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Hormone Ratio in Pregnancy May Affect Psoriasis

BY KERRI WACHTER

Senior Writer

STOCKHOLM — Psoriasis improves con-
siderably for some women during preg-
nancy, and now there are data pointing to
the ratio of estrogen to progesterone as a
possible explanation for this improvement,
according to the results of a study pre-
sented at an international conference on
psoriasis and psoriatic arthritis.

For the study, 47 pregnant women with
psoriasis had their psoriasis assessed and
hormone levels measured at 10, 20, and 30
weeks’ gestation and at 6 and 24 weeks
post partum, said Stefani Kappel, a fourth-
year medical student at the University of
California, Irvine. Twenty-seven men-
struating psoriasis patients were also re-
cruited as controls. and were assessed at
similar intervals over a 54-week period.

During pregnancy, just over half of the
women (55%) reported improvement in
their psoriasis:
21% reported
no change and
23% reported
worsening.
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In the postpartum period, 65% of the
women reported a worsening of their
psoriasis, 26% reported no change, and 9%
reported an improvement.

Psoriatic body surface area decreased
significantly among the pregnant women at
10-20 weeks’ gestation, compared with the
women in the control group. Psoriatic body
surface area increased significantly by 6
weeks post partum among the new moth-
ers, compared with the control women.

“Although two-thirds of the patients re-
ported a worsening of psoriasis in the
postpartum period ... it was more of a re-
turn to baseline,” Ms. Kappel said.

The correlation between progesterone
levels and improvement of psoriasis during
pregnancy was not significant, nor was the
correlation between estrone and improve-
ment of psoriasis during pregnancy. There
were moderate correlations between im-
provement in psoriasis and estriol and
estradiol levels during pregnancy.

“Given that progesterone increases so
much more than estradiol or estrone [dur-
ing pregnancy], we hypothesized that it
was the ratio of estrogen to progesterone
that created an altered immunity,” Ms.
Kappel said. The correlation between im-
provement of psoriasis during pregnancy
and the ratio of estrogen to progesterone
was the strongest.

One patient in particular had a proges-
terone level that was six standard devia-
tions above the average of the general
population during the pregnancy period

but an estriol level that was within the nor-
mal range. Her psoriasis body surface area
worsened from 52% to 65%. The re-
searchers speculate that her ratio of prog-
esterone to estrogen may have caused her
worsening disease.

The study results illustrate that there is
a shift from Th1 to Th2 immunity in preg-
nant patients. “This makes sense because
Thl-mediated diseases, such as rheumatoid
arthritis, psoriasis, and multiple sclerosis,

as Th2-mediated diseases such as lupus
tend to worsen,” Ms. Kappel explained.
In light of these findings, “estrogen, as
a potential therapeutic option in conjunc-
tion with other treatment modalities, war-
rants further investigation,” she added.
Progesterone is the hormone that in-
creases the most in pregnancy—about
200-fold—and is the key hormone in uter-
ine suppression during pregnancy. Most of
the pregnant women in this study had el-

mal range for the general population. Es-
trogen suppresses T-cell immunity but is
also known to stimulate B-cell-mediated
immunity in pregnancy.

Estradiol increases 24-fold during preg-
nancy and is the most potent estrogen; es-
trone increases about 6-fold during preg-
nancy. Estriol is the least potent and is only
produced in significant amounts during
pregnancy. Most of the pregnant study pa-
tients had normal-range levels of all three

tend to improve during pregnancy, where-

evated progesterone levels within the nor-  estrogens during their pregnancies. =
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Extended-release tablets

OPANA® ER is indicated for the relief of moderate to severe pain
in patients requiring continuous, around-the-clock opioid
therapy for an extended period of time.

* OPANA® ER is not intended for use as a prn analgesic.

* OPANA® ER is not indicated for pain in the inmediate
postoperative period (12-24 hours following surgery) for
patients not previously taking opioids because of the risk of
oversedation and respiratory depression requiring reversal
with opioid antagonists.

* OPANA® ER is not indicated for pain in the postoperative
period if the pain is mild or not expected to persist for an
extended period of time.
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Tablets

OPANA®° is indicated for the relief of
moderate to severe acute pain where the
use of an opioid is appropriate.

Important Safety Information

OPANA® and OPANA® ER are opioid agonists and Schedule Il controlled substances with an abuse liability similar to morphine. OPANA®
and OPANA® ER can be abused in a manner similar to other opioid agonists, legal or illicit.

OPANA® ER has a boxed warning as follows:

WARNING: OPANA® ER contains oxymorphone, which is a morphine-like opioid agonist and a Schedule Il controlled substance, with an
abuse liability similar to other opioid analgesics.

Oxymorphone can be abused in a manner similar to other opioid agonists, legal or illicit. This should be considered when prescribing
or dispensing OPANA® ER in situations where the physician or pharmacist is concerned about an increased risk of misuse, abuse, or
diversion.

OPANA® ER is an extended-release oral formulation of oxymorphone indicated for the management of moderate to severe pain when a
continuous, around-the-clock opioid analgesic is needed for an extended period of time.

OPANA® ER is NOT intended for use as a prn analgesic.

OPANA°® ER TABLETS are to be swallowed whole and are not to be broken, chewed, dissolved, or crushed. Taking broken, chewed,
dissolved, or crushed OPANA® ER TABLETS leads to rapid release and absorption of a potentially fatal dose of oxymorphone.

Patients must not consume alcoholic beverages, or prescription or nonprescription medications containing alcohol, while on OPANA® ER therapy.
The co-ingestion of alcohol with OPANA® ER may result in increased plasma levels and a potentially fatal overdose of oxymorphone.

OPANA® and OPANA® ER are contraindicated in patients with a known hypersensitivity to oxymorphone hydrochloride, morphine analogs
such as codeine, or any of the other ingredients of OPANA® and OPANA® ER; in patients with moderate or severe hepatic impairment or in
any situation where opioids are contraindicated such as: patients with respiratory depression (in the absence of resuscitative equipment or
in unmonitored settings), acute or severe bronchial asthma, hypercarbia, and in any patient who has or is suspected of having paralytic ileus.

Respiratory depression is the chief hazard of OPANA® and OPANA® ER, particularly in elderly or debilitated patients. OPANA® and OPANA® ER
should be administered with extreme caution to patients with conditions accompanied by hypoxia, hypercapnia, or decreased respiratory
reserve such as: asthma, chronic obstructive pulmonary disease or cor pulmonale, severe obesity, sleep apnea syndrome, myxedema,
kyphoscoliosis, central nervous system (CNS) depression, or coma.

Patients receiving other opioid analgesics, general anesthetics, phenothiazines or other tranquilizers, sedatives, hypnotics, or other CNS
depressants (including alcohol) may experience additive effects resulting in respiratory depression, hypotension, profound sedation, or coma.

OPANA® and OPANA® ER should be used with caution in elderly and debilitated patients and in patients who are known to be sensitive to CNS
depressants, such as those with cardiovascular, pulmonary, renal, or hepatic disease. OPANA® and OPANA® ER should be used with caution
in patients with mild hepatic impairment and in patients with moderate to severe renal impairment. These patients should be started cautiously
with lower doses of OPANA® or OPANA® ER while carefully monitoring for side effects.

OPANA® ER is not indicated for preemptive analgesia (administration preoperatively for the management of postoperative pain).
The most common adverse drug reactions (=10%) reported at least once by patients treated with OPANA® in all clinical trials were nausea

and pyrexia. The most common adverse drug reactions (=10%) in all clinical trials for OPANA® ER were nausea, constipation, dizziness
(excluding vertigo), vomiting, pruritus, somnolence, headache, increased sweating, and sedation.

Please see accompanying Brief Summaries of full Prescribing Information, including boxed warning on OPANA® ER, on the following pages.

Www.opana.com OPANA® is a registered trademark of Endo Pharmaceuticals. ©2006 Endo Pharmaceuticals 0P-0046/AUGUST 2006
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