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1 INTRODUCTION
This is the Division of Risk Management’s (DRISK) review of Cipher Pharmaceuticals 
Inc. proposed Risk Evaluation and Mitigation Strategy (REMS) for CIP-isotretinoin, 
which will be included in the isotretinoin REMS single shared system known as 
iPLEDGE.  This review addresses the proposed REMS received on April 25, 2012. 

1.1 BACKGROUND

Isotretinoin, a retinoid that inhibits sebaceous gland function and keratinization, was 
approved for the treatment of severe recalcitrant nodular acne under the trade name 
Accutane® (Hoffmann-La Roche). While isotretinoin is the only drug product approved 
for the aforementioned indication, it is a potent human teratogen and is labeled as 
Pregnancy Category X.  It is approved under a single shared REMS program called 
iPLEDGE.

Cipher Pharmaceuticals Inc submitted a 505(b)(2) application for CIP-isotretinoin on 
November 29, 2011.  A double-blind, active-controlled trial demonstrated that CIP-
isotretinoin is as efficacious as a currently marketed generic formulation of Accutane®

(the listed drug) in the treatment of severe recalcitrant nodular acne.  The trial also 
demonstrated that there was essentially no difference in the types and incidence of 
adverse reactions between CIP-isotretinoin and the marketed Accutane generic 
formulatoin. Thus, CIP-isotretinoin does not pose a different benefit-risk profile when 
compared to the marketing Accutane generic formulation.   

CIP-isotretinoin will be available as 10 mg, 20 mg, 30 mg, and 40 mg capsules.  
However, the CIP-isotretinoin capsules are not bioequivalent to the approved Accutane 
generic formulations; therefore, CIP-isotretinoin cannot be interchanged with the other 
isotretinoin products.  Additionally, CIP-isotretinoin can be administered without regards 
to meals; the approved Accutane generic formulations must be taken with food.   

1.2 REGULATORY HISTORY

Accutane (isotretinoin) was first approved on May 7, 1982 to treat severe recalcitrant 
nodular acne.  Accutane was voluntarily discontinued from marketing in the US by the 
innovator Hoffmann-La Roche in 2010.  However, generics are approved in the US under 
the following tradenames: Amnesteem® (Mylan Pharmaceuticals Inc., November 2002), 
Sotret® (Ranbaxy Inc., December 2002), Claravis® (Barr Laboratories, Inc., April 2003), 
and Myorisan® (Douglas Pharmaceuticals, January 2012).  

The iPLEDGE program, a single-shared system for both innovator and generic 
isotretinoin products, was approved by the FDA (under 21 CFR 314.520 – Subpart H) on 
August 12, 2005 and became mandatory as of March 1, 2006. The goal of the initial 
iPLEDGE program was to eliminate fetal exposure to isotretinoin by ensuring that (1) no 
woman starts isotretinoin therapy if pregnant, and (2) no woman becomes pregnant one 
month before initiation or isotretinoin therapy, during therapy, and for one month after 
discontinuing isotretinoin treatment. 

In accordance with section 505-1 of the Food, Drug, and Cosmetic Act (FDCA), the 
agency determined that a REMS is necessary for isotretinoin to ensure the benefits of the 
drug outweigh the risk of teratogenicity. The REMS for isotretinon, known as iPLEDGE, 
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was approved on October 22, 2010. The goals of the iPLEDGE REMS are (1) to prevent 
fetal exposure to isotretinoin, and (2) to inform prescribers, pharmacists, and patients 
about isotretinoin’s serious risks and safe-use conditions. The iPLEDGE REMS program 
consists of the following elements: 

Medication Guide 

Elements to Assure Safe Use 

o Healthcare providers who prescribe isotretinoin are specially certified in the 
iPLEDGE Program 

o Isotretinoin will only be dispensed by pharmacies that are specially certified 
in the iPLEDGE program 

o Isotretinoin sponsors will ensure that isotretinoin will only be dispensed to 
patients enrolled in the iPLEDGE Program with evidence or other 
documentation of safe-use conditions 

o Isotretinoin sponsors will maintain a centralized pregnancy registry for 
iPLEDGE enrolled female patients who become pregnant and consent to 
participate in a root cause analysis 

Implementation System 

o Sponsors will maintain a secure web- and voice-based interface, and call 
center support 

o Sponsors will monitor registered wholesaler distribution data and compliance 

o Sponsors will maintain a secure database of all certified pharmacies and 
monitor compliance 

o Sponsors will monitor the internet for use outside the iPLEDGE program 

Timetable for Submission of Assessments: Assessment reports will be submitted 
to the FDA annually. 

The generic manufacturers continue to manage and operate the iPLEDGE program with 
Mylan Pharmaceuticals Inc being the reference listed drug. The FDA approved the 
REMS on October 22, 2010. 

Cipher Pharmaceuticals Inc. submitted a 505(b)(2) application for NDA 21951 (CIP-
isotretinoin) on November 29, 2011 for the treatment of severe recalcitrant nodular acne.
The reference listed drug for the application was the approved generic product marketed 
under the tradename Amnesteem by Mylan Pharmaceuticals due to the unavailability of 
the innovator product.1  Cipher Pharmaceuticals Inc. was notified of the need for a 
REMS for CIP-isotretinoin via a Pre-approval REMS Notification Letter on April 12, 
2012.  The letter also indicated that the proposed REMS must use the single shar
system iPLEDGE for the elements to assure safe use and implementation system.  C

ed
ipher

1 During the course of study execution, Amnesteem was put on back order. To maintain supply of product, 
a second marketed generic isotretinoin product (Claravis, Barr Pharmaceuticals Inc.), was used as a 
Reference Product on a temporary basis. 

2
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Pharmaceuticals Inc. submitted a proposed REMS for CIP-isotretinoin on April 25, 2012.  
The action goal date for CIP-isotretinoin is May 15, 2012 and the PDUFA goal date is 
May 29, 2012.

2 MATERIALS REVIEWED 

Cipher Pharmaceuticals Inc. proposed REMS for CIP-isotretinoin, received April 
25, 2012. 

CIP-isotretinoin Pre-approval REMS Notification letter for NDA 21951 (Cipher 
Pharmaceuticals Inc.), dated April 12, 2012. 

Amnesteem (isotretinoin) REMS Approval Letter for ANDA 75945 (Mylan 
Pharmaceuticals, Inc.), dated April 12, 2012. 

3 RESULTS OF REVIEW OF PROPOSED CIP-ISOTRETINOIN RISK  
EVALUATION AND MITIGATION STRATEGY  

3.1 REMS GOALS

The goals of the isotretinoin risk evaluation and mitigation strategy are: 

1. To prevent fetal exposure to isotretinoin 

2. To inform prescribers, pharmacists, and patients about isotretinoin’s serious 
risks and safe use conditions. 

The sponsor’s proposed goals for the CIP-isotretinoin REMS are identical to the goals 
approved for the iPLEDGE single shared system, dated April 12, 2012. 

3.2 REMS ELEMENTS 

The sponsor’s proposed REMS elements and appended REMS materials for the CIP-
isotretinoin REMS are identical to the REMS elements approved for the iPLEDGE single 
shared system, dated April 12, 2012.  The Medication Guide was reviewed by the Office 
of Medical Policy Patient Labeling Team, review dated April 30, 2012, for consistency 
with the prescribing information and the approved generic isotretinoin products.  The 
only content differences noted between the Medication Guide for CIP-isotretinoin and 
Medication Guide for the approved generic isotretinoin products are those that are 
specific to CIP-isotretinoin (e.g., CIP-isotretinoin may be taken without regards to 
meals).  

CIP-isotretinoin is an NDA product; therefore, the sponsor will be required to submit a 
REMS Assessment Report and maintain a timetable for submission of assessments as 
described in the REMS.  The first REMS Assessment report should be submitted by the 
sponsor on May 1, 2013. 

3
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3.3 REMS ASSESSMENT PLAN

The REMS assessment plan should include, but is not limited to, the following 
information:  

1. Reports of operational audits, including results of distribution data 
reconciliation 

2. Results of any prescriber, pharmacist, and patient surveys 

3. An evaluation of patients’ understanding of the serious risks of isotretinoin

4. A report on periodic assessments of dispensing of the Medication Guide in 
accordance with 21 CFR 208.24 

5. A report on failures to adhere to Medication Guide distribution and dispensing 
requirements, and corrective actions taken to address noncompliance 

6. Non-Compliant Distribution 15-day Reports 

7. Annual Internet Surveillance of isotretinoin Sales 

8. Annual iPLEDGE Report with contents as described in the attachment to this 
letter.

4 DISCUSSION AND CONCLUSION 
In conclusion, the proposed REMS for CIP-isotretinoin capsules, submitted on April 25, 
2012, contains is identical to the approved single shared REMS program, iPLEDGE.
Therefore, the CIP-isotretinoin REMS is acceptable to the Office of Surveillance and 
Epidemiology, the Division of Risk Management. 

5 RECOMMENDATIONS
The Office of Surveillance and Epidemiology, DRISK recommends approval of the CIP-
isotretinoin REMS, submitted on April 25, 2012. 

We recommend the approval letter contain the requirements for the REMS assessment 
plan as described in Section 3.3.  Additionally, once a trade name is approved for CIP-
isotretinoin, the Medication Guide and the list of application numbers and sponsors 
included in the iPLEDGE program2 will need to be revised.  

ATTACHMENTS  

Attachment A:  Approved iPLEDGE REMS for CIP-isotretinoin 

2 Available at:  
http://www fda.gov/downloads/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProvide
rs/UCM234640.pdf
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1. GOALS  
The goals of the isotretinoin risk evaluation and mitigation strategy are: 

1. To prevent fetal exposure to isotretinoin 

2. To inform prescribers, pharmacists, and patients about isotretinoin’s serious 
risks and safe-use conditions 

2. REMS ELEMENTS 

2.1. Medication Guide  
A Medication Guide for isotretinoin is dispensed with each prescription for isotretinoin in 
accordance with 21 CFR 208.24, as described below.  

A Medication Guide is enclosed with each blister package of isotretinoin to ensure that 
the Medication Guide is given to each patient with each prescription. 

The currently approved isotretinoin Medication Guide is part of this REMS. 

 

2.2. Elements to Assure Safe Use  

2.2.1. Healthcare providers who prescribe isotretinoin are specially certified in 
the iPLEDGE Program.  

 
a. Isotretinoin sponsors will ensure that healthcare providers who prescribe 

isotretinoin are specially certified in the iPLEDGE Program. To become certified, 
each prescriber must activate registration, by completing the Prescriber Enrollment 
Form, via the iPLEDGE website or the automated phone system. The registration 
and activation requires each prescriber to agree to do the following: 

   

i. Register each patient in the iPLEDGE Program via the iPLEDGE 
website or automated phone system.  

ii. Understand the risks of fetal exposure to isotretinoin and the risk factors for 
unplanned pregnancy. 

iii. Correctly identify and document patients as females of childbearing 
potential, females not of childbearing potential, or males.   

iv. Provide contraception counseling to females of childbearing potential prior 
to and during isotretinoin treatment, or refer females of childbearing 
potential to an expert for such counseling.  

 2

Reference ID: 3115598



v. Provide scheduled pregnancy testing for females of childbearing potential 
and then verify and document the negative pregnancy test result prior to 
writing each prescription. 

vi. Document the two chosen forms of contraception for each female of 
childbearing potential prior to writing each prescription. 

vii. Prescribe no more than a 30-day supply of isotretinoin with no refills. 

viii. Report any pregnancies in patients prescribed isotretinoin to 
iPLEDGE. 

b. Isotretinoin sponsors will ensure the iPLEDGE program documents that certified 
prescribers/designees have performed the following responsibilities prior to 
initiating isotretinoin treatment and monthly prior to providing each prescription: 

 

i. Counseled the patient about isotretinoin risks. 

 

ii. Determined the childbearing status of all female patients prior to initiating 
treatment, and determined whether the childbearing status of female 
patients has changed. 

iii. For patients who are females of childbearing potential, provided evidence 
or other documentation that prescribers/designees have: 

a. Obtained a negative CLIA-certified pregnancy test result.  

b. Determined that each female patient of childbearing potential has 
appropriate contraception and has been re-counseled about the 
importance of complying with contraceptive methods. 

c.    Isotretinoin sponsors will:  

 

i. Maintain a validated and secure database of all iPLEDGE registered and 
activated prescribers, designees, and delegates.  

 

ii. Monitor to ensure that only iPLEDGE certified prescribers are prescribing 
isotretinoin. 

iii. Monitor to ensure that iPLEDGE certified prescribers correctly identify 
patients who are females of childbearing potential.  A female of 
childbearing potential is defined as a nonmenopausal female who has not 
had a hysterectomy, bilateral oophorectomy, or medically documented 
ovarian failure. This definition includes a young woman who has not yet 
started menstruating.  

iv. Monitor certified prescriber compliance with the iPLEDGE program. 
Certified prescriber compliance with the iPLEDGE program includes 
categorizing female patient risk (females of childbearing potential vs. 
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females not of childbearing potential), providing counseling as required, 
documenting contraception forms as required, and providing pregnancy 
testing for all females of childbearing potential treated with isotretinoin.  

v. Institute appropriate corrective action according to the Non-Compliance 
Action Policy if the prescriber is found to be non-compliant with the 
iPLEDGE program. 

d.  The following materials are part of the REMS and are appended:  

 
i.  The Guide to Best Practices For the iPLEDGE Program 

i. Prescriber Contraception Counseling Guide  

ii. DVDs for prescriber use in patient counseling: Be Prepared, Be 
Protected and Be Aware: The Risk of Pregnancy While on Isotretinoin.  

iii. Recognizing Psychiatric Disorders In Adolescents And Young 
Adults   

iv. Request for Exemption for Patients with Serious Medical Reasons               

v. Office Staff Designee Registration/Activation Form  

vi. Instructions for Managing Office Staff Designees  

vii. Prescriber Enrollment Form 

2.2.2. Isotretinoin will only be dispensed by pharmacies that are specially 
certified in the iPLEDGE program. 

 
a. Isotretinoin sponsors will ensure isotretinoin is only dispensed by pharmacies that 

are certified. To become certified, the pharmacy must become registered and 
activated in the iPLEDGE program. To become registered and activated, each 
pharmacy must identify a “responsible site pharmacist” who completes the 
Pharmacy Enrollment Form and agrees to do the following before dispensing an 
isotretinoin prescription:  

  
i. Affirm that all pharmacists will comply with all iPLEDGE requirements: 

 
1. Know the risk and severity of fetal injury/birth defects caused 

by isotretinoin. 
2. Dispense only FDA-approved isotretinoin products and obtain 

isotretinoin only from iPLEDGE registered wholesalers. 
3. Do not sell, borrow, loan, or otherwise transfer isotretinoin in 

any manner to or from another pharmacy. 
4. Dispense only to qualified patients determined via 

authorization from the iPLEDGE web- or voice-based system 
for every isotretinoin prescription.  

5. Document the Risk Management Authorization (RMA) number 
on each prescription. 
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Reference ID: 3115598



6. Dispense no more than a 30-day supply (no refills). 
7. Dispense the isotretinoin Medication Guide with each 

prescription. 
8. Dispense prior to the “do not dispense to a patient after” date 

provided by the iPLEDGE program. 
9. Return to the manufacturer (or delegate) any unused product if 

registration is revoked or if the pharmacy chooses to not 
reactivate.  

 
ii. Re-activate pharmacy iPLEDGE registration annually.  
 

b. The following materials are part of the REMS and are appended:  

i. Pharmacist Guide for the iPLEDGE Program 

ii. Pharmacy Enrollment Form 
 

2.2.3. Isotretinoin sponsors will ensure that isotretinoin will only be dispensed 
to patients enrolled in the iPLEDGE Program with evidence or other 
documentation of safe-use conditions.  

 
a. Isotretinoin sponsors will ensure that all patients treated with isotretinoin are 

enrolled in iPLEDGE by a registered prescriber, before isotretinoin is dispensed 
to them.  To become enrolled, each patient or guardian must sign the appropriate 
Patient Information/Informed Consent form acknowledging that: 

  
i. He or she understands the potential fetal harm with female patient exposure 

to isotretinoin. 

ii. Enrollment in the iPLEDGE program is required. 

iii. Isotretinoin must not be shared with anyone, even someone with similar 
symptoms. 

iv. He or she cannot donate blood while on isotretinoin and for 1 month after 
treatment has ended.  

v. He or she must fill and pick up the prescription within specified time 
frames. 

b. Isotretinoin sponsors must ensure that isotretinoin is dispensed to females of 
childbearing potential only if there is evidence or other documentation that they 
meet the following safe-use conditions:  

i. Are not pregnant or breastfeeding. 

ii. Comply with the required pregnancy testing as ordered by the certified 
prescriber before receiving each isotretinoin prescription as follows:   

 5
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1. Two urine or serum pregnancy tests before receiving the initial 
isotretinoin prescription.  The screening test and confirmation test 
must be at least 19 days apart.  For patients with regular menstrual 
cycles, the confirmation test should be done during the first 5 days 
of the menstrual period immediately preceding treatment.  For 
patients with amenorrhea, irregular cycles, or using contraceptive 
methods that precludes withdrawal bleeding, the confirmation test 
must be immediately preceding treatment and at least 19 days after 
the screening test. 

2. Monthly pregnancy testing done prior to receiving authorization to 
receive each isotretinoin prescription. 

iii. Unless continuously abstinent, comply with the iPLEDGE requirement to 
use 2 forms of contraception 1 month before, during, and for 1 month after 
discontinuing isotretinoin treatment. 

iv. Access the iPLEDGE system before receiving each isotretinoin prescription 
and 1 month after isotretinoin treatment concludes to answer questions 
about the program requirements and to enter 2 chosen forms of 
contraception. 

v. Be informed of the purpose and importance of providing information about 
her pregnancy, should she become pregnant while taking, or within 1 month 
of the last dose of isotretinoin.  

vi. Be informed of the need to immediately stop isotretinoin treatment if she 
engages in unprotected heterosexual intercourse. 

c.   Isotretinoin sponsors will ensure that there is evidence or other documentation 
that all iPLEDGE safe use requirements have been met for each female patient of 
childbearing potential prior to the patient receiving isotretinoin each month: 
 

i. The patient is registered in the iPLEDGE program and had required 
pregnancy test(s).  

ii. The patient entered their two chosen forms of birth control into the 
iPLEDGE program.  

iii. The patient answered the required questions about the iPLEDGE 
program and pregnancy prevention. 

iv. The prescriber entered into iPLEDGE the two chosen forms of 
contraception after re-counseling.  

v. The patient has a negative pregnancy test result entered into iPLEDGE by 
the prescriber or designee. 

d. The following materials are part of the REMS and are appended: 

i. Guide to Isotretinoin for Female Patients Who Can Get Pregnant  
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ii. Guide to Isotretinoin for Male Patients and Female Patients who Cannot Get 
Pregnant  

iii. The iPLEDGE Program Patient Introductory Brochure 

iv. Isotretinoin Educational Kit for Males and Females of Nonchildbearing 
Potential 

v. Isotretinoin Educational Kit for Females of Childbearing Potential 

vi. Patient Information/Informed Consent for all patients 

vii. Patient Information/Informed Consent for Females of Childbearing Potential 

viii. Patient Monthly Comprehension Questions 
 

2.2.4 Isotretinoin sponsors will maintain a centralized pregnancy registry for 
iPLEDGE enrolled female patients who become pregnant and consent to 
participate in a root cause analysis.  

 
The primary objectives of the iPLEDGE Pregnancy Registry are to: 
 

a. Determine isotretinoin exposure status for each reported pregnancy. 
b. Document the outcome of each isotretinoin exposed pregnancy. 
c. Determine, document, and analyze causes contributing to fetal exposure (root 

cause analysis). 
 
2.3. Implementation System  

The implementation system will include the following: 

a. Isotretinoin sponsors will maintain a secure web- and voice-based interface for all 
certified entities as described in Sections 2.2.2 and 2.2.3. This includes a system 
and process to monitor pregnancy testing results, and to link monthly prescription 
authorization (risk management authorization) to collection of the following data: 

 
i. Patient age, gender, and risk category  

ii. Required counseling  

iii. Prescription data (RMA numbers, dates prescription filled, quantities 
dispensed) 

iv. For female patients of childbearing potential: 

a. Baseline and monthly pregnancy tests, including 30 day post-
therapy test (dates and results) 

b. Chosen methods of contraception 

c. Answers to monthly comprehension questions 

v. For females who become pregnant: 
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a. Maternal and fetal outcome 

b. Information from the prescriber about circumstances contributing 
to the fetal exposure  

b.   Isotretinoin sponsors will monitor wholesaler distribution data to ensure that only 
registered entities distribute isotretinoin. Wholesalers who distribute isotretinoin 
must be registered with iPLEDGE prior to distributing isotretinoin and must re-
register annually thereafter. Wholesalers must register with iPLEDGE by signing 
and returning the iPLEDGE wholesaler agreement. By signing the agreement, 
wholesalers affirm that they will comply with all of the following iPLEDGE 
requirements: 

i.   Distribute only FDA-approved isotretinoin product 

ii.   Only ship isotretinoin to: 1) wholesalers registered in the iPLEDGE 
program with prior written consent from the manufacturer; and 2) 
pharmacies licensed in the US and registered and activated in the iPLEDGE 
program. 

iii.  Notify the isotretinoin manufacturer (or delegate) of any unregistered and/or 
non-activated pharmacy or unregistered wholesaler that attempts to order 
isotretinoin. 

iv.  Return to the manufacturer (or delegate) any undistributed product if 
registration is revoked by the manufacturer or if the wholesaler chooses to 
not re-register annually. 

c. Isotretinoin sponsors will maintain a secure database of all certified pharmacies to 
ensure compliance with the following: 

i. Obtain isotretinoin only from registered wholesalers. 

ii. Dispense isotretinoin to patients only after receiving iPLEDGE 
authorization each month for each prescription. 

iii. Fill isotretinoin within the allowed timeframes only. 

d. Isotretinoin sponsors shall develop and implement a single Non-Compliance 
Action Policy for handling noncompliant stakeholders (patients, pharmacies, 
prescribers/delegates, designees and wholesalers). The Non-Compliance Action 
Policy shall describe the types of non-compliance, and corresponding corrective 
or remedial actions (notice of non-compliance, warning, suspension, temporary or 
permanent deactivation) that will be taken by the iPLEDGE sponsors for each 
category of non-compliant stakeholder. 

e. Isotretinoin sponsors will monitor registered wholesaler and certified pharmacy 
compliance, address deviations, and institute appropriate corrective actions 
according to the Non-Compliance Action Policy if the wholesaler/pharmacy is 
found to be non-compliant with the iPLEDGE program. 
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f. Isotretinoin sponsors will monitor the internet to ensure isotretinoin is not 
prescribed, dispensed, or otherwise obtained through the internet or any other 
means outside of the iPLEDGE program. 

 
g.   Based on monitoring and evaluation of the REMS elements to assure safe use, 

isotretinoin sponsors will take reasonable steps to work to improve 
implementation of these elements, as applicable.  

h. Isotretinoin sponsors will maintain a call center to support prescribers, patients 
and pharmacies in interfacing with the iPLEDGE program. 

i. The following materials are part of the REMS and are appended: 

i. iPLEDGE wholesaler agreement  

ii. Wholesaler to wholesaler shipment request form 

 
2.4. Timetable for Submission of Assessments (Applicable only to drugs with an  
 approved new drug application (NDA)) 
 
iPLEDGE assessments will be submitted to FDA on May 1, 2011 and annually thereafter. 
To facilitate inclusion of as much information as possible while allowing reasonable time 
to prepare the submission, the reporting interval covered by each annual submission will 
conclude no earlier than 60 days before the submission date for that assessment. The 
iPLEDGE assessment will be submitted so that it is received by FDA on or before the 
due date.   
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MEDICATION GUIDE 
Isotretinoin 

 

 (Isotretinoin Capsules) 
 
Read the Medication Guide that comes with isotretinoin before you start taking it 
and each time you get a prescription. There may be new information. This 
information does not take the place of talking with your doctor about your medical 
condition or your treatment. 
 
What is the most important information I should know about isotretinoin? 
 

 Isotretinoin is used to treat a type of severe acne (nodular acne) that 
has not been helped by other treatments, including antibiotics. 

 Because isotretinoin can cause birth defects, isotretinoin is only for 
patients who can understand and agree to carry out all of the 
instructions in the iPLEDGE program. 

 Isotretinoin may cause serious mental health problems. 
 
1. Birth defects (deformed babies), loss of a baby before birth 

(miscarriage), death of the baby, and early (premature) births. 
Female patients who are  pregnant or who plan to become pregnant must not 
take isotretinoin. Female patients must not get pregnant: 

 
 for 1 month before starting isotretinoin  
 while taking isotretinoin  
 for 1 month after stopping isotretinoin. 

 
If you get pregnant while taking isotretinoin, stop taking it right 
away and call your doctor. Doctors and patients should report all cases of 
pregnancy to:  

 
 FDA MedWatch at 1-800-FDA-1088, and 
 the iPLEDGE pregnancy registry at 1-866-495-0654 
 

2. Serious mental health problems. Isotretinoin may cause: 
 

 depression  
 psychosis (seeing or hearing things that are not real)  
 suicide. Some patients taking isotretinoin have had thoughts about 

hurting themselves or putting an end to their own lives (suicidal 
thoughts). Some people tried to end their own lives. And some people 
have ended their own lives. 

 
Stop isotretinoin and call your doctor right away if you or a family 
member notices that you have any of the following signs and 
symptoms of depression or psychosis: 
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 start to feel sad or have crying spells 
 lose interest in activities you once enjoyed 
 sleep too much or have trouble sleeping 
 become more irritable, angry, or aggressive than usual (for example, 

temper outbursts, thoughts of violence) 
 have a change in your appetite or body weight 
 have trouble concentrating 
 withdraw from your friends or family 
 feel like you have no energy 
 have feelings of worthlessness or guilt 
 start having thoughts about hurting yourself or taking your own life 

(suicidal thoughts) 
 start acting on dangerous impulses 
 start seeing or hearing things that are not real 

 
After stopping isotretinoin, you may also need follow-up mental health care if you 
had any of these symptoms. 
 
What is isotretinoin? 
 
Isotretinoin is a medicine taken by mouth to treat the most severe form of acne 
(nodular acne) that cannot be cleared up by any other acne treatments, including 
antibiotics. Isotretinoin can cause serious side effects (see “What is the most 
important information I should know about isotretinoin?”). Isotretinoin can 
only be: 
 
 prescribed by doctors that are registered in the iPLEDGE program 
 dispensed by a pharmacy that is registered with the iPLEDGE program 
 given to patients who are registered in the iPLEDGE program and agree to do 

everything required in the program 
 
What is severe nodular acne? 
 
Severe nodular acne is when many red, swollen, tender lumps form in the skin. 
These can be the size of pencil erasers or larger. If untreated, nodular acne can 
lead to permanent scars. 
 
Who should not take isotretinoin? 
 
 Do not take isotretinoin if you are pregnant, plan to become 

pregnant, or become pregnant during isotretinoin treatment. 
Isotretinoin causes severe birth defects. See “What is the most important 
information I should know about isotretinoin?” 

 
 Do not take isotretinoin if you are allergic to anything in it. See the 

end of this Medication Guide for a complete list of ingredients in isotretinoin. 
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What should I tell my doctor before taking isotretinoin? 
 
Tell your doctor if you or a family member has any of the following health 
conditions: 
 
 mental problems 
 asthma 
 liver disease 
 diabetes 
 heart disease 
 bone loss (osteoporosis) or weak bones 
 an eating problem called anorexia nervosa (where people eat too little) 
 food or medicine allergies 
 
Tell your doctor if you are pregnant or breast-feeding. Isotretinoin must 
not be used by women who are pregnant or breast-feeding. 
 
Tell your doctor about all of the medicines you take including prescription 
and non-prescription medicines, vitamins and herbal supplements. 
Isotretinoin and certain other medicines can interact with each other, sometimes 
causing serious side effects. Especially tell your doctor if you take: 
 
 Vitamin A supplements. Vitamin A in high doses has many of the same side 

effects as isotretinoin. Taking both together may increase your chance of getting 
side effects. 

 Tetracycline antibiotics. Tetracycline antibiotics taken with isotretinoin can 
increase the chances of getting increased pressure in the brain. 

 Progestin-only birth control pills (mini-pills). They may not work while you 
take isotretinoin. Ask your doctor or pharmacist if you are not sure what type 
you are using. 

 Dilantin (phenytoin). This medicine taken with isotretinoin may weaken your 
bones. 

 Corticosteroid medicines. These medicines taken with isotretinoin may 
weaken your bones. 

 St. John’s Wort. This herbal supplement may make birth control pills work less 
effectively. 

 
These medicines should not be used with isotretinoin unless your doctor 
tells you it is okay. 
 
Know the medicines you take. Keep a list of them to show to your doctor and 
pharmacist. Do not take any new medicine without talking with your doctor. 
 
How should I take isotretinoin? 
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 You must take isotretinoin exactly as prescribed. You must also follow all the 
instructions of the iPLEDGE program. Before prescribing isotretinoin, your doctor 
will: 

 
 explain the iPLEDGE program to you 
 have you sign the Patient Information/Informed Consent form (for all 

patients). Female patients who can get pregnant must also sign another 
consent form. 

 
You will not be prescribed isotretinoin if you cannot agree to or follow all 
the instructions of the iPLEDGE program. 
 
 You will get no more than a 30-day supply of isotretinoin at a time. This is to 

make sure you are following the isotretinoin iPLEDGE program. You should talk 
with your doctor each month about side effects. 

 
 The amount of isotretinoin you take has been specially chosen for you. It is 

based on your body weight, and may change during treatment. 
 
 Take isotretinoin 2 times a day without regard to meals, unless your doctor tells 

you otherwise. Swallow your isotretinoin capsules whole with a full glass 
of liquid. Do not chew or suck on the capsule. Isotretinoin can hurt the tube 
that connects your mouth to your stomach (esophagus) if it is not swallowed 
whole. 
 

 If you miss a dose, just skip that dose. Do not take two doses at the same time. 
 
 If you take too much isotretinoin or overdose, call your doctor or poison control 

center right away. 
 
 Your acne may get worse when you first start taking isotretinoin. This should 

last only a short while. Talk with your doctor if this is a problem for you. 
 
 You must return to your doctor as directed to make sure you don’t have signs of 

serious side effects. Your doctor may do blood tests to check for serious side 
effects from isotretinoin. Female patients who can get pregnant will get a 
pregnancy test each month. 

 
 Female patients who can get pregnant must agree to use two separate forms of 

effective birth control at the same time one month before, while taking, and for 
one month after taking isotretinoin. You must access the iPLEDGE system to 
answer questions about the program requirements and to enter your 
two chosen forms of birth control. To access the iPLEDGE system, go to 
www.ipledgeprogram.com  or call 1-866-495-0654. 

 
You must talk about effective birth control methods with your doctor or go for a 
free visit to talk about birth control with another doctor or family planning 
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expert. Your doctor can arrange this free visit, which will be paid for by the 
company that makes isotretinoin. 

 
If you have sex at any time without using two forms of effective birth 
control, get pregnant, or miss your expected period, stop using 
isotretinoin and call your doctor right away.  

 
 What should I avoid while taking isotretinoin? 
 
 Do not get pregnant while taking isotretinoin and for one month after stopping 

isotretinoin. See “What is the most important information I should know 
about isotretinoin?” 

 
 Do not breast-feed while taking isotretinoin and for one month after stopping 

isotretinoin. We do not know if isotretinoin can pass through your milk and harm 
the baby. 

 
 Do not give blood while you take isotretinoin and for one month after stopping 

isotretinoin. If someone who is pregnant gets your donated blood, her baby may 
be exposed to isotretinoin and may be born with birth defects. 

  
 Do not take other medicines or herbal products with isotretinoin unless you 

talk to your doctor. See “What should I tell my doctor before taking 
isotretinoin?” 

 
 Do not drive at night until you know if isotretinoin has affected your 

vision. isotretinoin may decrease your ability to see in the dark. 
 
 Do not have cosmetic procedures to smooth your skin, including waxing, 

dermabrasion, or laser procedures, while you are using isotretinoin and 
for at least 6 months after you stop. Isotretinoin can increase your chance of 
scarring from these procedures. Check with your doctor for advice about when 
you can have cosmetic procedures. 

 
 Avoid sunlight and ultraviolet lights as much as possible. Tanning machines 

use ultraviolet lights. Isotretinoin may make your skin more sensitive to light. 
 

 Do not share isotretinoin with other people. It can cause birth defects and 
other serious health problems. 

  
What are the possible side effects of isotretinoin? 
 
 Isotretinoin can cause birth defects (deformed babies), loss of a baby 

before birth (miscarriage), death of the baby, and early (premature) 
births. See “What is the most important information I should know 
about isotretinoin?” 
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 Isotretinoin may cause serious mental health problems. See “What is 
the most important information I should know about isotretinoin?” 

 
 serious brain problems. Isotretinoin can increase the pressure in your brain. 

This can lead to permanent loss of eyesight and, in rare cases, death. Stop 
taking isotretinoin and call your doctor right away if you get any of these signs 
of increased brain pressure: 

 
 bad headache 
 blurred vision 
 dizziness 
 nausea or vomiting 
 seizures (convulsions) 
 stroke 

 
 skin problems. Skin rash can occur in patients taking isotretinoin. In some 

patients a rash can be serious. Stop using isotretinoin and call your doctor right 
away if you develop conjunctivitis (red or inflamed eyes, like “pink eye”), a rash 
with a fever, blisters on legs, arms or face and/or sores in your mouth, throat, 
nose, eyes, or if your skin begins to peel. 

 
 stomach area (abdomen) problems. Certain symptoms may mean that your 

internal organs are being damaged. These organs include the liver, pancreas, 
bowel (intestines), and esophagus (connection between mouth and stomach). If 
your organs are damaged, they may not get better even after you stop taking 
isotretinoin. Stop taking isotretinoin and call your doctor if you get: 

 
 severe stomach, chest or bowel pain 
 trouble swallowing or painful swallowing 
 new or worsening heartburn 
 diarrhea 
 rectal bleeding 
 yellowing of your skin or eyes 
 dark urine 

 
 bone and muscle problems. Isotretinoin may affect bones, muscles, and 

ligaments and cause pain in your joints or muscles. Tell your doctor if you plan 
hard physical activity during treatment with isotretinoin. Tell your doctor if you 
get: 

 
 back pain 
 joint pain 
 broken bone. Tell all healthcare providers that you take isotretinoin if 

you break a bone. 
 

Stop isotretinion and call your doctor right away if you have 
muscle weakness. Muscle weakness with or without pain can be 
a sign of serious muscle damage. 
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Isotretinoin may stop long bone growth in teenagers who are still 
growing. 

 
 hearing problems. Stop using isotretinoin and call your doctor if your hearing 

gets worse or if you have ringing in your ears. Your hearing loss may be 
permanent. 

 
 vision problems. Isotretinoin may affect your ability to see in the dark. This 

condition usually clears up after you stop taking isotretinoin, but it may be 
permanent. Other serious eye effects can occur. Stop taking isotretinoin and call 
your doctor right away if you have any problems with your vision or dryness of 
the eyes that is painful or constant. If you wear contact lenses, you may have 
trouble wearing them while taking isotretinoin and after treatment. 

 
 lipid (fats and cholesterol in blood) problems. Isotretinoin can raise the 

level of fats and cholesterol in your blood. This can be a serious problem. Return 
to your doctor for blood tests to check your lipids and to get any needed 
treatment. These problems usually go away when isotretinoin treatment is 
finished. 

 
 serious allergic reactions. Stop taking isotretinoin and get emergency care 

right away if you develop hives, a swollen face or mouth, or have trouble 
breathing. Stop taking isotretinoin and call your doctor if you get a fever, rash, 
or red patches or bruises on your legs. 

 
 blood sugar problems. Isotretinoin may cause blood sugar problems including 

diabetes. Tell your doctor if you are very thirsty or urinate a lot. 
 
 decreased red and white blood cells. Call your doctor if you have trouble 

breathing, faint, or feel weak. 
 
 The common, less serious side effects of isotretinoin are dry skin, chapped 

lips, dry eyes, and dry nose that may lead to nosebleeds. Call your doctor if you 
get any side effect that bothers you or that does not go away.  

 
These are not all of the possible side effects with isotretinoin. Your doctor or 
pharmacist can give you more detailed information.  
 
Call your doctor for medical advice about side effects. You may report side 
effects to FDA at 1-800-FDA-1088. 
 
You may also report side effects to Ranbaxy Inc., the manufacturer of isotretinoin 
at 1-800-406-7984. 
 
How should I store isotretinoin? 
 
 Store at 68° to 77°F (20° to 25°C). Protect from light. 
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 Keep isotretinoin and all medicines out of the reach of children. 
 
General Information about isotretinoin 
Medicines are sometimes prescribed for conditions that are not mentioned in 
Medication Guides. Do not use isotretinoin for a condition for which it was not 
prescribed. Do not give isotretinoin to other people, even if they have the same 
symptoms that you have. It may harm them.  
 
This Medication Guide summarizes the most important information about 
isotretinoin. If you would like more information, talk with your doctor. You can ask 
your doctor or pharmacist for information about isotretinoin that is written for 
health care professionals.  
 
You can also call iPLEDGE program at 1-866-495-0654 or visit 
www.ipledgeprogram.com. 
 
What are the ingredients in isotretinoin? 
 
Active ingredient: Isotretinoin 
Inactive ingredients: Stearoyl macrogolglycerides, soybean oil, sorbitan 
monooleate and propyl gallate. Gelatin capsules contain the following dye systems: 
10 mg – iron oxide (yellow) and titanium dioxide; 20 mg – FD&C Blue #1, FD&C 
Yellow #5, FD&C Yellow #6 and titanium dioxide; 30 mg – FD&C Red #40, FD&C 
Yellow #6 and titanium dioxide; and 40 mg – FD&C Blue #2, iron oxide (yellow, 
red, and black) and titanium dioxide 
 
 
Dilantin is a registered trademark of Warner-Lambert Company LLC. 

 
 
 
 
 
Distributed By: 
 

 
Ranbaxy Laboratories Inc. 
Jacksonville, FL 32257 USA 

  
PI Revised: April 2012 
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Be Prepared, Be Protected 
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VIDEO SCRIPT 

SCENE 1: ABSTINENCE 

FEMALE  1: I thought I was abstinent. I guess I didn’t know what abstinence really 

means. Now I do. 

ANNOUNCER: It’s important to know what abstinence means. Not having sex.  Not 

once, twice, or ever.  Just because you’re not having sex now, doesn’t mean you will 

have always be abstinent.  You’re only abstinent if you know you won’t be tempted to 

have sex. And this becomes especially important when you are taking a drug that may 

cause birth defects to your unborn baby. Think about it: Are you really abstinent? 

 

SCENE 2: UNPREPARED PREGNANCY 

FEMALE 2: I can’t believe I’m pregnant. It was just that one time. And I have been so 

careful.  This can’t be right. 

ANNOUNCER: You have to be sure if you are having sex at any time you can’t use any 

excuses.  It doesn’t matter if your periods are irregular, or if you think you can’t get 

pregnant, or if you don’t have sex frequently. And if you are on a medication that could 

be harmful to your unborn baby, you need to be especially and extremely careful.  Once 

can be enough. 
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SCENE 3: WITHDRAWAL 

FEMALE 3: We used withdrawal for a long time.  But this time withdrawal just didn’t 

work.  

ANNOUNCER: Withdrawal is unreliable.  Use effective birth control such as the 

contraceptive pill, diaphragm, condom, and if you are taking a medication that may cause 

birth defects to your unborn baby, use a combination of two. If you don’t like the pill, 

you have other options such as long lasting contraceptive implants, injectables, and  

intrauterine devices—IUDs.  Always practice safe birth control using reliable effective 

methods to avoid pregnancy.  

 

SCENE 4: BEING UNPREPARED 

FEMALE 4: This is so nice. (Thoughts of Female 4) I didn’t think this would happen.  I 

mean at least not tonight. I’m so surprised and unprepared. 

 
ANNOUNCER: Be prepared and protected. Think about it before hand.   You may have 

sex and you might get pregnant?  Don’t assume your partner will take responsibility. And 

if you are on a medication that may cause birth defects—think about your unborn baby.  

Be prepared and ready to use reliable effective forms of birth control. 
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SCENE 5: BIRTH CONTROL CAN FAIL 

 
FEMALE 5:  I can’t believe this.  There’s a hole in my diaphragm.  What if I get 

pregnant? What am I going to do? 

 
ANNOUNCER: Your doctor or nurse can help you find out if you are really pregnant. If 

you are, they can give you advice.  Always make sure your birth control is reliable and 

effective.  And if you are on a drug that may cause birth defects, be sure you are doubly 

protected. 

 

If you have any questions you should speak to your doctor or nurse.  Carefully follow 

instructions provided by your prescriber, and consult with them if you have any questions 

about pregnancy, birth control, or your medical treatment.  

[TYPE—NO VOICE] 

Frame 1: 

Complete Contraceptive Certainty = Be prepared Be protected 

Frame 2: 

You have just seen five scenarios with the most common reasons women have unwanted 

or ill-timed pregnancies. 

Frame 3: 

If you are not being completely abstinent, then 

• Use birth control regularly 

• Use the most effective types of birth control 

• Be sure the method you choose is reliable 

• Be prepared and be protected  
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Frame 4: 

Brought to you as an educational service. 
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Opening Segment 
“ISOTRETINOIN CANNOT BE TAKEN BY WOMEN WHO ARE PREGNANT, BECAUSE 
ISOTRETINOIN CAN CAUSE SEVERE BIRTH DEFECTS OR DEATH TO AN UNBORN 
BABY. 
 
In this video we will see what can happen to an unborn baby if the baby’s mother takes 

isotretinoin.   

 

A woman must not take isotretinoin at any time during pregnancy. 

 
Storyboard P2 
Isotretinoin is usually prescribed for males and females to treat the most severe form of acne 

called nodular acne. This type of acne cannot be cleared up by any other acne treatments, 

including antibiotic pills. Nodular acne has many red, swollen, tender lumps that form in the 

skin. These lumps are the size of a pencil eraser or larger and can result in permanent scars if not 

treated. 

 

Because of serious side effects and birth defects, patients should use isotretinoin only if other 

treatments including antibiotic pills have not worked. 

 
Storyboard P3 
“FEMALE PATIENTS MUST NOT TAKE ISOTRETINOIN IF THEY ARE PREGNANT, 
PLAN TO BECOME PREGNANT OR BECOME PREGNANT DURING THERAPY. TO 
AVOID PREGNANCY, WOMEN MUST USE TWO FORMS OF EFFECTIVE 
CONTRACEPTION ONE MONTH BEFORE STARTING ISOTRETINOIN, WHILE TAKING 
ISOTRETINOIN, AND FOR ONE MONTH AFTER STOPPING ISOTRETINOIN UNLESS 
THEY ARE ABSOLUTELY ABSTINENT, NEVER HAVING SEX, OR HAVE HAD THEIR 
UTERUS OR WOMB REMOVED”. 
 
Storyboard P4 
“ISOTRETINOIN CAPSULES BREAK DOWN IN THE BODY AND THE MEDICINE 
ENTERS INTO THE BLOODSTREAM  
 
Storyboard P5 
“AND THE BLOOD IS CARRIED INTO THE PLACENTA WHERE IT REACHES THE 
UNBORN FETUS. 
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The medicine can cause severe birth defects.” 
 
Storyboard P6 
“It is highly possible that the unborn baby may die because the baby’s mother took isotretinoin.” 
 
Storyboard P7 
“If the fetus lives, as the fetus develops, several birth defects can begin to take place. 
 
These birth defects may be caused by taking isotretinoin during pregnancy”. 
 
Storyboard P8 
“One of these birth defects may be abnormal skull development”. “Use of isotretinoin during 
pregnancy may cause an under development or over development of the skull”. 
 
Storyboard P9 
“Development of the ears may also be affected”. “The ears may not fully develop if isotretinoin 
is used during pregnancy. The outer ear may be deformed and the ear canal may be very small or 
absent entirely causing deformity”. 
 
Storyboard P10 
“The eyes also may not develop fully”. 
“The eye socket may be very small or not develop at all causing facial deformity 
 
Storyboard P11 
“As face structure begins to form the fetus can have a flattening of the nose and a twisting of the 
mouth. These birth defects could happen from using isotretinoin during pregnancy”. 
 
Storyboard P12 
“The baby may also be born with a separation of the roof of the mouth and sometimes the lips 
which is known as a cleft palate”. 
 
Storyboard P13 
IN ADDITION TO THE VISIBLE DEFECTS, SEVERAL INTERNAL SERIOUS AND LIFE-
THREATENING BIRTH DEFECTS MAY DEVELOP IN THE HEART AND IN THE 
ENTIRE HEART AND BLOOD FLOW SYSTEM. 
 
One of these defects can include an abnormal heart that has the arteries and veins in the wrong 
position. 
 
Storyboard P14 
“The system that helps to fight infection may also be affected. One of the glands in this system - 
the thymus gland may not develop and the baby then would have trouble fighting infections.” “In 
addition, another gland -the parathyroid gland may not develop. The parathyroid gland helps the 
baby to form bones by controlling the amount of calcium in the body. 
 
Storyboard P15 
Brain and nervous system defects including an abnormal brain may occur…” OR AN 
UNDERDEVELOPMENT OF THE BRAIN. IT HAS ALSO BEEN REPORTED THAT SOME 
CHILDREN HAVE LOW IQ SCORES”. 
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Storyboard P17 
In summary, taking isotretinoin during pregnancy can result in any or all of these birth defects: 
 
The skull may over- or under- develop. 
 
FACIAL DYSMORPHIA CAN OCCUR, CAUSING A FLATTENING OF THE NOSE AND 
DISTORTION OF FACIAL STRUCTURE. 
 
Enlargement of the brain may occur. 
 
Eye sockets may be very small or not develop at all. 
 
The brain can also under-develop. 
 
Ears may not fully develop. 
 
The thymus gland may not develop, affecting an infant’s ability to fight off disease. 
 
Abnormalities in the heart and entire cardiac system can be life threatening. 
 
A cleft palate may form. 
 
Storyboard P18 
UNLIKE THE BIRTH DEFECTS THAT ARE SEEN IN THE BABIES WHEN MOTHERS 
TAKE ISOTRETINOIN, THERE IS NO PATTERN OF BIRTH DEFECTS WHEN FATHERS 
TAKE ISOTRETINOIN. 
 
“But men who take isotretinoin should be careful in other ways.” Men might not realize that they 
should not donate blood during, and for a period of one month following, the end of their 
isotretinoin treatment”. 
 
Storyboard P19 
“As discussed earlier, isotretinoin is carried through the bloodstream and a pregnant woman 
could, unknowingly accept a blood transfusion from a man or a woman who took isotretinoin. 
The blood and medicine could then pass into the placenta possibly harming an unborn baby”. 
 
Therefore, it is extremely important that both men and women taking isotretinoin do not donate 
blood during treatment and for a period of at least one month following the end of their 
isotretinoin treatment. 
 
Storyboard P 20 
“Neither men nor women should ever share their isotretinoin with another woman...” 
 
Storyboard P 21 
“...BECAUSE OF THE RISK THAT SHE MAY BE PREGNANT.” 
 
“No one should ever share any medicine with anyone else, because the medicine may harm the 
other person.” 
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Black Box 
YOU MUST NOT BECOME PREGNANT WHILE TAKING ISOTRETINOIN, OR FOR ONE 
MONTH AFTER YOU STOP TAKING ISOTRETINOIN. 
 
Isotretinoin can cause severe birth defects in babies of women who take it while they are 
pregnant, even if they take isotretinoin for only a short time. 
 
There is an extremely high risk that your baby will be deformed or will die if you are 
pregnant while taking isotretinoin. Taking isotretinoin also increases the chance of miscarriage 
and premature births. 
 
Female patients will not get their first prescription for isotretinoin unless there is proof they have 
had two negative pregnancy tests. The first test must be done when your prescriber decides to 
prescribe isotretinoin. The second pregnancy test must be done during the first five days of the 
menstrual period right before starting isotretinoin therapy, or as instructed by your prescriber. 
Each month of treatment, you must have a negative result from a urine or serum pregnancy test. 
Female patients cannot get another prescription for isotretinoin unless there is proof that they 
have had a negative pregnancy test. 
 
 
WHILE YOU ARE TAKING ISOTRETINOIN, YOU MUST USE EFFECTIVE BIRTH 
CONTROL. YOU MUST USE 2 SEPARATE, EFFECTIVE FORMS OF BIRTH 
CONTROL AT THE SAME TIME FOR AT LEAST ONE MONTH BEFORE STARTING 
ISOTRETINOIN, WHILE YOU TAKE IT, AND FOR ONE MONTH AFTER YOU STOP 
TAKING IT. YOU CAN EITHER DISCUSS EFFECTIVE BIRTH CONTROL METHODS 
WITH YOUR PRESCRIBER OR GO FOR A FREE VISIT TO DISCUSS BIRTH CONTROL 
WITH ANOTHER PHYSICIAN OR FAMILY PLANNING EXPERT. YOUR PRESCRIBER 
CAN ARRANGE THIS FREE VISIT, WHICH WILL BE PAID FOR BY THE 
MANUFACTURER. 
 
You must use two separate forms of effective birth control because any method, including birth 
control pills and sterilization, can fail. There are only 2 reasons that you would not need to use 2 
separate methods of effective birth control: 
1. You have had your womb removed by surgery – a hysterectomy or 
2. You are absolutely certain you will not have genital-to-genital sexual contact with a male 
before, during and for one month after isotretinoin treatment. 
 
IF YOU HAVE SEX AT ANY TIME WITHOUT USING TWO FORMS OF 
EFFECTIVE BIRTH CONTROL, GET PREGNANT, OR MISS YOUR PERIOD, 
STOP USING ISOTRETINOIN AND CALL YOUR PRESCRIBER RIGHT AWAY. 
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Introduction 
Mental health problems are underdiagnosed and undertreated.1 Dermatologists and other 
isotretinoin prescribers often see patients who are otherwise healthy, and they may be among 
the only professionals who have opportunities to evaluate patients’ mental health. Healthcare 
providers who recognize the signs and symptoms of psychiatric illness and respond 
appropriately can improve, and perhaps even save, their patients’ lives. 

Isotretinoin may cause depression, psychosis and, rarely, suicidal ideation, suicide attempts, 
suicide, and aggressive and/or violent behaviors. Although causality has not been established 
for these reports, awareness of signs and symptoms may save your patient’s life. This 
brochure provides an overview of depression. The goal of this brochure is to help you identify 
when a psychiatric consult is advisable. 

You and your staff may feel uncomfortable evaluating your patients’ mental health status. 
It is often difficult to distinguish clinical depression from other responses. It may also be 
difficult to decide whether erratic behavior may warrant psychiatric evaluation, especially if 
that behavior seems to be age-appropriate in a teenager. However, as with any specialized 
problem, you may identify patients who seem to need more than dermatologic care, and you 
may need to refer them to a specialist. Knowing when to make a referral for a patient who 
may be at psychiatric risk can make a major difference in the patient’s life. In extreme cases, 
it can mean the difference between life and death. 

 
 
 

Depression 
Depression and suicidal tendencies are two important psychiatric conditions that may be 
observed in dermatology and family practice settings. This brochure provides an overview 
of depression because depression is the most commonly reported psychiatric adverse event 
in patients taking isotretinoin and is also a well established risk factor for suicidal behavior. 

Depression is characterized by symptoms that include intense, persistent sadness; anxiety; 
loss of pleasure from usual activities; and loss of energy.2 These feelings can be normal 
responses to a negative life event, but clinical depression is either not triggered by such an 
event or is disproportionate to the trigger.3 

Depression can be episodic. According to the National Comorbidity Survey, 16.2% (between 
32.6 and 35.1 million) of Americans will experience depression at some point during their 
lives, and 6.6% (between 13.1 and 14.2 million) are depressed in any given month.4,5 Several 
epidemiological studies reported that up to 8.3% of adolescents in the United States suffer 
from depression.6 Older adolescents experience more depressive symptoms than adults and 
comparable symptom persistence, suggesting that these adolescents may be at the highest risk 
for depression.7 

 
Please see accompanying complete product information, including boxed 
CONTRAINDICATIONS AND WARNINGS, CONTRAINDICATIONS, 
WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS.

4

Reference ID: 3115598





 
 
 
 
 

In bipolar disorder, the patient alternates between periods of depression (severe lows) and 
episodes of mania (severe highs).2 

Symptoms of mania2 

• Abnormal or excessive elation 

• Unusual irritability 

• Decreased need for sleep 

• Grandiose notions 

• Increased talking 

• Racing thoughts 

• Increased sexual desire 

• Markedly increased energy 

• Poor judgment 

• Inappropriate social behavior 

Causes of depression 
The causes of depression are often multifactorial and may include: 

• Genetic predisposition2 

• Stress at home, work, or school2 

• Loss of a parent or loved one8 

• Alcohol or substance abuse9 

• Breakup of a romantic relationship10 

• Medications11 

 
 
 

Suicide 
Suicide accounts for more than 30,000 American deaths each year. It is the third leading cause 
of death (after accidents and homicide) among people aged 15 to 24, which makes it responsible 
for more deaths in this age group than any physical illness.12–14 Of the total number of 
suicides among people ages 15 to 24 in 2001, 86% were male and 14% were female.15, 16 
Healthcare providers often miss the warning signs because patients may hide suicidal intent 
very successfully. In fact, 60% of people who commit suicide had seen a physician within 
1 month of their deaths.9 Suicidal tendencies rarely arise spontaneously; 93% of people who 
commit suicide suffer from depression, schizophrenia, and/or substance abuse.17 

 
 
 
 
 

Please see accompanying complete product information, including boxed 
CONTRAINDICATIONS AND WARNINGS, CONTRAINDICATIONS, 
WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS.
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Assessments: Depression 
While taking a history, the prescriber should suspect the likelihood of depression 
if the patient has symptoms such as6: 

• Persistent sad or irritable mood 

• Loss of interest in activities once enjoyed 

• Significant change in appetite or body weight 

• Difficulty sleeping or oversleeping 

• Psychomotor agitation or retardation 

• Loss of energy 

• Feelings of worthlessness or inappropriate guilt 

• Difficulty concentrating 

• Recurrent thoughts of death or suicide 

In children and young adolescents, other signs to look for include6: 

• Frequent, vague, non-specific physical complaints such as headaches, 
muscle aches, stomach aches, or tiredness 

• Frequent absences from school or poor performance in school 

• Talk of or efforts to run away from home 

• Outbursts of shouting, complaining, unexplained irritability, or crying 

• Being bored 

• Lack of interest in playing with friends 

• Alcohol or substance abuse 

• Social isolation, poor communication 

• Fear of death 

• Extreme sensitivity to rejection or failure 

• Increased irritability, anger, or hostility 

• Reckless behavior 

• Difficulty with relationships 

The prescriber should also discuss with the patient: 

• Alcohol or substance abuse 

• Chronic pain 

• Real or perceived disfigurement 

Studies indicate that acne is associated with symptoms such as social embarrassment, 
low self-esteem, and anxiety, but an association of acne with frank depressive disorders 
has not been established, nor has treatment of acne by itself been shown to ameliorate 
frank depressive disorders.22-24 

Please see accompanying complete product information, including boxed 
CONTRAINDICATIONS AND WARNINGS, CONTRAINDICATIONS, 
WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS.
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Isotretinoin must not be used by female patients who are 
or may become pregnant. There is an extremely high risk 
that severe birth defects will result if pregnancy occurs 
while taking isotretinoin in any amount, even for a short 
period of time. Potentially any fetus exposed during pregnancy 
can be affected. There are no accurate means of determining 
whether an exposed fetus has been affected. 
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PLEASE FAX COMPLETED COPY TO 866-486-7001 
 

iPLEDGE 
P.O. Box 29094 

Vers. 2.4 Phoenix, AZ 85038 21SEP2010 
1-866-495-0654 

 

REQUEST FOR EXEMPTION 
FOR PATIENTS WITH 
SERIOUS MEDICAL REASONS 

 
*Prescriber ID   "[click here and enter the prescriber's iPLEDGE ID]"  

*Prescriber Name  "[click here and enter the prescriber's name]"  

*Patient ID   "[click here and enter the patient's iPLEDGE ID]"  

*Patient Date of Birth  "[click here and enter the patient's date of birth]"  

Office Staff Designee ID "[click here and enter the designee's iPLEDGE ID]"  

Designee Name   "[click here and enter the designee's name]"  

*Office Telephone Number "[click here and enter your telephone number]"  

  I request iPLEDGE to authorize an exemption from the iPLEDGE requirements to change the status of 
the patient identified above to “Requires Confirmation”.  I understand that this would provide a 7 day 
window for the patient to fill their prescription from the date of specimen collection for the pregnancy test 
upon successful demonstration of comprehension.   
This exemption applies only to this prescription. 
 

  I request iPLEDGE to authorize an exemption from the iPLEDGE requirements to change the status of 
the patient identified above to “Qualified to Receive Drug”.  I understand that this request indicates that the 
patient is not capable of demonstrating comprehension based on mental and/or physical limitations. 
This exemption applies only to this prescription. 
 
• I understand that my signature below indicates that the patient identified above for serious 

medical reasons should not delay the initiation of isotretinoin and is not pregnant as of the date of 
this request. 

 
• I will contact the pharmacy regarding this request and alert the pharmacy to access the iPLEDGE 

system for authorization. 
 
• I understand that a copy of this form should be maintained with the patient’s medical chart. 
 

*Signature   

*Date of Request ____________________ 

NOTE: This form MUST be filled out and signed by the requesting prescriber or office staff 
designee.  All required information (*) must be provided.  If requested by the office staff 
designee, please provide the office staff designee name and iPLEDGE ID.  Please FAX this 
completed form to 866-486-7001. 
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For the iPLEDGE program, condoms can be 
used with or without spermicide. 1. True

2. False

If you use lubricant with a latex condom, it 
should be a water-based lubricant. 1. True

2. False

Your partner should put his condom on:

1. Any time during sex.
2. As soon as he gets an erection, because 
waiting too long lets sperm leak out.
3. Only when he remembers.

You find a hole in your diaphragm after you 
had sex. You should:

1. Forget about it since you were near your 
period.
2. Call your doctor to see if you might need 
emergency birth control.

For the iPLEDGE program, diaphragms can 
be used with or without spermicide. 1. True

2. False

After sex, your diaphragm should stay in place 
for:

1. 24 hours or more.
2. 2 to 4 hours
3. At least 6 hours and up to 24 hours.

You and your partner want to have sex a 
second time after you put in your diaphragm.

You must:

1. Put spermicide in your vagina again 
before you have sex.
2. Have sex again without using more 
spermicide for up to 24 hours at a time.
3. Take out your diaphragm and clean it 
before having sex again.

Your gynecologist or family doctor needs to 
check how your diaphragm fits:

1. Every time you have sex.
2. Every 2 years or if you gain or lose 10 
pounds.
3. Every 2 months.

The diaphragm with spermicide can help 
prevent:

1. Pregnancy
2. The spread of HIV (AIDS)
3. The spread of other sexually transmitted 
diseases (STD's)

I use my primary form of birth control exactly 
as prescribed and a cervical cap with 

spermicide as my second form.  I forgot my 
cap at home.  I would:

1. Have sex anyway.

2. Wait until I can use the cervical cap with 
spermicide.

3. Have sex but use withdrawal.

For the iPledge program cervical caps can be 
used with or without spermicide.

1. True

2. False

If you use a lubricant with your cervical Cap, it 
should be a water-based lubricant.

1. True

2. False
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You find a hole in your cervical cap after you 
had sex.  You should:

1. Forget about it since you were near your 
period.
2. Call your doctor to see if you might need 
emergency birth control.

You and your partner want to have sex a 
second time after you put in your cervical cap.

You do not need to put in more spermicide.

1. True

2. False

After sex, your cervical cap should stay in 
place for:

1. 24 hours.
2. 4 to 8 hours.
3. At least 6 hours and up to 48 hours.

The cervical cap with spermicide can help
prevent:

1. Pregnancy.
2. The spread of HIV (AIDS)
3. The spread of other sexually transmitted 
diseases (STD's)

I use my primary form of birth control exactly 
as prescribed and use a vaginal sponge as my 
second form.  I ran out of sponges tonight.  My 

partner and I would:

1. Wait until I can buy more sponges or 
some other secondary form of birth control.

2. Have sex anyway.

3. Have sex but use withdrawal.

I use my primary form of birth control exactly 
as prescribed, but I forgot to put in my vaginal 

sponge this one time.  I would:

1. Not worry that I could have gotten 
pregnant.
2. Worry that I may become pregnant, but 
do nothing.
3. Call my doctor to talk about emergency 
birth control.

The vaginal sponge can help prevent:

1. The spread of HIV (AIDS)
2. The spread of other sexually transmitted 
diseases (STD's)
3. Pregnancy

You should insert your sponge:

1. Any time during sex.
2. Any time up to 30 hours before you have 
sex.
3. Only when you remember.

After sex, your sponge should stay in place 
for:

1. 24 hours or more.
2. 2 to 4 hours.
3. At least 6 hours.

If you and your partner want to have sex a 
second time after you put in your sponge:

1. You must put spermicide in your vagina 
again before you have sex.
2. You can have sex again without using a 
new sponge for up to 30 hours at a time.
3. You must take out your sponge and out 
in a new one before having sex.

I have been using the hormonal skin patch 
perfectly for over a year and have not gotten 

pregnant.  Why do I need another form of birth 
control now?

1. Any form of birth control can fail.
2. Using two forms of birth control all the 
time drastically reduces the chance that you 
will get pregnant.
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3. Most female patients who got pregnant 
during isotretinoin treatment were using 
only 1 form of birth control.
4. All of these.

I have been using the hormonal skin patch, 
but I was 2 days late changing it.  I would:

1. Not have sex for the rest of my cycle, but 
keep using the hormonal patch as 
prescribed.
2. Have sex when I want to, my partner's 
condom is enough.

I am using the hormonal skin patch exactly as 
my doctor tells me.  I should not put it on:

1. My upper outer arm.
2. My stomach or upper body.
3. My breasts.

The hormonal skin patch works best when you 
change it every week as prescribed.

1. True

2. False

You can get pregnant using the hormonal 
patch if:

1. It becomes loose or falls off for more than 
24 hours.
2. You leave the same hormonal patch on 
more than one week.
3. Both 1 and 2.

My hormonal vaginal ring slipped out and I did 
not replace it within 3 hours, I would:

1. Not have sex for the rest of my cycle, but 
keep using the hormonal vaginal ring as 
prescribed.
2. Have sex when I want to, my partner's 
condom with spermicide is enough.

I have been using a hormonal vaginal ring for 
1 year and have not gotten pregnant.  Why do 

I need another form of birth control now?

1. Any form of birth control can fail.
2. Using two forms of birth control all the 
time drastically reduces the chance that you 
will get pregnant.

3. Most female patients who got pregnant 
during isotretinoin treatment were using 
only 1 form of birth control.
4. All of these.

I am using the hormonal vaginal ring as my 
primary form.  I can use it with which of the 

following barrier methods?

1. Cervical cap with spermicide.

2. Condom with or without spermicide.

3. Diaphragm with spermicide.

The hormonal ring works best when you 
change it on time every month, as prescribed.

1. True

2. False

Pregnancy can happen when you are using a 
hormonal vaginal ring if:

1. The unopened package containing the 
hormonal vaginal ring is put into direct 
sunlight or gets hot.
2. It slips out of your vagina and you do not
replace it within 3 hours.
3. It does not stay in your vagina for 3 
weeks.
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4. You leave it in your vagina for more than 
3 weeks.
5. All of these reasons.

I have been getting hormone shots for 1 year 
and have not gotten pregnant.  Why do I need 

another form of birth control now?

1. Any form of birth control can fail.
2. Using two forms of birth control all the 
time drastically reduces the chance that you 
will get pregnant.

3. Most female patients who got pregnant 
during isotretinoin treatment were using 
only 1 form of birth control.
4. All of these.

You get hormone shots:

1. Every 4 or 12 weeks, depending on the 
brand of the product.
2. In your arm, belly, or buttocks.
3. Both are true.

You are using hormonal shots as your primary 
form of birth control, you should remember:

1. You are not protected against HIV (AIDS)
2. You need to see your doctor to get the 
hormonal shot
3. They might delay your ability to get 
pregnant after you stop using hormonal 
shots.
4. All of the above.

One advantage of Hormone shots is that they 
also protect against sexually transmitted 

diseases.

1. True

2. False

You have chosen hormone shots as your 
primary method of birth control.  Another 
acceptable form for you to use would be:

1. Female condoms
2. IUD Progesterone T
3. Withdrawal
4. None of the above

You have received a prescription for 
isotretinoin from your doctor but have not had 

the prescription filled.  It is OK to have 
unprotected sex since you have had a 

negative pregnancy test.

1. True

2. False

You check for the strings on your IUD, but 
cannot feel them.  You would:

1. Not worry because you are also using a 
diaphragm with spermicide.
2. Call your gynecologist.

I have been using an IUD for 3 years and have 
not gotten pregnant.  Why do I need another 

form of birth control now?

1. Any form of birth control can fail.
2. Using two forms of birth control all the 
time drastically reduces the chance that you 
will get pregnant.

3. Most female patients who got pregnant 
during isotretinoin treatment were using 
only 1 form of birth control.
4. All of these.
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Your IUD needs to be checked by your doctor:
1. Within 3 months after you had it inserted.
2. If you can feel the strings.
3. If your weight stays the same.

You have chosen an IUD as your primary 
method of birth control.  Another acceptable 

form for you to use would be:

1. Female condoms
2. IUD Progesterone T
3. Withdrawal
4. None of the above

I had tubal sterilization (my tubes tied) 5 years 
ago and have not gotten pregnant.  Why do I 

need another form of birth control now?

1. Any form of birth control can fail, 
including tubal sterilization (having my tubes 
tied).
2. Using two forms of birth control all the 
time drastically reduces the chance that you 
will get pregnant.

3. Most female patients who got pregnant 
during isotretinoin treatment were using 
only 1 form of birth control.
4. All of these.

My primary form of birth control is tubal 
sterilization (having my tubes tied).  I also 
need to use a secondary form or another 

primary form of birth control while I am taking 
isotretinoin:

1. True

2. False

Important information to know about tubal 
sterilization (tying your tubes) is: 

1. Tubal sterilization (Tying your tubes)
does not protect against sexually 
transmitted diseases.
2. Tubal sterilization (Tying your tubes)
does not require surgery.
3. It is easy to re-open the tubes.

Tubal sterilization (Tying your tubes) is a 
highly effective form of birth control and does 
not require use of another effective form of 

birth control while taking isotretinoin:

1. True

2. False

You have chosen tubal sterilization (tying your 
tubes) as your primary method of birth control.  
Another acceptable form for you to use would 

be:

1. Female condoms
2. IUD Progesterone T
3. Withdrawal
4. None of the above

My only partner had a vasectomy 5 years ago 
and I have not gotten pregnant.  Why do I 
need another form of birth control now?

1. Using two forms of birth control all the 
time drastically reduces the chance that you 
will get pregnant.
2. Any form of birth control can fail.
3. Most female patients who got pregnant 
during isotretinoin treatment were using 
only 1 form of birth control.
4. All of these.
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My primary form of birth control is my only 
partner’s vasectomy.  I also need to use a 
secondary form or another primary form of 
birth control while I am taking Isotretinoin.

1. True

2. False

Important information to know about your 
partner's vasectomy is:

1. Your partner's vasectomy does not 
protect against sexually transmitted 
diseases.
2. Your partner's vasectomy does not 
require surgery.
3. It is easy to open the tubes again if your 
partner wants a child later.

Your partner's vasectomy is a highly effective 
form of birth control and does not require use 
of another effective form of birth control while 

taking isotretinoin:

1. True

2. False

You have chosen your partner's vasectomy as 
your primary method of birth control.  Another 

acceptable form for you to use would be: 

1. Female condoms
2. IUD Progesterone T
3. Withdrawal
4. None of the above

I have had implanted hormones for 2 years 
and have not gotten pregnant.  Why do I need 

another form of birth control now?

1. Using two forms of birth control all the 
time drastically reduces the chance that you 
will get pregnant.
2. Any form of birth control can fail.
3. Most female patients who got pregnant 
during isotretinoin treatment were using 
only 1 form of birth control.
4. All of these.

My primary form of birth control is implanted 
hormones.  I also need to use a secondary 
form or another primary form of birth control 

while I am taking isotretinoin.

1. True

2. False

My implantable hormone will only be effective 
through the first month while I am taking 

isotretinoin, after that I only need to use one 
effective form of birth control for the rest of my 

treatment.

1. True

2. False

You have chosen implantable hormones as 
your primary method of birth control.  Another 

acceptable form for you to use would be: 

1. Female condoms
2. IUD Progesterone T
3. Withdrawal
4. None of the above

Abstinence means no sex at all, 24 hours a 
day, 7 days a week.

1. True
2. False

One of the most common causes of 
unplanned pregnancy is not being able to 

avoid sex.

1. True

2. False
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You planned not to have sex while taking 
isotretinoin, so you do not use any birth 

control.  If you decide to have sex, you need 
to:

1. Work with your doctor to develop a plan 
to go on birth control before having sex.
2. Stop having sex until you use your new 
birth control form for at least 1 month and 
have a negative pregnancy test.
3. Start using three forms of effective birth 
control, just to be sure.
4. 1 and 2 are correct.

Isotretinoin is not recommended if you do not 
follow the birth control requirements of the 

iPledge.

1. True

2. False

Important information to know about birth 
control pills is:

1. You cannot get pregnant while using birth 
control pills even if you skip pills.
2. Birth control pills do not protect against 
STDs 9sexually transmitted diseases) or 
HIV (AIDS)
3. There are no side effects from using birth 
control pills.

The male condom can help prevent:

1. Pregnancy.
2. The spread of HIV (AIDS)
3. The spread of other sexually transmitted 
diseases (STD's)
4. All of the above.

For 1 month after your last dose, you must use 
2 effective forms of birth control together all 

the time.

1. True

2. False
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[Name of Manufacturer] 
 
{Product Name and Generic Designation} Wholesaler to Wholesaler Shipment Request 
 
 
REQUESTING PARTY INFORMATION: (Please print or type) 

Requester Name: ____________________________________________________Telephone: _______________ 

E-Mail Address: _______________________________________________ Date of Request: ________________ 

Wholesaler Name: _______________________________________________ DEA: _______________________ 

Address: _____________________________________City:________________State:_________Zip:__________ 
Requesting Party represents and warrants that the Receiving Party listed below is registered with the iPLEDGE program. 

Requester Signature: ________________________________________ Date: ____________________________ 

 
 

RECEIVING PARTY INFORMATION 
Wholesaler Name: ______________________________________________ DEA: ________________________ 

Address: ______________________________________City:______________State:_________Zip:___________ 

Ship to Address: _________________________________City: _________________State: ______Zip: ________ 

 
 
MANUFACTURER’S CONSENT 
Shipments of [Product Name and Generic Designation] between wholesalers* must be in compliance with  
the iPLEDGE program.  Labeling for [Product Name] states that wholesalers registered in iPLEDGE may only ship to  
other registered wholesalers with prior written consent from the manufacturer.  Pursuant to the labeling for  
[Product Name], the authorized signature below shall serve as written consent from the manufacturer provided that  
the requesting and receiving party’s registration is verified prior to each shipment.  Registration will be verified by  
[Maunfacturer Name] upon receipt of shipment request. 
*The term wholesaler refers to a wholesaler and each of its individual distribution centers, a distributor and each of its 
individual distribution centers, and/or each warehousing chain pharmacy distribution center. 
 
 
 
[Name of Manufacturer] 
 
By: _____________________________________________________Title: _________________________________ 
 
Print Name: ______________________________________________Date: _________________________________ 
 
 
 
 
 
Please return completed forms to [Insert Appropriate Information Including Fax Number, Email URL, Telephone 
Number, etc.] 
 
Please note that this approval is for a one time shipment.  Further shipments require consent from 
[Manufacturer]. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 021951  

 
PRE-APPROVAL REMS NOTIFICATION 

 
Cipher Pharmaceuticals Inc. 
c/o Galephar P.R. Inc. (U.S. Agent) 
Attention: Arthur M. Deboeck 
V.P./General Manager 
Road 198 km 14.7 #100, Juncos Industrial Park 
Juncos, Puerto Rico  00777-3873 
 
 
Dear Mr. Deboeck: 
 
Please refer to your November 28, 2011, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for (isotretinoin) Capsules, 10 mg, 
20 mg, 30 mg and 40 mg. 
 
Section 505-1 of the Federal Food, Drug, and Cosmetic Act (FDCA) authorizes FDA to require 
the submission of a risk evaluation and mitigation strategy (REMS), if FDA determines that such 
a strategy is necessary to ensure that the benefits of the drug outweigh the risks 
[section 505-1(a)].   
 
In accordance with section 505-1 of FDCA, we have determined that a REMS is necessary for 
isotretinoin to ensure the benefits of the drug outweigh the risks of teratogenic effects associated 
with fetal exposure to isotretinoin.   
 
As required under section 505-1(i) of the FDCA, your proposed REMS must use a single shared 
system for the elements to assure safe use and implementation system in the REMS. We 
acknowledge receipt of your letter dated November 28, 2011 in which you state that 
(isotretinoin) Capsules will be included in the single shared system, iPLEDGE.  
 
Your proposed REMS must include the following: 
 

Medication Guide: As one element of a REMS, FDA may require the development of a 
Medication Guide, as provided for under 21 CFR 208.  Pursuant to 21 CFR 208, FDA has 
determined that isotretinoin poses a serious and significant public health concern 
requiring the distribution of a Medication Guide.  The Medication Guide is necessary for 
patients’ safe and effective use of isotretinoin.  FDA has determined that isotretinoin is a 
product for which patient labeling could help prevent serious adverse effects and that has 
serious risks (relative to benefits) of which patients should be made aware because 
information concerning the risks could affect patients’ decisions to use, or continue to use 
isotretinoin. 
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Under 21 CFR 208, you are responsible for ensuring that the Medication Guide is 
available for distribution to patients who are dispensed isotretinoin. 
 
Elements to Assure Safe Use: We have determined that elements to assure safe use are 
necessary to mitigate serious risks listed in the labeling of the drug.  In addition, we have 
determined that a Medication Guide is not sufficient to mitigate the serious risks.  Your 
REMS must include tools to manage these risks, including at least the following:  
 

 Healthcare providers are specially certified or trained [section 505-1(f)(3)(A)] 
 Pharmacies, practitioners, or health care settings that dispense the drug are 

specially certified [section 505-1(f)(3)(B)] 
 The drug is dispensed to patients with evidence or other documentation of safe-

use conditions [section 505-1(f)(3)(D)] 
 
Implementation System: The REMS must include an implementation system to monitor 
and evaluate the implementation of the elements to assure safe use (outlined above) that 
require pharmacies, practitioners, or health care settings that dispense the drug be 
specially certified, and the drug be dispensed to patients with documentation of safe use 
conditions.  Please see section 2.3 in attached REMS document for the specific 
implementation system requirements. 

 
Timetable for Submission of Assessments:  The proposed REMS must include a 
timetable for submission of assessments that shall be no less frequent than annually after 
the REMS is initially approved.  To facilitate inclusion of as much information as 
possible while allowing reasonable time to prepare the submission, the reporting interval 
covered by each assessment should conclude no earlier than 60 days before the 
submission date for that assessment. For example, the reporting interval covered by an 
assessment that is to be submitted by July 31st should conclude no earlier than June 1st. 
 

Your proposed REMS submission should include two parts: a “proposed REMS” and a “REMS 
supporting document.”  Attached is the proposed REMS with specific information pertinent to 
NDA 021951 (see Appendix A).  Additionally, all relevant proposed REMS materials including: 
enrollment forms, informed consents, educational and communication materials are appended to 
the proposed REMS. Once FDA finds the content acceptable and determines that the application 
can be approved, we will include these documents as an attachment to the approval letter that 
includes the REMS.  The REMS, once approved, will create enforceable obligations. 
 
The REMS supporting document should be a document explaining the rationale for each of the 
elements included in the proposed REMS and the plan for REMS assessments. 
 
Before we can continue our evaluation of this NDA, you will need to submit the proposed 
REMS. 
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Under 21 CFR 208.24(d), you are responsible for ensuring that the label of each container or 
package includes a prominent and conspicuous instruction to authorized dispensers to provide a 
Medication Guide to each patient to whom the drug is dispensed, and states how the Medication 
Guide is provided.  You should submit marked up carton and container labels of all strengths and 
formulations with the required statement alerting the dispenser to provide the Medication Guide.  
We recommend one of the following statements, depending upon whether the Medication Guide 
accompanies the product or is enclosed in the carton (for example, unit of use): 
 

 “Dispense the enclosed Medication Guide to each patient.” or 
 “Dispense the accompanying Medication Guide to each patient.” 

 
For administrative purposes, designate the proposed REMS submission as “PROPOSED REMS 
for NDA 021951” and all subsequent submissions related to the proposed REMS as 
“PROPOSED REMS for NDA 021951-AMENDMENT.”  If you do not submit electronically, 
please send 5 copies of your REMS-related submissions. 
 
We request that you submit your proposed REMS and other REMS-related materials in Word 
format.  Submission in Word format assists in the review of these materials and Word documents 
can efficiently be made compliant with Section 508 (29 U.S.C. Section 794d) to ensure timely 
posting of the document on the website upon approval.  It is preferable that the entire REMS 
document and attached materials be in a single Word document.  If certain documents such as 
enrollment forms are only in PDF format, they may be submitted as such, but the preference is to 
include as many as possible be in a single Word document. 
 
If you have any questions, call Paul Phillips, Regulatory Project Manager, at (301) 796-3935. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Tatiana Oussova, M.D., M.P.H. 
Deputy Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

TATIANA OUSSOVA
04/12/2012
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