before and after therapy revealed 49 (58%) patients showed no change, 21 (25%)
improved and 14 (17%) patients had a worsening of their liver biopsy status. For 6 patients, the classification
changed from class 0 (no pathology) to class | (normal fatty infiltration; nuclear variability and portal inflam-
mation; both mild); for 7 patients, the change was from class | to class Il (fatty infiltration, nuclear variability,
portal inflammation and focal necrosis; all moderate to severe); and for 1 patient, the change was from class
Il to class lib (ﬂbmsls mudemte (u severeh No corre\anon could be found between liver function test result
abnormalities and the /er biops dose relationship was found. Elevations
of AST (SGOT), ALT (SGPT), GGT 1GGTP; or LDH have occurred in approximately 1 in 3 patients treated with
Soriatane. Of the 525 patients treated in clinical rials in the US, treatment was discontinued in 20 (3.8%) due
to elevated liver function test results. If hepatotoxicity is suspected during treatment with Soriatane, the drug
should be discontinued and the etiology further investigated. Ten of 652 patients treated in US clinical trials of
etretinate, of which acitretin is the active metabolite, had clinical or histologic hepatitis considered to be pos-
sibly or probably related to efretinate treatment. There have been reports of hepatitis-related deaths
‘worldwide; a few of these patients had received etretinate for a month or less before presenting with hepat-

ic symptoms or signs.

Hyperostosis: In adults receiving long-term treatment with Soriatane, appropriate examinations should be
periodically performed in view of possible ossification abnormalities (see ADVERSE REACTIONS). In clinical trials
with Soriatane, patients were prospectively evaluated for evidence of nevelopmem or change in bony abnor-
malities of the vertebral column, knees and ankles. Vertebral Results: Of 380 patients treated with Soriatane,
15% had preexisting abnormalities of the spine which showed new changes or progression of preexisting find-
ings. Changes included degenerative spurs, anterior bridging of spinal vertebrae, diffuse idiopathic skeletal
hyperostosis, ligament calcification and narmwmg and destruction of a cervical disc space. De novo changes
(formation of small spurs) were seen in 3 patients after 17 to 2% years. Skeletal Appendicular Results: Six of
128 patients treated with Soriatane Sthed abnormalities in the knees and ankles before treatment that pro-
gressed during treatment. In 5, these changes involved the formation of additional spurs or enlargement of
existing spurs. The sixth patient had degenerative joint disease which worsened. No patients developed spurs
de novo. Clinical complaints did not predict radiographic changes. Lipids and Possible Cardiovascular
Effects: Blood lipid determinations should be performed before Soriatane is administered and again al intervals
of 110 2 weeks until the lipid response to the drug is established, usually within 4 to 8 weeks. In patients receiv-
ing Soriatane during clinical trials, 66% and 33% experienced elevation in triglycerides and cholesterol,
respectively. Decreased high ﬂenswiy lipoproteins (HDL) occurred in 40% of patients. These effects of Soriatane
were generally reversible upon cessation of therapy. Patients with an increased tendency to develop hyper-
triglyceridemia included those with disturbances of lipid metabolism, diabetes mellitus, obesity, increased
alconol intake or a familial istory([ofthese conditions. Because of the risk of hypeririglyceridemia, eru lipids
must be more closely monitored in high-risk patients and during long-term treatment. Hypertriglyceridemia and
lowered HDL may increase a patient s[¢@rdiovascular risk status. Although no causal relationship has been
established, there have been postmarketing reports of acute myocardial infarction or thromboembolic events in
patients on Soriatane therapy. In addition, elevation of serum triglycerides to greater than 800 mg/dL has been
associated with fatal fulminant pancreatitis. Therefore, dietary modifications, reduction in Soriatane dose, or
drug therapy should be employed to control significant elevations of triglycerides. If, despite these measures,
hypemg\ycendemna and low HDL levels persist, the discontinuation of Soriatane should be considered.

thalmologic Effects: The eyes and vision of 329 patients treated with Soriatane were examined by oph-
thalmologists. The findings included dry eyes (23%), initation of eyes (9%) and brow and lash loss (5%). The
following were reported in less than 5% of patients: Bell's Palsy, blepharitis and/or crusting of lids, blurred vision,
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DERP follows the literature review and
analysis methods pioneered by the
Cochrane Collaboration. That lends the
Consumers Union’s reports credibility, said
Peter Toth, M.D,, director of cardiovas-
cular disease prevention at Sterling Rock
Falls Clinic in Sterling, IIl.

“I believe patients will find it to be a
valuable resource when trying to balance
cost with clinical efficacy,” Dr. Toth com-
mented.

Funded by 12 states, DERP has com-
pleted reports on 12 therapeutic cate-
gories. Consumers Union is making the
first three available on a new Web site
(www.CRBestBuyDrugs.org).

The organization has said that it will add
three more categories over the next few
months—selective serotonin reuptake in-
hibitors, b-blockers, and ACE inhibitors—
and will continue to do so on a monthly
basis. Each report, which is also available
in print form, offers a chart comparing the
average monthly price for every drug—
brand-name, generic, and over-the-
counter—available in the class, at each
dosage.

Price data are purchased from ND-
CHealth, a company that processes phar-
macy transactions, and those data reflect
national retail averages. Consumers may be
able to find even better prices by shopping

around, said Gail Shearer, director of health
policy analysis for Consumers Union.

In the statin category, the report rec-
ommends generic lovastatin as its Best Buy
Drug for reducing low-density lipopro-
tein (LDL) by less than 40%. Lovastatin
costs an average $28 per month for 10 mg
and $40 for 20 mg, according to Con-
sumers Union. Lipitor (atorvastatin), at an
average $117 per month, is the Best Buy
Drug for LDL reduction of more than
40%.

Although Crestor (rosuvastatin) offers
better LDL reduction for the price, it is not
recommended because it has not been
proved to reduce heart attacks or death,

conjunctivitis, comeal epithelial abnormality, cortical cataract, decreased night vision, diplopia, itchy eyes or eye-
lids, nuclear cataract, pannus, papilledema, photophobia, posterior subcapsular cataract, recurrent sties and
subepithelial comeal lesions. Any patient treated with Soriatane who is experiencing visual difficuties should
discontinue the drug and undergo ophthalmologic evaluation. Pancreatitis: [ipid elevations occur in 25% to
50% of patients treated with Soriatane. Triglyceride increases sufficient to be associated with pancreatitis are
much less common, although fatal fulminant pancreatitis has been reported. There have been rare reports of
pancreatitis during Soriatane therapy in the absence of
and other retinoids administered orally have been associated with cases of pseudotumor cerebri (benign
intracranial hypertension). Some of these events involved concomitant use of isotretinoin and tetracyclines.
However, the event seen in a single Soriatane patient was not associated with tetracyline use. Early signs and
symptoms include papilledema, headache, nausea and vomiting and visual disturbances. Patients with these
signs and symptoms should be examined for papilledema and, if present, should discontinue Soriatane imme-
diately and be referred for neurological evaluation and care. Since both Soriatane and tetracyclines can cause
increased intracranial pressure, their combined use is Enmramdlcated (see CDNTRA\NDICAT]ONS) PRECAU-
TIONS: Information for Patients: Patients should be instructed to read the Medication Guide supplied as
reqmred by law when Sonauane is dispensed. Females of reproductive potential: Soriatane can cause
male patients must not be pregnant when Soriatane merapy is initiated, they must not
becume pregnam while taklng Soriatane, and for at least 3 years after stopping Soriatane (see boxed CON-
TRAINDICATIONS AND WARNINGS). Females of reproductive potential should also be advlsed that they
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healthy elderly subjects compared with young subjects, although the elimination half-iife did not change.
ADVERSE REACTIONS: During clinical trials with Suna'ane 513/525 (98%) of patients reported a total of 3545
adverse events. One-hundred sixteen patients (22%) left studies prematurely, primarily because of adverse
experiences involving the mucous membranes and skin. Three patients died. Two of the deaths were not drug
related (pancreatic adenocarcinoma and Iung cancer); the other patient died of an acute myocardial infarction,
considered remotely related to drug therapy. In al trials Er\aﬁne was associated with elevations in liver
function test results or triglyceride levels and hepatitis. Postm: ing Reports: Cani)ovasou/ar Acute myocar-
dial infarction, thromboembolism 1see WARNINGS) stroke. Nen/uus System: Myopathy with peripheral
neuropathy has been reported during Soriatane therapy. Both conditions improved Wit discontinuzton of he
drug. Psychiatc Aggresswefeenngs and/or suicidal thoughts have been reported. These events, including self-
injurious behavior, have been reported in patients taking other systemically administered retinoids, as well as in
patients taking Soriatane. Since other factors may have contributed to these events, it is not known if they are
related to Soriatane (see PRECAUTIONS). Reproductive: Vulvo-vaginitis due to Candida albicans. Skin and
Appendages: Thinning of the skin, skin fragiity and scaling may occur al over the body, particularly on the paims
and soles; nail fragilty s frequently observed. Hypervitaminosis A produces a wide spectrum of signs and symp-

toms. pr\manly of the hepatic, and central
lany of the clinical adverse reactions reported to date with Soriatane administration resemble those of the
hypervitaminosis A syndrome. The following information lists Dy Dudy system and ﬁeuuem:y the adverse events
repcmed during clinical Inals of 525 patients with psoriasis. Adver uently Reported During
0DY SYSTEM: CNS: 10%1025% R\ ors. E Disorders: 10%

must not mgest beverages or while r2

Soriat it has been discontinued. This allows for elimination of the acitretin whmh can be con-
vermu Io etremale in the presence of alcohol. Female patients should be advised that any method of birth

control can fail, including tubal ligation, and that microdosed progestin “minipil” preparations are nof recom-

‘mended for use with Soriatane. Female patients should sign a consent form prior to beginning Soriatane therapy
(see boxed have shown that
etretinate is excreted in the milk. There is one pmspectwe case report where acitretin is reported to be excret-
ed in human milk. Therefore, nursing mothers should not receive Soriatane prior to or during nursing because
of the potential for serious adverse reactions in nursing infants. All Patients: Depression and/or other psy-
chiatric symptoms such as aggressive feelings or thoughts of self-harm have been reported. These
events, including self-injurious behavior, have been reported in patients taking other systemically administered
retinoids, as well as in patients taking Soriatane. Since other factors may have contributed to these events, itis
not known if they are related to Soriatane. Patients should be counseled to stop taking Soriatane and notify thei-
prescriber immediately if they experience psychiatric symptoms. Patients should be advised that a transient
worsening of psoriasis is sometimes seen during the initial treatment period. Patients should be advised that
they may have to wait 2 to 3 months before they get the full benefit of Soriatane. Decreased night vision has
been reported with Soriatane therapy.[Ftients should be advised of this potential problem and warned to be
cautious when driving or operating any vehicle at night. Visual problems should be carefully monitored (see
ADVERSE REACTIONS) [Fatients should be advised that they may experience decreased tolerance to contact
lenses during the treatment period and sometimes after treatment has stopped. Patients should not donate
blood during and for at least 3 years following therapy because Soriatane can cause birth defects and women
of childbearing potential must not receive blood from patients being treated with Soriatane. Be(:ause D' me rela-

Clini
to 25% Xemphmalmla Mucous Membranes: >75%: Cheilitis; 25% to 50%: Rhinitis; 10% to 25% Dry moum
Ep\stams Musculoskeletal: 10% to 25%: Arthralgia, Spinal hyperostosis (progression of existing lesions). Skin
and Appendages: 50% to 75%: Alopecia, Skin peeling; 25% to 50%: Dry[Siin, Nail disorder, Pruritus; 10% to
25%: Erythematous rash, Hyperesthesia, Paresthesia, Paronychia, Skin atrophy, Sticky skin. Adverse Events
Less Frequently Reported During Clinical Trials (Some of Which May Bear No Relationship to Therapy)
(Percent of Patients Reporting): BODY SYSTEM: Body as a Whole: 1% to 10%: Anorexia, Edema, Fatigue, Hot
flashes, Increased appetite; <1%: Alcohol intolerance, Dizziness, Fever, Influenza-like symptoms, Malaise,
Moniliasis, Muscle weakness, Weight increase. Cardiovascular: 1% to 10%: Flushing; <1%: Chest pain,
Cyanosis, Increased bleeding time, Intermittent claudication, Peripheral ischemia. CNS: 1% to 10%: Headache,
Pain; <1%: Abnormal gait, Migraine, Neuritis, Pseudotumor cerebri (intracranial hypertension). Eye Disorders:
1% to 10%: Abnormal/blurred vision, Blepharitis, Conjunctivitis/irritation, Corneal epithelial anncrmahiy
Decreased night vision/night blindness, Eye abnormality, Eye pain, Photophobia; <1%: Abnormal lacrimation,
Chalazion, Conjunctival hemorrhage, Comeal ulceration, |D\0pla Ec'malnn \Ichy eyes and lids, Papilledema,
Recurrent SlIBS Subepithelial comneal lesions. Gastroir % to 10%: Abdominal pain, Diarrhea, Nausea,
Tongue disorder; <1%: Constipation, Dyspepsia, Esophagms Gasmt\s Gastroenteritis, Glossitis, Hemonhonﬂs
Welena, Tenesmus, Tongue ulceration. Liver and Biliary: <1%: Hepatic function abnormal, Hepatitis, Jaundice.
Mucous Membranes: 1% to 10%: Gingival bleeding, Gingivitis, Increased saliva, Stomatitis, Thirst, Ulcerative
Stomatitis; <1%: Altered saliva, Anal disorder, Gum hyperplasia, Hemorrhage, Pharvngms Musculoskeletal: 1%
to 10%: Arthritis, Arthrosis, Back pain, Hypertonia, Myalgia, Osteodynia, Peripheral joint Hyperostosis (progres-
sion of existing lesions); <1%: Bone disorder, Olecranon bursitis, Spinal hyperostosis (new lesions), Tendonitis.
Psychiatric: 1% to 10%: epressin, Insomnia, Somnolence; <1%: Anxiety, Dyspnunla Libido decreased,

tionship of Soriatane to vitamin A, patients should be advised against taking vitamin A
‘minimum recommended daily allowances to avoid possible additive toxic effects. Patients should avuld me use
of sun lamps and excessive exposure to sunlight (non-medical UV exposure) because the effects of UV light are
enhanced hy refinoids. Patients should be advised that they must not give their Soriatane capsules to any other
persor lower doses of phototherapy are required when Soriatane
15 used because Soratane. induced efcts on he SFIUM comeu can ncreasé he sk oferyhema (burning).
Laboratory Tests: If significant abnormal laboratory results are obtained, either dosage reduction with careful
‘monitoring or treatment discontinuation is recommended, depending on clinical judgment. Blood Sugar: Some
patients receiving retinoids have experienced problems with blood sugar control. In addition, new cases of dia-
s have been diagnosed during retinoid therapy, including diabetic ketoacidosis. In diabetics, biood-sugar
levels should be monitored very carefully. Lipids: In clinical studies, the incidence of hypertriglyceridemia was
66%, hypercholesterolemia was 33% and that of decreased HDL was 40%. Pretreatment and follow-up meas-
urements should be obtained under fasting conditions. It is recommended that these tests be performed weekly
or every other week unti the lipid response to Soriatane has stabilzed (see WARNINGS). Liver Function Tests:
Elevations of AST (SGOT), ALT[ISGPT) or LDH were experienced by approximately 1 in 3 patlents Ileated wlth
Soriatane. It is recommended that these tests be performed prior to initiation of Soriatane therapy, at
week intervals until stable and thereafter at intervals as clinically indicated (see CONTRA\NDICATIONS AND
boxed WARNINGS). Drug Interactions:{Bthanol Clinical evidence has shown that etretinate can be formed with
concurrent ingestion of acitretin and ethanol (see boxed CONTRAINDICATIONS AND WARNINGS). Glibenciamide:
In a study of 7 healthy male volunteers, acitretin treatment potentiated the blood glucose lowering effect of
glibenclamide (a sutfonylurea similar to chlorpropamide) in 3 of the 7 subjects. Repeating the study with 6
healthy male volunteers in the absence of glibenclamide did not detect an eﬂect of acitretin on glucose toler-
ance. Careful supervision of diabetic patients under treatment with Soriatane is recommended. Hormonal
eptives: It has not been established if there is a pharmacokinetic interaction between acitretin and com-
bined oral contraceptives. However, it has been established that acitretin interferes with the contraceptive effect
of microdosed progestin “minipill” preparations. Microdosed “minipill” progestin preparations are not recom-
mended for use with Soriatane. It s not known whether other progestational coniraceptives, such as implants

of hepatitis has been reported to result from combined use of melhulvexaﬁe and etretinate. Cunmuenﬂy the
combination of methotrexate with acitretin is also contraindicated (see CONTRAINDICATIONS). Phenytoin: If
acitretin is given concurrently ww(h phenytoin, the protein binding of phenytoin may be reduced. Tetracyclines:
Since both acitretin and tetracyclines can cause increased intracranial pressure, their combined use is con-
traindicated (see CONTRAINDICAT\DNS AND WARNINGS: Pseudot amin A and oral retinoids:
Concomitant administration of vitamin A and/or other oral retinoids with acitretin must be avoided because of
the risk of hypervitaminosis A. There appears to be no pharmacokinetic interaction between acitretin and cime-
tidine [digoxin.[oralyburide.iVestigations into the effect of acitretin on the protein binding of anticoag u\anlsaf
the coumarin type (war
Fertility: Carcinogenesis: A carcinogenesis smdy of acitretin in Wistar mﬁs at doses up to 2 mg/kg/day admm -
istered 7 days/week for 104 weeks, has been completed. There were no neoplastic lesions observed that were
considered to have been related to treatment ww(h acitretin. An 80-week carcinogenesis study in mice has been
completed with etretinate, the ethyl ester of acitretin. Blood level data obtained during this study demonstrated
that etretinate was metahohzed (D amlrehn and that blood levels of acitretin exceeded those of etretinate at all
times studied. In -
giosarcomas at several different sl(es) was noted in male, but not female, mice at doses approximately one-half
the maximum recommended human therapeutic dose based on a mg/mZ comparison. Mutagenesis: Acitretin
was evaluated for mutagenic potential in the Ames test, in the Chinese hamster (V79/HGPRT) assay, in unsched-
uled Dlli‘ﬂ Syr\dmeS\S assays using rat hepatncmas and human fibroblasts and in an in vivo mouse mlcmnuc\eus
assay. No evider
In a fertility study in rats, the lemhly o! (reated animals was not impaired at the highest dosage of acl(renn (eslr
ed, 3 mg/kg/day (approximately one-half the maximum recommended therapeutic dose based on a mg/m*
comparison). Chronic toxicity studies in dogs revealed testicular changes (reversible mild to moderate sper-
matogenic arrest and appearance of muftinucleated giant cells) in the highest dosage group (50 then 30
mg/kg/day). No decreases in sperm count or concentration and no changes in sperm motility or morphology
were noted in 31 men (17 psoriatic patients, 8 patients with disorders of keratinization and 6 healthy volunteers)
n 30 to 50 mg/day of acitretin for at least 12 weeks. In these studies, no deleterious effects were seen on
E\Iher testosterone production, LH or FSH in any of the 31 men.** No deleterious effects were seen on the hypo-
thalamic-pituitary[}i¥is in any of the 18 men where it was measured.”” Pregnancy: Teratogenic Effects:
Pregnancy Category X (see boxed CONTRAINDICATIONS AND WARNINGS). Nursing Mothers: Studies on
lactating rats have shown that etretinate is excreted in the milk. There is one prospective case report where
acitretin is reported to be excreted in human milk. Therefore, nursing mothers should not receive Soriatane prior
1o or during nursing because of the potential for serious adverse reactions in nursing infants. Pediatric Use:
Safety and effectiveness in pediatric patients have not been established. No clinical studies have been con-
ducled in pediatric patients. Ossification of interosseous ligaments and tendons of the extremities, skeletal
es, decreases in bone mineral density, and premature epiphyseal closure have been reported in chil-
ﬂren 'akmg other systemic retinoids, including etretinate, a metabolite of Soriatane. A causal relationship
between these effects and Soriatane has not been established. While it is not known that these occurrences are
more severe or more frequent in children, there is speclal concem in pediatrc patients because of the implica-
tions for growth potential (see WARNINGS: Hypt Use: Clinical studies of Soriatane did not
include sufficient numbers of subjects aged 65 anu over to determine whether mey respond mﬁerermy man
younger subjects. In general, dose selection for an elderly patient should be cautious, usually starting
end of the dosing range, reflecting the greatr frequency of decreased hepatic, Tenal or carcac functn, and of
concomitant disease or other drug therapy. Afilo-fold increase in acitretin plasma concentrations was seen in

<1%: Atrophic vaginitis, Leukorrhea. Respiratory: 1% to 10%: Sinusitis; <1%:
Coughing, Increased sputum, Laryngms Skin and Appendages: 1% to 10%: Abnurma\ ‘skin odor, Abnormal hair
texture, Bullous eruption, Cold/clammy skin, Dermatitis, Increased sweating, Infection, Psoriasiform rash,
Purpura, Pyogenic granuloma, Rash, Seborrhea, Skin fissures, Skm u\neramn Sunburn; <1%: Acne, Breast pain,
Cyst, Eczema, Fungal infection, Furunculosis, Hair
Hypoesthesia, Impaired healing, Otitis media, oms externa, Pmm)sensmvlty reaction, Psoriasis aggravated,
Scleroderma, Skin nodule, Skin hypertrophy, Skin disorder, Skin irritation, Sweat gland disorder, Urticaria,
Verrucae. Special Senses/Other: 1% to 10%: Earache, Taste perversion, Tmnilus- <1%: Ceruminosis, Deafness,
Taste loss. Urinary: <1%: Abnormal urine, Dysuria, Penis disorder. Laboratory: Soriatane therapy induces
changes in liver function tests in a significant number of patients. Elevations of AST (SGOT), ALT (SGPT) or LDH
were experienced by approximately 1 in 3 patients treated with Soriatane. In most patients, elevations were
slight to moderate and returned to normal either during continuation of therapy or after cessation of treatment.
In patients receiving Soriatane during clinical trials, 66% and 33% experienced elevation in triglycerides and
cholesterol, respectively. Decreased high density lipoproteins (HDL) occurred in 40% (see WARNINGS). Transient,
usually reversible elevations of alkaline phosphatase have been observed. The anluwlng information lists the
laboratory abnormalities reported during clinical frials. Abnormal Laboratory Test Results Reported During
Clinical Trials (Percent of Patients Reporting): BODY SYSTEM: Electrolytes: 10% to 25%: \ncreased
Phosphorus, Potassium, Sodium; Increased and decreased: Magnesium; 1% to 10%: Decreased: Phosphorus,
Potassium, Sodium; Increased and decreased: Calcium, Chioride. Hemall)lﬂgi!:: 25% to 50%: Increased:
Reticulocytes; 10% to 25%: Decreased: Hematocrit, Hemoglobin, WBC; Increased: Haptoglobin, Neutrophils,
WBC; 1% to 10%: Increased: Bands, Basophils, Eosmophlls Hematocrit, Hemoglobin, Lymphocytes, Monocytes;
Decreased: Haptoglobin, Lymphocytes, Neutrophils, Reticulocytes; Increased or decreased: Platelets, RBC.
Hepatic: 25% to 50%: Increased: Cholesterol, LDH, SGOT, SGP1 creased: HDL cholesterol; 10% to 25%:
Increased: Alkaline phosphatase, Direct bilirubin, GGTP; 1% to 10%: Increased: Globulin, Total bilirubin, Total pro-
tein; Increased and decreased: Serum albumin. Miscellaneous: 50% to 75%: Increased: Triglycerides; 25% to
50%: Increased: CPK, Fasting blood sugar; 10% to 25%: Decreased: Fasting blood sugar, High occult blood; 1%
1o 10%: Increased and decreased: Iron. Renal: 10% to 25%: Increased: Uric acid; 1% to 10%: Increased: BUN,
Creatinine. Urinary: 25% to 50%: WBC in urine; 10% to 25%: Acetonuria, Hematuria, RBC in urine; 1% to 10%:
Glycosuria, Proteinuria. OVERDOSAGE: In the event of acute overdosage, Soriatane must be withdrawn at once.
Symptoms of overdose are identical to acute hypervitaminosis A, ie, headache and vertigo. The acute oral toxi-
city (LD,,) of acitretin in both mice and rats was greater than 4000 mg/kg In one reported case of overdose, a
32-year-old male with Darier’s disease took 21 x 25 mg capsules (525 mg single dose). He vomited several
hours later but experienced no other il effects. All female patients of Chlldh aring potential who have taken an
overdose of Soriatane must: 1) Blve a pregnancy test at the time of overdose. 2) Be counseled as per the boxed
CCONTRAINDICATIONS AND WARNINGS and PRECAUTIONS sections regarding birth defects and contraceptive
use for at least 3 years duration after the overdose. REFERENCES: 1. Berbis Ph, et al.: Arch Dermatol Res (1988)
280:388-389. 2. Maier H, Honigsmann H: Concentration of etretinate in plasma and subcutaneous fat after long-
term acitretin. Lancef338:1107, 1996. 3. Geiger JM, Walker M: Is there a reproductive safety risk in male
patients treated with acitretin (Neotigason®/Soriatane*)? ermatology 205:105-107, 2002. 4. Sigg C, et al.:
Andrological investigations in patients treated with etretin. Dermatologica 175:48-49, 1987. 5. Parsch EM, et al.:
Andrological investigation in men treated with acitretin (Ro 10-1670). Andrologia 22:479-482, 1990. 6. Kadar L,
etal.: Spermatological investigations in psoriatic patients treated with acitretin, In: Pharmacology of Retinoids in
the Skin; Reichert U, et al., ed, KARGER, Basel, vol. 3, pp 253-254, 1988.

IIMMMIO0000000000000000000
[ MMM O0000000000000000000000

g O
connetics’  QINIIIMIMNOO000000000000000

0 0000000000000 - LU
Printed in USA

Revised: [TTITITO000000C0

Practice Trends 73

and safety studies are still being conduct-
ed, the report said.

Consumers Union rates the over-the-
counter version of Prilosec (omeprazole)
as the Best Buy Drug among the proton
pump inhibitors.

The 20 mg/ day dosage of Prilosec costs
$24 a month—one-fifth the cost of the
next least-expensive drug in the class.
And, it “is just as likely to relieve symp-
toms for most people with GERD [gas-
troesophageal reflux disease],” the report
said. But the report also counsels people
with drug coverage to talk with their
physician about which medication has
the lowest out-of-pocket cost under the
patient’s plan.

Dr. Toth said that if patients use an over-
the-counter drug to treat GERD, they
might skip seeing a physician—a poten-
tially troubling issue.

“In the case of PPIs, there is concern be-
cause among a significant percentage of
patients who suffer from chronic GERD,
you do have to make sure that they’re not
developing Barrett’s esophagus and that
they don’t have something more signifi-
cant than simple reflux,” Dr. Toth noted.

Consumers Union reviewers were ini-
tially worried about self-medication, but

‘I believe patients
will find it to be a
valuable resource
when trying to

balance cost with
clinical efficacy.’

DR. TOTH

added a caveat to increase the dose or see
a physician if symptoms did not improve,
said Steve Findlay, a health care analyst
with Consumers Union.

Reviewers were more concerned about
highlighting over-the-counter medications
in the NSAID category because of those
drugs’ potential to cause ulcers with chron-
ic use, he said. The Best Buy Drugs in that
category were generic ibuprofen at an av-
erage cost of $24-$30 per month, depend-
ing on dosage, and generic aspirin at a cost
of $24-$32 a month. By taking these old-
er, generic medicines, patients could save
up to $2,160 a year, Consumers Union said.

Patients without drug coverage could
consider over-the-counter NSAIDs, but
only for periodic—not chronic—use, the
report said.

The evidence shows that the COX-2 in-
hibitors Celebrex (celecoxib) and Bextra
(valdexocib) may cause fewer stomach ul-
cers, but it’s not clear yet whether they
lower the risk of dangerous ulcers or se-
rious gastrointestinal bleeding, and physi-
cians may be more cautious about pre-
scribing these therapies in the wake of
Vioxx’s recall by the Food and Drug Ad-
ministration, the report said.

With issues like the worldwide recall of
Vioxx popping up periodically, the Con-
sumers Union aims to constantly monitor
safety, effectiveness, and pricing changes,
said Ms. Shearer.

DERP plans to issue 25 reports in all,
and will update its reports every 6 months.

The Best Buy Drugs project is funded
partly by grants from the Engelberg Foun-
dation, and from the National Library of
Medicine. [



