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Welcome to Volume 3 of eMedicalDermatology Review

As we begin Volume 3, we want to welcome back our returning subscribers, say hello to
our newly registered clinicians, and thank the more than 3700 of you receiving this issue
for your involvement in this program. In Volume 3, we'll continue to provide you with
current, clinically relevant data important to helping you improve outcomes in your
patients, delivered via 6 bi-monthly newsletters and 6 case-based podcasts. Topics
scheduled for this volume include: infantile hemangiomas, urticaria, UV therapy beyond
psoriasis, laser derm surgery and controversies in biologic therapy for psoriasis.
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Isotretinoin Updates

In this Issue...

Severe nodulocystic acne often requires treatment with isotretinoin, a drug that carries
with it many side effects. Of note, depression is a concern in patients taking isotretinoin,
and other adverse events such as xerosis and cheilitis are extremely common and may be

dose-related. While isotretinoin is extremely effe
courses of therapy.

In this issue, we review updates on isotretinoin treatment dosages, regimens, and the

relationship to depression.

| | LEARNING OBJECTIVES

After participating in this activity the participant will demonstrate the ability to:

Identify various isotretinoin dosing regimens for the treatment of acne vulgaris

Describe common adverse events associated
dosage

Discuss how new research on isotretinoin will
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Step 2.
See the Post-test link at the
end of the newsletter.

Step 3.
Follow the instructions to
access the post-test.

with isotretinoin and their relationship to

affect physicians' treatment paradigms

STATEMENT OF RESPONSIBILITY

The Johns Hopkins University School of Medicine
takes responsibility for the content, quality and
scientific integrity of this CME/CE activity.

INTENDED AUDIENCE

This activity has been developed for the dermatologist,
nurses, dermasurgeon, dermatopathologist, pediatric
dermatologist, immunodermatologist, wound care
specialist and allied healthcare providers.

CONFIDENTIALITY DISCLAIMER FOR CME
CONFERENCE ATTENDEES

| certify that | am attending a Johns Hopkins University
School of Medicine CME activity for accredited training
and/ or educational purposes.



http://www.hopkinscme.net/ofp/eMedDermReview/index.html
http://www.hopkinscme.net/ofp/eMedDermReview/index.html
http://www.hopkinscme.net/ofp/eMedDermReview/ce.html
http://www.hopkinscme.net/ofp/eMedDermReview/directors.html
http://www.hopkinscme.net/ofp/eMedDermReview/newsletters.html
http://www.hopkinscme.net/ofp/eMedDermReview/profile.html
http://www.hopkinscme.net/ofp/eMedDermReview/recommend.html

CREDIT DESIGNATIONS

Physicians

Newsletter: The Johns Hopkins University School of
Medicine designates this enduring material for a
maximum of 1.0 AMA PRA Category 1 Credit(s)™.
Physicians should claim only the credit commensurate
with the extent of their participation in the activity.

Nurses

Newsletter: This 1 contact hour Educational Activity is
provided by the Institute for Johns Hopkins Nursing.
Each Newsletter carries a maximum of 1 contact
hours or a total of 6 contact hours for the six
newsletters in this program.

To obtain contact hours, you must complete this
Education Activity and post-test before September 8,
2014.

LAUNCH DATE

This program launched on October 11, 2011 and is
published bi-monthly; activities expire 2 years from the
date of publication, ending in September 2014.

POST-TEST

To take the post-test for eMedicalDermatology Review
you will need to visit the Johns Hopkins University
School of Medicine’s CME website or the Institute for
Johns Hopkins Nursing. If you have already registered
for another Hopkins CME program at these sites,
simply enter the requested information when
prompted. Otherwise, complete the registration form
to begin the testing process. A passing grade of 70%
or higher on the post test/evaluation is required to
receive CME/CNE credit.

FACULTY DISCLOSURE

As a provider accredited by the Accreditation Council
for Continuing Medical Education (ACCME), it is the
policy of Johns Hopkins University School of Medicine
to require the disclosure of the existence of financial
relationships with industry from any individual in a
position to control the content of a CME activity
sponsored by OCME. Members of the Planning
Committee are required to disclose all relationships
regardless of their relevance to the content of the
activity. The Program Directors reported the following:

m Bernard A. Cohen, MD, discloses that he has no
financial relationship with commercial supporters.

m Susan Matra Rabizadeh, MD, MBA discloses that
she serves on the advisory board and is receiving
an honorarium from Allergan.

m Mark Lebwohl, MD has disclosed that he has
received grants for clinical research from Can-Fite
Biopharma and Clinuvel. He also disclosed that he
has worked as a consultant for and receiving
honorarium from Abgenomics, Allos, Amgen,
Astellas, DermaGenoma, DermiPsor, Ethicon,
Genentech, GlaxoSmithKline-Stiefel, Glenmark
Pharmaceuticals, HelixBioMedix, Janssen Ortho
Biotech, LEO Pharmaceuticals, Novartis,
Nycomed, Onset Therapeutics, Pfizer, Valeant
Pharmaceuticals.

m Elizabeth Sloand, PhD, CRNP discloses that she
has no financial relationship with commercial
supporters.

Guest Author’s Disclosures

COMMENTARY from our Guest Author

VARIABLE DOSING REGIMENS FOR
ISOTRETINOIN

DOSE-RELATED ISOTRETINOIN ADVERSE

| understand that while | am attending in this capacity,
| may be exposed to "protected health information," as
that term is defined and used in Hopkins policies and
in the federal HIPAA privacy regulations (the "Privacy
Regulations"). Protected health information is
information about a person's health or treatment that
identifies the person.

| pledge and agree to use and disclose any of this
protected health information only for the training and/or
educational purposes of my visit and to keep the
information confidential

I understand that | may direct to the Johns Hopkins
Privacy Officer any questions | have about my
obligations under this Confidentiality Pledge or under
any of the Hopkins policies and procedures and
applicable laws and regulations related to
confidentiality. The contact information is: Johns
Hopkins Privacy Officer, telephone: 410-735-6509, e-
mail: HIPAA@jhmi.edu.

"The Office of Continuing Medical Education at the
Johns Hopkins University School of Medicine, as
provider of this activity, has relayed information with
the CME attendees/participants and certifies that the
visitor is attending for training, education and/or
observation purposes only."

For CME Questions, please contact the CME Office at
(410) 955-2959 or e-mail cmenet@jhmi.edu.
For CME Certificates, please call (410) 502-9634.

Johns Hopkins University School of Medicine
Office of Continuing Medical Education
Turner 20/720 Rutland Avenue

Baltimore, Maryland 21205-2195

Reviewed & Approved by:
General Counsel, Johns Hopkins Medicine (4/1/03)
Updated 4/09

INTERNET CME POLICY

The Office of Continuing Medical Education (CME) at
the Johns Hopkins University School of Medicine is
committed to protecting the privacy of its members and
customers. The Johns Hopkins University maintains its
Internet site as an information resource and service for
physicians, other health professionals and the public.

Continuing Medical Education at the Johns Hopkins
University School of Medicine will keep your personal
and credit information confidential when you
participate in a CME Internet-based program. Your
information will never be given to anyone outside the
Johns Hopkins University School of Medicine's CME
program. CME collects only the information necessary
to provide you with the services that you request.

DISCLAIMER STATEMENT

The opinions and recommendations expressed by
faculty and other experts whose input is included in
this program are their own. This enduring material is
produced for educational purposes only. Use of Johns
Hopkins University School of Medicine name implies
review of educational format design and approach.
Please review the complete prescribing information of
specific drugs or combination of drugs, including
indications, contraindications, warnings and adverse
effects before administering pharmacologic therapy to
patients.

HARDWARE & SOFTWARE REQUIREMENTS
PC: Internet Explorer (v6 or greater), or Firefox
MAC: Safari

| |INTHIS ISSUE

Program Directors

Bernard A. Cohen, MD

Professor of Pediatrics and Dermatology
and Director of Pediatric Dermatology,
Johns Hopkins Children’s Center
Baltimore, MD

EVENTS



http://www.hopkinscme.net/ofp/edermatology.htm
http://www.hopkinscme.net/ofp/edermatology.htm
http://www.ijhn.jhmi.edu/contEd_Class.asp?id=eMedDerm
http://www.ijhn.jhmi.edu/contEd_Class.asp?id=eMedDerm

Susan Matra Rabizadeh, MD, MBA

LIPID ABNORMALITIES AND Department of Dermatok)gy

ISOTRETINOIN Cedars-Sinai Medical Group
Beverly Hills, CA

ISOTRETINOIN AND DEPRESSION Mark Lebwohl, MD

Professor and Chairman
Department of Dermatology

The Mount Sinai School of Medicine
New York, NY

Elizabeth Sloand, PhD, CRNP
Assistant Professor of Pediatric Nursing
The Johns Hopkins University

School of Nursing

Baltimore, MD
| | GUEST AUTHOR OF THE MONTH
Commentary & Reviews: Guest Faculty Disclosures
Joshua Zeichner, MD
Assistant Professor Joshua Zeichner, MD has disclosed
Department of Dermatology, that he has received grants for
Mt Sinai Medical Center, clinical research and is a consultant

New York, NY to CORIA Laboratories. He also

disclosed that he has worked as a
consultant for and received
honorarium from Galderma
Laboratories, Ortho Dermatologics,
PreCision Dermatology, as well as a
grant for research from Medicis
Pharmaceutical Corp.

Unlabeled/Unapproved Uses

The author has indicated that there
will be no references to unlabeled or
unapproved uses of drugs or
products in this presentation.

Program Directors’ Disclosures

| | COMMENTARY RECOMIEND T0
A COLLEAGUE
Severe nodulocystic acne is a skin disease characterized by erythema, inflammation,

nodules, cysts, and scarring. Patients run the risk of permanent scarring of the skin after
the active lesions resolve. Moreover, the disease has a psychological impact and can NEWSLETTER

ARCHIVE
interfere with the patient's quality of life.! Aggressive treatment may be used to quickly and
effectively treat the skin and help avoid permanent scarring. Oral isotretinoin has become

the gold standard in treating these severe acne cases.?

The pathogenesis of acne is multi-factorial. Isotretinoin addresses several of these
pathogenic factors, which explains its therapeutic effect. Isotretinoin reverses follicular
hyperkeratosis, decreases sebum production, suppresses proliferation of P. acnes, and

helps reduce inflammation.3 In addition, unlike other acne medications, isotretinoin is
capable of inducing a long-term suppression of sebaceous gland activity.4

The approved dosage of isotretinoin is between 0.5 - 2.0 mg/kg/day, usually given over a

20 week course. However, variable dosing regimens are used.® Most experts treat patients
at a dose of 0.5 mg/kg/day for the first month and increase the dose to 1.0 mg/kg/day for
the duration of therapy. Treatment usually lasts around 20 weeks, although longer courses
may be used for more severe cases.? In addition, in some severe cases, concurrent use of
oral prednisone (0.5 — 1.0 mg/kg/day for 2-6 weeks) may be administered to reduce the

risk of a severe exacerbation after initiating oral isotretinoin.® Evidence-based
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recommendations are lacking, although several clinical trials have been published
evaluating high dose, low dose, and intermittent dosing regimens.7* 8

While oral isotretinoin is extremely efficacious in treating acne, it carries with it many side
effects. Most commonly, patients commonly develop xerosis and cheilitis. A recent study
has shown these side effects to be dose-dependent and to occur significantly more

frequently in patients on higher doses of isotretinoin.? Other potential side effects include
headache, hyperlipidemia, alopecia, myalgia, fatigue, and visual disturbances.°

Pseudotumor cerebri is another documented adverse event from isotretinoin.® Concurrent
use of tetracycline antibiotics and isotretinoin should be avoided, as tetracycline class

antibiotics carry their own risk of pseudotumor cerebri.!

Isotretinoin has been associated with depression, and suicidal ideation was added to the
drug's label in 1998. Studies evaluating the association with depression have shown mixed
results. In November 2010, the American Academy of Dermatology (AAD) issued a
position statement on the issue. "A correlation between isotretinoin use and
depression/anxiety symptoms has been suggested but an evidence-based causal
relationship has not been established. Other studies give evidence that treatment of acne
with isotretinoin was accompanied by improvement of both depressive and anxiety

symptoms, as well as improved quality of life of patients with acne.""?

Isotretinoin is a teratogen, and prescriptions have become regulated because the

significant risk for birth defects in pregnant women exposed to the drug.13 The iPLEDGE
distribution program is a risk management program regulated by the United States Food
and Drug Administration. To be enrolled, female patients of childbearing potential must
demonstrate two negative pregnancy tests. In addition, they must use two forms of birth
control. Male patients must also be registered into the system. All parties involved in
isotretinoin distribution, including physicians and pharmacists, are obligated to abide by
the iPLEDGE regulations.

Since the 1980's, isotretinoin has been questionably linked to inflammatory bowel disease

(IBD)14’15, although clinical trials evaluating this association have shown conflicting
results. In 2009, Bernstein and colleagues published a case-control study of patients
diagnosed with inflammatory bowel disease within the Canadian health care system. The

group found no correlation between isotretinoin and ulcerative colitis or Crohn's disease. 6
A 2010 large case-controlled study did find an association between isotretinoin and

ulcerative colitis, but not Crohn's disease.!” Despite these data, there are reports in the

literature of patients with both Crohn's disease'® and ulcerative colitis'® treated with
isotretinoin without exacerbation of their disease.

In the November 2010 updated isotretinoin position statement, the AAD published the
following comment on the potential association of isotretinoin and IBD. "Current evidence
is insufficient to prove either an association or a causal relationship between isotretinoin
use and inflammatory bowel disease (IBD) in the general population. While some recent
studies have suggested such a relationship further studies are required to conclusively
determine if the association or causal relationship exists and/or whether IBD risk may be
linked to the presence of severe acne itself...The Association concludes that the
prescription of isotretinoin for severe nodular acne continues to be appropriate as long as
prescribing physicians are aware of the issues related to isotretinoin use, including IBD or
psychiatric disturbance, and educate their patients about these and other potential risks.
Physicians also should monitor their patients for any indication of IBD and depressive

symptoms.”12

Isotretinoin has revolutionized the way dermatologists treat acne and is the drug of choice
for patients with severe, nodulocystic disease. Current research continues to improve our
understanding of how to maximize treatment outcomes while minimizing potential adverse
events.

Commentary References

1. Halvorsen JA, Stern RS, Dalgard F, et al. Suicidal ideation, mental health problems, and social
impairment are increased in adolescents with acne: a population-based study. J Invest
Dermatol. 2011 Feb;131 (2):363-70.



http://www.nature.com/jid/journal/v131/n2/full/jid2010264a.html
http://www.nature.com/jid/journal/v131/n2/full/jid2010264a.html

2. Gollnick H, Cunliffe W, Berson, D et al. Management of Acne: A Report from the Global
Alliance to Improve Qutcomes in Acne. J Am Acad Dermatol. 2003;49(suppl):S1-S37.

3. Leyden JJ. The role of isotretinoin in the treatment of acne: personal observations. J Am Acad
Dermatol. 1998; 39: 45-48.

4. Orfanos CE, Zouboulis CC. Oral retinoids in the treatment of seborrhea and acne.
Dermatology1998; 196: 140-147.

5. Strauss JS, Krowchuk DP, Leyden JJ, et al. Guidelines of care for acne vulgaris management.
J Am Acad Dermatol. 2007 Apr; 56(4): 651-63.

6. Wolverton SE. Retinoids. In: Wolverton SE, Wilkin JK, eds. Systemic drugs for skin diseases.
Philadelphia: Saunders; 1991. p. 187-218

7. Lee JW, Yoo KH, Park KY, et al. Effectiveness of conventional, low-dose and intermittent oral
isotretinoin in the treatment of acne: a randomized, controlled comparative study. Br J
Dermatol. 2011 Jun; 164(6): 1369-75.

8. Coloe J, Du H, Morrell DS. Could higher doses of isotretinoin reduce the frequency of
treatment failure in patients with acne? J Am Acad Dermatol. 2011 Aug; 65(2): 422-3.

9. Rademaker M. Adverse effects of isotretinoin: A retrospective review of 1743 patients started
on isofretinoin. Australasian J Dermatol. 2010 Nov; 51(4):248-53

10. McLane J. Analysis of common side effects of isotretinoin. J Am Acad Dermatol. 2001; 45:
S188-S194.

11. Lee AG. Pseudotumor cerebri after treatment with tetracycline and isotretinoin for acne. Cutis.
1995 Mar; 55(3): 165-8.

12. www.aad.org/Forms/Policies/Uploads/PS/PS-Isotretinoin.pdf Accessed 8-29-11.

13. Shin J, Cheetham TC, Wong L, et al. The impact of the iPLEDGE program on isotretinoin fetal
exposure in an integrated health care system. J Am Acad Dermatol. 2011 May 10. [Epub
ahead of print]

14. Schleicher SM. Oral isotretinoin and inflammatory bowel disease. J Am Acad Dermatol. . 1985;
13: 834-835

15. Brodin MB. Inflammatory bowel disease and isotretinoin. J Am Acad Dermatol. 1986; 14: 843

16. Bernstein CN, Nugent Z, Longobardi T, Blanchard JF. |sofretinoin is not associated with
inflammatory bowel disease: a population-based case-control study. Am J Gastroenterol.2009
Nov; 104(11): 2774-2778.

17. Crockett SD, Porter CQ, Martin CF, et al. Isotretinoin use and the risk of inflammatory bowel
disease: a case-control study. Am J Gastroenterol. 2010 Sep;105(9):1986-93.

18. McHenry PM, Hudson M, Smart LM, et al. Pyoderma faciale in a patient with Crohn's disease.
Clin Exp Dermatol. 1992 Nov; 17(6):460-2.

19. Rosen T, Unkefer RP. Treatment of pyoderma faciale with isotretinoin in a patient with
ulcerative colitis. Cutis. 1999 Aug; 64(2): 107-9.

back to top

. VARIABLE DOSING REGIMENS FOR ISOTRETINOIN RECOMHEND T0
LEAGUE

Lee JW, Yoo KH, Park KY, et al. Effectiveness of conventional, low-dose and
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comparative study. Br J Dermatol. 2011 Jun; 164(6): 1369-75. prper

View journal abstract = View full article

Isotretinoin has been traditionally dosed to obtain a total cumulative dose of 120-150
mg/kg. However, various dosing regimens have been used to obtain this cumulative dose:
many prescribers employ a low-dose regimen (<0.5 mg/kg/day) over longer periods of time
in an attempt to minimize dose related side effects, such as skin dryness and cheilitis,
while others may start out at a low dose for the first month, then raise the dose to a
conventional 1.0 mg/kg/day regimen. Moreover, there are those who believe that an
intermittent treatment regimen is best. Patients may receive variable pulsed therapies,
ranging from every other day, once weekly, or one week per month. There is a paucity of

evidence-based data comparing these different regimens.

In this study, the authors directly evaluated efficacy and safety of 3 different dosing
regimens in South Korea. The first group was treated using traditional doses of isotretinoin
(0.5-1.0 mg/kg/day), the second with low doses (0.25 -0.4 mg/kg/day), and the third with
intermittent doses (0.5-0.7 mg/kg/day, for one week per month).

Sixty patients with moderate acne were randomized 1:1:1 into one of the 3 groups.
Patients were evaluated every 4 weeks for a 24 week treatment period, with an additional
visit 1 year post-treatment. Efficacy measurements included a global severity assessment
as well as inflammatory and noninflammatory lesion counts. Safety measurements
included blood work at each visit, recording of adverse events, and a patient satisfaction
survey at the end of treatment.
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The investigators found a statistically significant difference in all efficacy scores of both the
high and low dose continuous regimens compared to the intermittent treatment group
(p=0.001 and p=0.044, respectively). However, there was no significant difference in these
efficacy scores between the high and low dose groups. Patient satisfaction was highest in
the low dose regimen group, followed by the intermittent treatment group. Patients in the
conventional dose group were the least satisfied in the study. However, there was no
statistical significance in the satisfaction rating between the continuous therapy groups.
Adverse events, such as skin irritation, were most common in the conventional dose,
continuous therapy group. At the one year follow-up visit, the investigators found no
statistically significant difference in relapse rate between the continuous therapy groups
(13% in the conventional dosing group and 18% in the low-dose group). There was a
significant difference between both the conventional and low-dose groups compared to the
intermittent therapy group (56%), p=0.002 and p=0.015, respectively.

Based on their findings, the authors concluded that conventional and low-dose dosing
regimens are equally efficacious. Intermittent treatment, on the other hand, is less
efficacious than either of the continuous dose regimens. Based on satisfaction scores and
prevalence of adverse events, the investigators concluded that the low-dose, continuous
therapy group was the recommended regimen.

This study offers excellent, evidence-based data on which treatment recommendations
can be made. The only limitation of the study, however, is the small sample size used.
Larger numbers of patients must be evaluated, especially when assessing the small
percentage of patients who relapse.
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Several studies over the past decade have concluded that lower cumulative doses of
isotretinoin may increase the rate of acne relapse. The authors of this research letter
attempted to answer the question of whether higher cumulative doses of isotretinoin are
associated with lower relapse and/or re-treatment rates. In this case, acne relapse is
defined as a worsening of acne after conclusion of therapy, requiring treatment. Re-
treatment is defined as a relapse severe enough to necessitate an additional course of
isotretinoin.

The investigators performed a retrospective chart review evaluating 102 patients treated
with isotretinoin for at least 4 months consecutively, and who were followed for at least one
year. Of these, 45.1% experienced a relapse after treatment, and 15.7% required re-
treatment.

There was no statistical significance in patients who relapsed and those who did not in
terms of cumulative isotretinoin dose, treatment duration, and dose during the last
treatment month. However, there was a statistically significant difference between the
patients who required a re-treatment and those who did not, p=0.009. Patients who
received a cumulative dose greater than 218.8 mg/kg were less likely to require a second
course of isotretinoin compared to patients who received lower doses. Moreover, female
patients had a 4.1 times greater risk of requiring a re-treatment.

The authors concluded that treating patients with higher doses may lead to less severe
recurrences and a lower need for an additional course of isotretinoin.

There were a few limitations to this chart review. First, the sample size was relatively
small. Second, the severity of adverse events was not graded, so no associations between
dose and adverse events could be made. Finally, there was a significantly longer follow-up
time for the patients requiring re-treatment compared to those who did not, p=0.011.
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Many dermatologists choose to prescribe isotretinoin at low doses over extended periods
of time to minimize side effects that are likely dose-related. However, much of this data is
anecdotal and pooled expert opinion. In this study, the investigators performed a
retrospective review evaluating adverse events and their relation to isotretinoin dosage.

A private dermatology practice in New Zealand provided 1,743 patient charts for
evaluation. Treatment doses were divided into the following ranges: very low (110.25
mg/kg/day), low (0.26—0.50 mg/kg/day), medium (0.51-0.75 mg/kg/day), and high (0.76—
1.0 mg/kg/day). "Excellent" or "skin clear" efficacy was observed in >90% of patients in all
treatment groups.

The most common side effects observed in all isotretinoin-treated patients were cheilitis,
eczema, and mood changes. Each of these was found to be dose dependent. Overall,
cheilitis developed in 78.4% of patients, and both eczema and tiredness occurred in 12.1%
of patients. Eighteen-point-five percent of patients reported no side effects, the majority of
whom were taking very low doses of isotretinoin.

The largest difference in adverse events were observed when comparing very low dose
and high dose isotretnoin. When taken at high doses, 96.4% of patients developed
cheilitis. On the other hand, only 47.1% of patients develop cheilitis when taking low dose
isotretinoin. Similarly, eczema was observed in 15.8% of patients on high dose isotretinoin,
as compared to only 7.3% on the lower dosed regimen. Finally, tiredness developed in
17.9% of patients in the high dose group versus 5.5% in the low dose group.

Isotretinoin has been associated with depression and suicidal ideation, with depression
being added to the drug's prescribing information over a decade ago. Many studies have
evaluated this association, giving mixed results. In this study, there were no recorded
instances of suicidal ideation or attempted suicide. Mood change was reported in 7.1% of
all patients, which dropped to 4.5% and 4.7% in the very low and low dose groups. Most
cases of mood change were preceded by tiredness, and were self-reported as mild in
severity. Mood change and tiredness lead to discontinuation of therapy in a small number
of patients, 13 and 12 patients respectively. All of the patients recovered, and 8 of the 13
patients with mood changes were successfully re-treated with isotretinoin in the future.

The main limitation of the study stemmed from the fact that it was retrospective. Long-term
patient follow up was not addressed, and less common adverse events may have been
under-reported as they were not specifically asked about.

Based on their findings, the authors concluded that isotretinoin has a low side effect profile
when prescribed at lower doses. Moreover, with the exception of 2 pregnancies due to
failure of contraception, there were no adverse events.
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Hyperlipidemia is a well-known potential side-effect associated with isotretinoin, which
usually resolves after discontinuation of the drug. The mechanism of action of this
phenomenon is not completely understood. Throughout the course of treatment,
prescribers commonly monitor their patients with fasting lipids panels. There is no
consensus on how to proceed treating these patients. The dose of isotretinoin may be
decreased when triglycerides exceed a particular cutoff level, but standard guidelines have
not been established.

The primary objective of this Swiss study was to assess whether isotretinoin is a trigger for
the metabolic syndrome and to identify a potential genetic susceptibility to hyperlipidemia.
One hundred-two patients with a significant increase in triglycerides while on isotretinoin
(hyper-responders) and 100 patients who did not have an increase (non-responders) were
evaluated via waist-to-hip ratio, fasting glucose, insulin, lipid levels, and ApoE genotype.
These parameters were re-evaluated 4 years post-treatment. In addition, parents of the
patients were evaluated.

Investigators found that both hyper- and non-responders had similar pretreatment body
weights and lipid levels. However, there were significant differences uncovered at the 4
year post-treatment follow-up. Patients who were lipid hyperresponders during isotretinoin
therapy were more likely to have elevations of their triglycerides and cholesterol. In
addition, they demonstrated truncal obesity, as measured by an increased waist-to-hip
ratio, and increased insulin levels, p< 0.001.

Interestingly, a genetic predisposition for hyperlipidemia was uncovered. Hyper-
responders were found to have at least one parent with hypertriglyceridemia. In addition,
the investigators discovered a close association with the presence of the ApoE gene. They
conclude that a significant increase in triglycerides during isotretinoin therapy for acne is a
risk factor for the metabolic syndrome and hypertriglyceridemia in the future. In addition,
the patients' parents are at risk. Therefore, patients who have undergone isotretinoin
therapy should be closely monitored by their health care providers for the metabolic
syndrome.
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Suicidal ideation is listed in the prescribing information for isotretinoin, and all patients
should be monitored for depression during their course of therapy. This association,
however, is controversial and studies evaluating it have shown mixed results. In this
Swedish retrospective, cohort study, the investigators assessed the risk of attempted

suicide before, during, and after isotretinoin treatment.

The investigators assessed 5,756 patients who received isotretinon for severe acne.
Patient records were followed from 3 years pre-treatment up to 15 years post-treatment.
Attempted suicide rates were assessed by reviewing hospital discharge records for
isotretinoin patients who attempted suicide. Patients ranged in age from 15-49 years old,
with a total of 128 patients identified as having been admitted to the hospital for attempted
suicide.

A causal relationship between isotretinoin and attempted suicide was not identified. The
attempted suicide risk in severe acne patients was actually lower during the treatment
period than it was during both the pre- and post-treatment period. Moreover, patients who
attempted suicide before isotretinoin actually had fewer suicide attempts during treatment
compared to patients who had not previously attempted suicide before treatment.
Interestingly, the attempted suicide rate in severe acne patients was elevated in the year
before initiation of isotretinoin therapy. This was true both for patients with first attempts
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and multiple suicide attempts. Additionally, in the 6 month period after isotretinoin
treatment, the attempted suicide risk was even higher than before treatment. Only after 3
years after isotretinoin therapy did the attempted suicide risk lower to that of the general

population. PHYSICIAN

POST-TEST

Collectively, these findings support the argument that a history of depression in patients
with severe acne should not automatically prevent them from being treated with NURSE
isotretinoin. Independent of the questionable link between isotretinoin and depression, POST-TEST

acne itself has a significant psychosocial impact and can influence patients' quality of life.

All patients with severe acne must be carefully monitored before, during, and after
treatment for depressive symptoms.
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