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1.0  EXECUTIVE SUMMARY 

1.1  Introduction 
Isotretinoin is an oral prescription medication that belongs to the retinoid drug class and was first 
approved by the United States Food and Drug Administration (US FDA) in 1982 for the 
treatment of severe recalcitrant nodular acne unresponsive to conventional therapy, including 
systemic antibiotics. Isotretinoin is highly effective and demonstrates complete and prolonged 
disease remission. 
However, it is a known teratogen and when taken during pregnancy can cause serious side 
effects, including fetal malformations, increased risk of spontaneous abortions, and premature 
birth. It is associated with an extremely high risk of life-threatening birth defects if pregnancy 
occurs while taking isotretinoin in any amount, even for short periods of time. Therefore, 
isotretinoin must not be used by patients who are or may become pregnant. 
In 1984, a risk management program for isotretinoin was implemented to minimize the risk of 
these birth defects. Over the years, that program has evolved from labeling to a Risk 
Management Action Plan and finally to a Risk Evaluation and Mitigation Strategy (REMS). The 
isotretinoin REMS, known as iPLEDGE, is a computer-based, centralized registry of Prescribers, 
Patients, Pharmacies, and Wholesalers that provides a closed-loop system for prescribing, 
dispensing, and distributing isotretinoin. iPLEDGE was developed by the isotretinoin Sponsors 
(Barr Laboratories, a wholly owned subsidiary of Teva Pharmaceuticals USA, Inc.; Genpharm 
ULC; Mylan Pharmaceuticals Inc.; Ranbaxy Laboratories Limited, which was subsequently 
acquired by Sun Pharmaceutical Industries Limited, a parent company of Sun Pharmaceutical 
Industries, Inc.; and Roche Laboratories Inc.) in collaboration with FDA during 2004 and 2005. 
There are currently 7 Sponsors with at least 1 approved New Drug Application or Abbreviated 
New Drug Application for an isotretinoin product: Absorica®, Absorica LD™, and isotretinoin 
distributed by Sun Pharmaceutical Industries, Inc.; Amnesteem® distributed by Mylan 
Pharmaceuticals Inc.; Claravis™ manufactured by Teva Pharmaceuticals USA, Inc.; isotretinoin 
distributed by Amneal Pharmaceuticals LLC; Myorisan® distributed by Akorn Inc.; isotretinoin 
distributed by Upsher-Smith Laboratories, LLC; and Zenatane™ distributed by Dr. Reddy’s 
Laboratories, Ltd. These 7 Sponsors are collectively referred to as the Isotretinoin Product 
Manufacturer Group. 

1.2  Goals of iPLEDGE REMS  
The goals of the isotretinoin REMS are 
1. To prevent fetal exposure to isotretinoin 
2. To inform Prescribers, Pharmacists, and Patients about isotretinoin’s serious risks and safe-

use conditions 
These goals are intended to underscore the foundational principles of iPLEDGE, which are to 
prevent pregnant Patients from receiving a prescription for isotretinoin and to prevent Patients 
from becoming pregnant while taking isotretinoin. 
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1.2.1  Key Components for Safe Use of Isotretinoin 
The iPLEDGE REMS is required by FDA to ensure the benefits of isotretinoin outweigh its 
risks. 
Isotretinoin Sponsors must ensure that healthcare providers (HCPs), Patients, Pharmacies, and 
Wholesalers-distributers comply with the required elements to assure safe use (ETASUs). These 
include 

• HCPs who prescribe isotretinoin are specially certified in the iPLEDGE REMS. 

• Isotretinoin will only be dispensed by Pharmacies specially certified in the iPLEDGE REMS. 

• Isotretinoin Sponsors will ensure that isotretinoin will only be dispensed to Patients enrolled 
in the iPLEDGE REMS with evidence or other documentation of safe-use conditions. 

• Isotretinoin Sponsors will maintain a centralized pregnancy registry for Patients enrolled in 
the iPLEDGE REMS who become pregnant and consent to participate in a root cause 
analysis. 

1.2.2  Evidence That iPLEDGE Is Meeting Its Goals 
The pregnancy rate for Patients who can become pregnant (PWCBP) enrolled in iPLEDGE has 
remained consistently low over a period of 16 years (Figure A).1 Since iPLEDGE Year 12, there 
has been less than 1 pregnancy per 1000 PWCBP who have received at least 1 Risk Management 
Authorization for isotretinoin through iPLEDGE. The Risk Management Authorization is the 
authorization for a Pharmacist to dispense a prescription and is the last iPLEDGE REMS system 
interaction prior to a Patient being dispensed isotretinoin. 

Figure A: Pregnancy Rates From 2006-2021 (iPLEDGE Years 1-16) 

 
Abbreviations: PWCBP=Patients who can become pregnant; RMA=Risk Management Authorization; US=United 
States. 
a Women and girls 15-44 years of age in the US. 
b PWCBP enrolled in iPLEDGE with at least 1 RMA. 
1 Finer LB and Zolna MR. N Engl J Med. 2016;374(9):843-852. 
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The overall rate of unintended pregnancies in the United States calculated by Finer and Zolna 
was 45 unintended pregnancies per 1000 women and girls 15-44 years of age.1 While direct 
comparisons are not possible, these data are from individuals of a similar age to iPLEDGE 
Patients and suggest that the iPLEDGE pregnancy rate is far lower than the unintended 
pregnancy rate in the general US population. 
In addition, the iPLEDGE REMS has detected and prevented at least 516 pregnancies from 
exposure to isotretinoin during iPLEDGE Years 1-16. In all cases, those PWCBP were registered 
in iPLEDGE, had negative screening pregnancy tests, but had positive pregnancy tests at the 
confirmation visits after the initial 30-day wait before drug was dispensed. 
When a PWCBP misses their first prescription because the 7-day prescription window has 
expired, the Patient is required to wait at least 19 days before their next confirmatory pregnancy 
test. This second confirmatory pregnancy test must be negative to proceed with the subsequent 
requirements that then allow the Patient to become qualified to receive drug. This ensures the 
Patient does not receive and start taking drug during their most fertile period. Since iPLEDGE 
Year 12, 12 pregnancies have been detected during the 19-day wait, preventing fetal exposure to 
isotretinoin. Importantly, the 19-day wait requirement is essential to prevent fetal exposure to 
isotretinoin at the time when the Patient is most fertile. 
Data collected by the iPLEDGE Pregnancy Registry indicate that the majority of pregnancies are 
being detected within the first 29 days of conception and that Patients are discontinuing 
isotretinoin on suspicion or detection of pregnancy. Among 184 exposed or indeterminately 
exposed iPLEDGE pregnancies in Year 16, 124 had data on duration of exposure, and the 
median duration of exposure to isotretinoin was 16.5 days. 
Metrics to assess Patient knowledge of the risks of isotretinoin indicate that in iPLEDGE Year 
16, >95% of non-pregnant and >96% of pregnant PWCBP demonstrated an understanding of the 
need to use contraception and of the risk of birth defects for isotretinoin-exposed pregnancies by 
passing the monthly comprehension test on the first attempt. 

1.3  Modifications to iPLEDGE 
In December 2021, the iPLEDGE REMS transitioned to a new REMS administrator, website 
host, and contact center. The transition did not go as planned and there were several challenges, 
including stakeholders not being able to log in to the new website and a massive influx of calls to 
the newly established call center. Efforts to get stakeholders updated passwords or to use a 
secondary identifier (Date of Personal Significance) to enable a stakeholder to log in were only 
marginally successful. 
The departure of the legacy system vendor with relatively short notice and encryption of 
passwords that could not be transferred to the new system were contributing factors to the issues 
with the transition, and actions were taken that addressed these challenges. Discussions with 
FDA and stakeholders identified further opportunities for improvement. 
The iPLEDGE Sponsors submitted a Major REMS Modification in November 2022 that 
included proposed changes based on stakeholder feedback. Modifications to iPLEDGE to reduce 
stakeholder burden must be carefully weighed against the potential impact on the safe use of 
isotretinoin. A negative impact on safety is defined as any change that has the potential for an 



iPLEDGE Risk Evaluation and Mitigation Strategy (REMS)  FDA Advisory Committee Briefing Document 
IPMG  February 24, 2023 
 

 
 Page 5 of 51 
 

increased risk of fetal exposure to isotretinoin. Any proposed change must preserve the 
foundational principles of iPLEDGE to prevent pregnancies in Patients taking isotretinoin and to 
prevent pregnant Patients from receiving a prescription for isotretinoin. 
The iPLEDGE Sponsors identified 4 potential REMS modifications that will reduce stakeholder 
burden while maintaining the goals of the safe use of isotretinoin: 
1. Change in confirmation interval for Patients who cannot become pregnant (PWCNBP): 

The iPLEDGE Sponsors propose to extend the confirmation interval for these Patients to 
every 120 days, rather than monthly. 
The prescription for PWCNBP will still be no more than a 30-day supply. Prescribers who 
want to confirm their PWCNBP will still have the ability to do so for each prescription, but it 
will not be required. At each confirmation, the timing for the next required confirmation for 
PWCNBP will be 120 days. All other REMS requirements for both the Patient and the 
Prescriber remain unchanged. This proposed change will reduce the burden for both 
PWCNBP and Prescribers. 

2. Enhanced enrollment process: The iPLEDGE Sponsors propose that a Designee will be 
able to log in and enter all enrollment information (including pregnancy test results and 
Patient categorization) on behalf of the Prescriber. This information can be saved at any time 
in the process. To complete the process, the Prescriber will need to log in and attest that the 
information is correct, complete the informed consent(s) with the Patient, and provide an 
electronic signature. 
Additionally, the Prescriber will have the ability to access pending Patient enrollments, 
review and confirm the Designee’s entries, complete informed consent(s), and save and 
continue entries for completion later. This proposed change will substantially reduce the 
burden for Prescribers. 

3. Reinstate calendar functionality to improve the iPLEDGE REMS user interface for 
PWCBP: The iPLEDGE Sponsors plan to reinstate calendar functionality to better 
communicate the Patient’s course of treatment (COT). 
A Patient Calendar will be added to the Patient Profile screen for PWCBP, which will 
provide a graphical view of the COT and requirements for individual Patients. This will be 
visible to Patients, Prescribers, and their Designees. This proposed change will make it easier 
for both Patients and Prescribers to quickly see where they are in the COT and upcoming 
requirements. 

4. Website updates for Prescribers and Designees: The iPLEDGE Sponsors propose website 
updates that will be made to reduce data entry errors and help to reduce delays in delivery of 
isotretinoin to Patients. This proposed change will benefit both Patients and Prescribers. 

1.4  Benefit/Risk Summary 
The iPLEDGE REMS is meeting its goals of preventing fetal exposure to isotretinoin and 
informing Prescribers, Pharmacists, and Patients about the serious risks and safe-use conditions 
of isotretinoin. The iPLEDGE REMS helps to ensure that the benefits of isotretinoin outweigh its 
risks. Based on stakeholder feedback, the iPLEDGE Sponsors identified 4 potential 
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modifications that should reduce stakeholder burden while maintaining the safe use of 
isotretinoin and submitted a Major REMS Modification in November 2022 that included these 
proposed changes. Any proposed modification must be carefully weighed against the potential 
impact on the safe use of isotretinoin and must preserve the foundational principles of the 
iPLEDGE REMS, which are to prevent pregnancies in Patients taking isotretinoin and to prevent 
pregnant Patients from receiving a prescription for isotretinoin. 
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Key Terms/ 
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β-HCG Beta human chorionic gonadotropin 
CFR Code of Federal Regulations 
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COT Course of treatment 
Designee Staff member in a certified Prescriber’s office who may perform most Patient 

activities in the iPLEDGE REMS system on behalf of the Prescriber 
DO Doctor of Osteopathic Medicine 
DOP Date of Personal Significance 
DSaRM Drug Safety and Risk Management 
ETASU Elements to Assure Safe Use 
FCBP Female Patients of Childbearing Potential 
FDA Food and Drug Administration 
FNBC Female Patients of Non-Childbearing Potential 
FRP Females of reproductive potential 
FNRP Females of non-reproductive potential 
HCP Healthcare provider 
iPLEDGE 
pregnancy 

An isotretinoin-exposed or indeterminate-exposure pregnancy, whether medically 
confirmed or unconfirmed, in a Patient who was registered in iPLEDGE 

IPMG Isotretinoin Product Manufacturer Group 
IQ Intelligence quotient 
IVRS Interactive Voice Recognition System 
KAB Knowledge, Attitudes, and Behaviors 
Max Maximum 
MD Doctor of Medicine 
Min Minimum 
Non-iPLEDGE 
pregnancy 

An isotretinoin-exposed or indeterminate-exposure pregnancy, whether medically 
confirmed or unconfirmed, in a Patient who was not registered in iPLEDGE and 
who became pregnant after iPLEDGE was fully implemented 

PDF Portable document format 
PHE Public Health Emergency 
PPP Pregnancy Prevention Program 
Prescriber Healthcare providers who prescribe isotretinoin 
PWCBP Patients who can become pregnant 
PWCNBP Patients who cannot become pregnant 
QR Quick reference (code) 
REMS Risk Evaluation and Mitigation Strategy 
RMA Risk Management Authorization 
SD Standard deviation 
US United States 
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2.0  BACKGROUND 

2.1  Overview of Isotretinoin 
Isotretinoin is an oral prescription medication that belongs to the retinoid drug class. Isotretinoin 
is used in patients 12 years of age and older and is efficacious for the treatment of severe 
recalcitrant, nodular acne in patients who are unresponsive to conventional therapy. However, it 
is a known teratogen and when taken during pregnancy can cause serious side effects, including 
fetal malformations, increased risk of spontaneous abortions, and premature birth. It is associated 
with an extremely high risk of life-threatening birth defects if pregnancy occurs while taking 
isotretinoin in any amount, even for short periods of time. Potentially any fetus exposed during 
pregnancy can be affected, and there is no accurate means of determining whether an exposed 
fetus has been affected. 
Documented external abnormalities include abnormalities of the skull, ear (including anotia, 
micropinna, and small or absent external auditory canals), eye (including microphthalmia), facial 
dysmorphia, and cleft palate. Documented internal abnormalities include abnormalities of the 
central nervous system (including cerebral abnormalities, cerebellar malformation, 
hydrocephalus, microcephaly, and cranial nerve deficit), cardiovascular and thymus gland 
abnormalities, and parathyroid hormone deficiency. In some cases, death has occurred with 
certain of the abnormalities previously noted. Cases of intelligence quotient (IQ) scores <85, 
with or without other abnormalities, have been reported.2 
Therefore, isotretinoin must not be used by patients who are or may become pregnant. If 
pregnancy does occur during treatment with isotretinoin, isotretinoin must be discontinued 
immediately, and the patient should be referred to an obstetrician-gynecologist experienced in 
reproductive toxicity for further evaluation and counseling. 

2.2  History of Isotretinoin Risk Management Programs 
The risk management strategies for isotretinoin have evolved for nearly 40 years (Table 1). They 
began in February 1984, when a Boxed Warning for pregnancy was added to the label. In 1988, 
the Pregnancy Prevention Program was initiated, and the label was strengthened to contain the 
need for pregnancy testing, 2 forms of contraception, and monthly negative pregnancy tests 
before starting therapy. Because of continued unacceptable levels of fetal exposure to 
isotretinoin, risk labeling and mitigation strategies were progressively made stronger based on 
United States Food and Drug Administration (US FDA) and Advisory Committee feedback. 
In 2000, the label was updated with a requirement for 2 negative pregnancy tests prior to the 
initial prescription, and the Drug Safety and Risk Management (DSaRM) Advisory Committee 
articulated 2 goals: no woman should begin isotretinoin therapy if pregnant, and no woman 
becomes pregnant while being treated with isotretinoin. 
In January 2002 the SMART Risk Minimization Action Plan was initiated, which was the first 
isotretinoin program linking dispensing of drug to confirmed negative pregnancy status. Multiple 
similar programs were implemented by Sponsors of generic isotretinoin products. 
In 2004, the DSaRM Advisory Committee recommended the initiation of a unified, mandatory 
isotretinoin Risk Management program with a single centralized pregnancy registry. iPLEDGE 
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Patient enrollment includes 

• Obtaining a screening pregnancy test, which may be completed at the Prescriber’s office, and 
which must be negative for the Patient to be enrolled in the iPLEDGE REMS  

• Obtaining Patient consents 

• Counseling the Patient on either the mandatory simultaneous use of 2 effective forms of 
contraception, or abstinence, for at least 30 days before starting treatment, during treatment, 
and for 1 month after end of treatment. This counseling can be conducted by the Prescriber or 
a Contraception Counselor. 

Once a Patient has been enrolled, the iPLEDGE REMS system enforces a 30-day wait before the 
first prescription. Per the Prescribing Information, a second negative confirmatory pregnancy test 
is required after the Patient has either used 2 forms of contraception, or remained abstinent, for 
30 days. This test must be conducted during the first 5 days of the menstrual cycle that 
immediately precedes the beginning of isotretinoin therapy. This timing provides the greatest 
probability that the Patient is not pregnant when starting isotretinoin therapy. 
The Prescriber confirms the Patient in the iPLEDGE REMS system by documenting the negative 
pregnancy test and completed contraception counseling. Isotretinoin must be dispensed to the 
Patient within 7 days of the specimen collection date of the second negative confirmatory 
pregnancy test. The Patient is then required to interact with the educational and risk management 
component of the iPLEDGE REMS system to demonstrate their comprehension of the Patient 
requirements. 
When a Pharmacy receives a prescription from a certified Prescriber, the Pharmacy must interact 
with the system to obtain an RMA to ensure all ETASUs and safe-use conditions are in place. If 
not in place, the RMA is denied. When the RMA is obtained, the Pharmacist is provided with a 
Do Not Dispense After date. The prescription must be dispensed to the Patient by this date. 
These steps create a 7-day window in which to dispense up to a 30-day supply of isotretinoin to 
the Patient, which minimizes the chances that the Patient is pregnant before starting therapy. 

Figure 2:  Patient Journey for PWCBP 

 
Abbreviations: CLIA=Clinical Laboratory Improvement Amendment; PWCBP=Patients who can become pregnant; 
REMS=Risk Evaluation and Mitigation Strategy. 
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a Patients counseled that they must either simultaneously use 2 effective forms of contraception correctly, or remain 
abstinent, for at least 30 days before starting treatment. 
b For the first prescription only, a CLIA-certified confirmatory pregnancy test must be performed during first 5 days 
of menstrual cycle, at least 30 days after enrollment. For subsequent prescriptions, a CLIA-certified pregnancy test 
is required. 
c Counseling on iPLEDGE REMS and contraception required monthly. 
d Prior to obtaining authorization for the Pharmacy to dispense a prescription, the Prescriber and Patient must have 
entered their required information into the iPLEDGE REMS website. 
e If all iPLEDGE REMS requirements have been met, this will generate an RMA number, which the Pharmacist 
should document prior to dispensing prescription. 
f Do Not Dispense After date is calculated as 7 days from the date of confirmatory pregnancy test specimen 
collection. Patients who present a prescription after this date will not be authorized in the iPLEDGE REMS website 
to receive isotretinoin. 

3.1.5.2  Patients Who Cannot Become Pregnant 
The Patient is enrolled and signs a consent form, is counseled, and is confirmed by the 
Prescriber. Following that, they are qualified to receive drug within a 30-day prescription 
window. The Patient journey for PWCNBP is shown in Figure 3. 

Figure 3:  Patient Journey for PWCNBP 

  
Abbreviations: PWCNBP=Patients who cannot become pregnant; REMS=Risk Evaluation and Mitigation Strategy. 

3.2  iPLEDGE Operations 
The years of iPLEDGE reporting periods do not align with the calendar year; the reporting 
periods and corresponding iPLEDGE years are shown in Table 5. 
For the first 15 iPLEDGE years, the Sponsors submitted an annual assessment report to the FDA 
where the reporting period ran from March through February of the next calendar year. 
A bridge assessment report was submitted for Year 16, which covered the 10 months from the 
end of Year 15 and through the transition. This was the most recent assessment submitted to 
FDA. The next assessment report for the period from December 11, 2021, to December 31, 2023, 
is due on March 1, 2024. 
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The iPLEDGE Pregnancy Registry is notified of pregnancies by one or more of the following 
ways: entry of a positive pregnancy test or diagnosis of pregnant in the iPLEDGE REMS 
database; a call to the call center, which is then triaged to the Pregnancy Registry; a direct call to 
the Pregnancy Registry; or a discontinuation of a Patient in the iPLEDGE REMS due to a reason 
of pregnancy. Once the Pregnancy Registry has been notified, a trained representative collects 
information from the reporter (Patient, HCP, parent, Pharmacist, or other such person) on the 
status of the pregnancy. If any reporter is a Patient and when such Patient is called, consent is 
always requested before information collection begins (the iPLEDGE Pregnancy Registry 
adheres to 45 CFR part 46 and 21 CFR parts 50 and 56). Follow-up with reporters continues with 
1 outreach per trimester until either no more information is available (case becomes lost to 
follow-up) or contributing reasons for the pregnancy (factors that lead to contraceptive failure) 
and outcome (defined as live birth, still birth, spontaneous abortion, elective termination, or 
ectopic pregnancy) are obtained. Follow-up also continues for up to 1 year after live birth. 
Pregnancies, and updates to each case, are reported to the manufacturing Sponsor within 1 
business day of initial receipt by the Pregnancy Registry. 
The Pregnancy Registry also includes a formal process to minimize the number of pregnancies 
lost to follow-up. This process includes a minimum of 3 telephone attempts to contact the initial 
reporter of the pregnancy. If the telephone attempts to the reporter are unsuccessful, a hard copy 
letter is sent to the reporter via traceable carrier within 10 days after the last telephone attempt 
was made. If all attempts to reach the reporter are unsuccessful, the same process is repeated 
with the Patient’s secondary contact and with all HCPs for Patients who have consented to be 
contacted by the Pregnancy Registry. If no response has been received within 30 days of sending 
the last letter and the outcome and/or reason for the pregnancy is unknown, the pregnancy case is 
classified as lost to follow-up. 
A written narrative is prepared once a case is closed. This document details demographic 
information including manufacturer of the product the Patient was taking at the time of 
conception. Additionally, the Pregnancy Registry attempts to capture the following information 
from various sources: first day of last menstrual period; approximate date of conception; date of 
pregnancy; exposure classification; registration dates; treatment start date; pregnancy test type 
and results; past gynecologic, medical and medication history prior to current pregnancy; 
pregnancy course; root causes; and outcomes. In addition to the narrative, the Pregnancy 
Registry team prepares descriptive statistics for all exposed or indeterminately exposed cases 
(non-exposed cases are not included in this statistical analysis). Some of the endpoints include 
timing of isotretinoin exposure relative to conception (during treatment or after treatment [within 
30 days of last dose]), source of isotretinoin, reasons for pregnancy, pregnancy outcomes, and 
reasons for loss to follow-up. 

3.4.2  iPLEDGE Pregnancies 
Overall, 185 iPLEDGE Year 16 reportable pregnancies were recorded by the iPLEDGE 

Pregnancy Registry during the reporting period (Table 12). This is consistent with the rate of 
pregnancy observed in iPLEDGE Years 1-15 (Figure 4). Of the 185 pregnancies reported during 
iPLEDGE Year 16, 1 Patient did not have documented registration in the iPLEDGE system 
(Case 04692) and was classified as a non-iPLEDGE pregnancy, and 184 Patients had 
documented interactions in the iPLEDGE system and were classified as iPLEDGE pregnancies. 
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4.0  EVIDENCE THAT IPLEDGE IS MEETING ITS GOALS 

4.1  Pregnancy Rate Since iPLEDGE Launch 
The iPLEDGE pregnancy rate for PWCBP demonstrates 16 years of consistency (Figure 4).1 
Since iPLEDGE Year 10, there has been less than 1 pregnancy per 1000 PWCBP who have 
received at least 1 RMA for isotretinoin through iPLEDGE. 
In 2016, Finer and Zolna reported the overall rate of unintended pregnancy was 45 unintended 
pregnancies per 1000 women and girls (15-44 years of age) in the United States in 2011.1 The 
total number of births in 2011 in the US population of women and girls aged 15-44 was obtained 
from the National Center for Health Statistics. Data on pregnancy intentions in this population 
were obtained from 2 nationally representative survey sources: the National Survey of Family 
Growth, and the 2008 Abortion Patient Survey conducted by the Guttmacher Institute. 
While direct comparisons are not possible, the unintended pregnancy rate calculated by Finer and 
Zolna is based on a US study population of a similar age as those enrolled in iPLEDGE. These 
data suggest that the iPLEDGE pregnancy rate is far lower than the unintended pregnancy rate in 
the general US population. 

Figure 4: Pregnancies Per Thousand PWCBP Who Have Had at Least 1 RMA 
(iPLEDGE Years 12-16) 

 
Abbreviations: PWCBP=Patients who can become pregnant; RMA=Risk Management Authorization; US=United 
States. 
a Women and girls 15-44 years of age in the US. 
b PWCBP enrolled in iPLEDGE with at least 1 RMA. 
1 Finer LB and Zolna MR. N Engl J Med. 2016;374(9):843-852. 

4.2  Occurrence of Pregnancy in Isotretinoin Users in Canada 
While isotretinoin is widely used throughout the world, not all countries have adopted a program 
equivalent to iPLEDGE. Canada’s pregnancy prevention program, for example, is education-
based and is not a restricted distribution model for isotretinoin. It is less stringent than iPLEDGE 
in that it only requires informed written consent, 2 pregnancy tests with negative results before 
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starting isotretinoin, and 2 reliable forms of contraception during treatment. Additionally, there is 
no system in place that monitors compliance with these requirements. 
In 2016, Henry et al. published a study that estimated the frequency of pregnancy during and 
immediately after treatment with isotretinoin in a cohort of female isotretinoin patients aged 12-
48 years in 4 provinces of Canada who had 1 or more isotretinoin prescriptions dispensed 
between 1996 and 2011.3 There were 1473 pregnancies in the 59,271 female patients in the 
cohort (24.9/1000 users). Based on the timing of the pregnancy, pregnancy termination, or live 
birth, Henry et al. estimated the rate of pregnancy during isotretinoin treatment to be 16-24 
pregnancies per 1000 female patients. The estimated rate of unplanned pregnancy in Canada is 
50 pregnancies per 1000 female patients based on Statistics Canada data, leading the authors to 
conclude that the Canadian pregnancy prevention plan achieves an effectiveness of 50%-70%, 
which falls “short of the ideal when a potent teratogen is being ingested.”3 

4.3  Prevention of Fetal Exposure to Isotretinoin 
A total of 33 pregnancies were detected by the iPLEDGE REMS before the initiation of 
isotretinoin treatment during iPLEDGE Year 16, thereby preventing isotretinoin-exposed 
pregnancies (Figure 5). All of these PWCBP were registered in iPLEDGE, had negative 
screening pregnancy tests, and had a positive pregnancy test at the confirmation visit after the 
30-day waiting period. iPLEDGE has detected and prevented at least 516 pregnancies from 
exposure to isotretinoin during iPLEDGE Years 1-16. Note that these counts of non-exposed 
pregnancies may only represent a portion of the cumulative non-exposed pregnancies during this 
timeframe as there was no requirement for Prescribers to report non-exposed pregnancies prior to 
December 2021. 

Figure 5:  Pregnancies Detected by iPLEDGE Before Initiation of Isotretinoin 
Treatment (iPLEDGE Years 1-16) 

 

4.4  Detection of Pregnancies During the 19-Day Wait 
When a PWCBP misses their first prescription because the 7-day prescription window has 
expired, the Patient is required to wait at least 19 days between the previous pregnancy test (i.e., 
the beginning of the 7-day prescription window) and the next confirmatory pregnancy test 









iPLEDGE Risk Evaluation and Mitigation Strategy (REMS)  FDA Advisory Committee Briefing Document 
IPMG  February 24, 2023 
 

 
 Page 41 of 51 
 

dermatology practice, seeing ≥150 Patients per month, and treating ≥10 Patients per month for 
acne. Qualitative interviews were performed in September and October of 2022. The interviews 
were 45-minutes in length and conducted by telephone. 
Prescribers were asked to rate the effectiveness and usability of iPLEDGE REMS on a scale of 
1-7, with 1 being not at all effective and 7 being extremely effective. The Prescribers rated the 
effectiveness of iPLEDGE REMS in achieving its stated goals of preventing fetal exposure to 
isotretinoin at an average score of 5.2 and informing HCPs and Patients of isotretinoin’s serious 
risks and safe-use conditions at an average score of 5.6. Prescribers rated the usability of the 
iPLEDGE REMS system at an average score of 4.5 out of 7 (data not shown). 
The interviews explored Prescriber attitudes surrounding the 2021 system modification, which 
resulted in changes to the stakeholder-facing system and challenges with logging in and enrolling 
new Patients and allowing existing Patients to continue treatment. Figure 6 shows the satisfaction 
ratings for using the iPLEDGE REMS prior to December 2021, during the modification roll-out 
(January/February of 2022), and at the time of the survey (September and October of 2022). 
Qualitative assessment based on survey responses indicated that prior to the 2021 system 
modification Prescribers were familiar with the iPLEDGE REMS system and were moderately 
content with how it was functioning (an average score of 4.8). Satisfaction scores were much 
lower during the modification roll-out (January/February 2022) while implementation challenges 
were ongoing and actively being resolved. At the time of the survey, Prescribers rated their 
satisfaction with the system as comparable to before the system modification roll-out, indicating 
a return to normal. 

Figure 6:  Prescriber Satisfaction of Using the iPLEDGE REMS Before, During, and 
After the 2021 System Modification 

  
Abbreviation: REMS=Risk Evaluation and Mitigation Strategy. 
 
Prescribers were also surveyed on their perspective on the proposed modifications, including 
reinstatement of the Patient calendar functionality, addition of Designee-initiated Patient 
enrollment, and an extended confirmation interval of 120 days for PWCNBP. These 
modifications were generally characterized as positive changes that would reduce burden and 
improve ease of use of the iPLEDGE REMS system. 
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• Standardize the terminology for female Patients of childbearing 
potential in the REMS document, and appended REMS materials to 
“Females of Reproductive Potential (FRP)” and “Females of Non-
Reproductive Potential (FNRP),” where applicable 

February 4, 2016 Modified to 
• Add a Notice to Deter Patient Misclassification on select Prescriber 

and Designee screens to increase awareness and compliance with the 
appropriate classification of Female Patients of Reproductive 
Potential on the iPLEDGE Website 

• Remove the Sponsor addresses from the Pregnancy Registry 
Protocol title page in the Appended Materials 

July 8, 2016 Modified to 
• Make minor typographical and formatting changes 
• Add the iPLEDGE Terms of Use text, which includes the Privacy 

Statement 
• Add the following statement in the Interactive Voice Recognition 

System (IVRS) public prompts for all stakeholders: “I understand 
and will comply with the iPLEDGE Terms of Use and Non-
Compliance Action Policy. The iPLEDGE Terms of Use and the 
Non-Compliance Action Policy are available at 
www.ipledgeprogram.com” 

• Add a button to the www.ipledgeprogram.com website home page, 
“For Office Staff Designees” 

• Add “Find a Patient” functionality for Pharmacies. This link will be 
accessible via the Pharmacy menu, post-login 

• Change the Date of Personal Significance (DOPS) Entry to 
prepopulate the DOPS field with forward slashes “/” and prompt 
users with MM/DD/YYYY 

June 17, 2017 Modified to 
• Provide for implementation of a REMS Pharmacy Network and use 

of an electronic verification system for iPLEDGE Program certified 
Pharmacies to request and receive a Risk Management 
Authorization (RMA) directly through the prescription claim 
adjudication process workflow at the point of dispensing an 
isotretinoin prescription 

• Provide for the changes made to the REMS educational materials to 
streamline and improve clarity 

April 23, 2018 Modified to 
• Add a new Sponsor 
• Remove a product name (which is no longer available) 
• Update a name change for a Sponsor 
• Bold text to highlight “The Do Not Dispense After Date” 
• Replace radio buttons and a table with drop down menus and 

editorial changes for consistency by aligning the list of birth control 
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methods options with the listing on the approved Birth Control 
Information Sheet 

January 24, 2020 Modified to make changes to the Medication Guide, an element of the 
iPLEDGE REMS. This modification does not provide for any changes 
to the REMS document, appended materials, or REMS supporting 
document. 

December 9, 2020 Modified to remove specific product information tables of currently 
approved isotretinoin products from the REMS@FDA Website 
Screenshots. 

October 8, 2021 Modified to 
• Remove the Medication Guide as an element of the Risk Evaluation 

and Mitigation Strategy (REMS) 
• Make changes to the REMS document and appended materials to 

align with labeling changes related to gender-neutral Patient risk 
categories 

• Make changes to the REMS appended materials to reduce 
redundancy and streamline the content 

• Make changes to the Pharmacy operations to verify safe-use 
conditions for the REMS Risk Management Authorization 

• Add an optional quick reference (QR) code for use by Patients 
enrolled in the REMS 

• Convert the REMS Document to the new, standardized form and 
modified to 
– Make changes to the REMS document to include a requirement 

for Pharmacies and Wholesalers to comply with audits. This 
change is intended to align with the respective enrollment forms 

– Make changes to the Non-Compliance Action Policy including 
updates to add a new non-compliance action for failure to 
comply with audit requirements for Pharmacies and 
Wholesalers 

October 6, 2022 Modified to 
• Make changes to the REMS document to include a requirement for 

Pharmacies and Wholesalers to comply with audits. This change is 
intended to align with the respective enrollment forms 

• Make changes to the Non-Compliance Action Policy including 
updates to add a new non-compliance action for failure to comply 
with audit requirements for Pharmacies and Wholesalers 

Abbreviation: REMS=Risk Evaluation and Mitigation Strategy. 
Isotretinoin iPLEDGE REMS (Update History).4 

5.2  Website Updates Implemented Following the December 2021 Transition 
Following the December 2021 transition, technical enhancements were implemented to facilitate 
access to and use of the iPLEDGE REMS website (Table 25). 
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Figure 7:  Proposed Extension of Confirmation Interval for PWCNBP 

 
Abbreviations: COT=course of treatment; PWCNBP=Patients who cannot become pregnant. 
a COTS for PWCNBP ranged from 1 to 178 months in Year 16. 
 
At each confirmation, the timing for the next required confirmation for PWCNBP will be 120 
days. The ability to confirm PWCNBP on a monthly cadence will remain for those Prescribers 
who want to do so, but it will not be required. The prescription for PWCNBP will remain at no 
more than a 30-day supply. The requirement for Prescribers to counsel their Patients with each 
month’s prescription will remain. All other REMS requirements for both the Patient and the 
Prescriber will remain unchanged. 

5.3.2  Enrollment Enhancements for Designees and Prescribers 
The iPLEDGE Sponsors proposed an enhanced enrollment process that will allow a Designee to 
log in and start enrollments on behalf of the Prescriber. This would relieve the Prescriber of the 
burden of entering all the enrollment information. 
A Designee will be able to enter all enrollment information (including pregnancy test results and 
Patient categorization). Enrollments can be saved at any time in the process for later completion. 
To complete the enrollment process, the Prescriber will need to log in and attest that the 
information is correct, complete the informed consent(s) with the Patient, and provide an 
electronic signature. 
The Prescriber will be able to enter all enrollment information, access pending Patient 
enrollments, review and confirm the Designee entries, and save and continue for later 
completion. 
Checks will be added to the New Patient Enrollment Process to prevent the creation of duplicate 
Patient profiles. This will provide the end user with the ability to see previously entered Patients 
with matching First Name/Last Name/Date of Personal Significance associated with the 
Prescriber. 
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5.3.3  Calendar Functionality 
The iPLEDGE Sponsors proposed to reinstate the calendar functionality on the iPLEDGE REMS 
website. This would improve the user interface and better communicate the COT for PWCBP. 
A Patient Calendar will be added to the Patient Profile screen, which will provide a graphical 
view of the COT and requirements for an individual Patient. This will be visible to Patients, 
Prescribers, and their Designees. 

5.3.4  Website Updates 
Data entry errors can lead to delays for Patients receiving drug. The iPLEDGE Sponsors have 
proposed website text changes for Prescribers and Designees that are designed to help minimize 
these delays. 

5.4  Elements of the iPLEDGE REMS That Should Be Preserved 
The iPLEDGE Sponsors believe that the iPLEDGE REMS elements related to several “waiting 
periods” must be preserved to assure the safe use of isotretinoin. 

5.4.1  30-Day Wait 
The initial 30-day wait requirement prior to initiating isotretinoin therapy allows enough time for 
approved contraception methods to become effective and to ensure that PWCBP are not pregnant 
when they initiate treatment. 
A PWCBP must have a negative pregnancy test and be on 2 forms of contraception, or remain 
abstinent, for at least 30 days prior to their first prescription. This 30-day wait provides time for 
the Patient to select and initiate contraception choices and provides time for these to become 
fully effective. After this waiting period, and during the first 5 days of the Patient’s menstrual 
cycle, a confirmatory pregnancy test is to be obtained. If the confirmatory pregnancy test is 
negative, the Patient can be confirmed by the Prescriber to receive drug. Once confirmed, the 
Patient has 7 days to interact with the website and complete comprehension questions and 
confirm their 2 forms of birth control or abstinence. At that point, the Pharmacy can receive an 
authorization (RMA) to dispense the prescription for isotretinoin, provided the Patient is still in 
their 7-day window. 
In iPLEDGE Year 16, 33 pregnancies were identified during the 30-day wait or with the 
confirmatory pregnancy test (see Section 4.3, Figure 5). Therefore, some wait period is necessary 
to minimize the risk of exposure. A 30-day wait has been standard, and the low rates of 
pregnancy in the iPLEDGE REMS support continuing this waiting period. Eliminating this 
waiting period will increase the risk of fetal exposure to isotretinoin. 
The iPLEDGE Sponsors do not support modifying this requirement as it may increase the risk of 
fetal exposure to isotretinoin because not all birth control is immediately effective and because 
there is a risk that pregnancy tests may produce false-negative results if obtained shortly after 
conception. Therefore, the iPLEDGE Sponsors believe the 30-day wait must remain in place. 
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5.4.2  19-Day Wait 
The 19-day wait requirement allows the next confirmatory pregnancy test to be completed after 
the most fertile period of the menstrual cycle has passed. This ensures the Patient does not 
receive and start taking drug during that most fertile period. 
A PWCBP must have a negative pregnancy test and be on 2 forms of contraception, or remain 
abstinent, for at least 30 days prior to their first prescription. After this waiting period, and 
during the first 5 days of the Patient’s menstrual cycle, a confirmatory pregnancy test is to be 
obtained. If the confirmatory pregnancy test is negative, the Patient can be confirmed by the 
Prescriber to receive drug. Once confirmed, the Patient has 7 days to interact with the website 
and complete comprehension questions and confirm their 2 forms of birth control or abstinence. 
At that point, the Pharmacy can receive an authorization (RMA) to dispense the prescription for 
isotretinoin provided, the Patient is still in their 7-day window. 
If the Patient does not complete these activities and obtain their prescription within the 7-day 
window, they are required to wait 19 days after the first day of the 7-day prescription window 
(i.e., the most recent pregnancy test). After the 19-day waiting period, the Patient must have 
another negative confirmatory pregnancy test for the process to continue (Figure 8). 

Figure 8:  Medical Rationale for the 19-Day Wait 

 
 
During iPLEDGE Year 16, 3 pregnancies were detected during the 19-day wait and 
cumulatively, 12 pregnancies were detected in iPLEDGE Years 12-16 (see Section 4.4, Table 
21), preventing fetal exposure to isotretinoin. Therefore, the iPLEDGE Sponsors believe the 19-
day wait must remain in place. 

5.4.3  30-Day Abstinence Switch Wait 
The Abstinence Switch wait requires a PWCBP who chooses to switch their birth control from 
abstinence to 2 forms of approved contraception to wait 30 days before they can continue 
isotretinoin. Additionally, they must have a negative confirmatory pregnancy test completed 
prior to receiving their next prescription for isotretinoin. This is designed to ensure that Patients 
who are changing their birth control methods do not become pregnant during this vulnerable 
transition period. 
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If a PWCBP chooses to switch birth control from abstinence to 2 forms of contraception, they 
are treated like a newly starting Patient. The Patient is required to initiate and use the 2 forms of 
contraception for 30 days and then have a negative confirmatory pregnancy test completed prior 
to receiving their next prescription for isotretinoin. 
Not all birth control is immediately effective, and pregnancy tests may produce false-negative 
results if obtained shortly after conception. Therefore, some wait period is necessary when 
changing from abstinence to 2 forms of contraception. A wait period of 30 days has been the 
requirement since the beginning of iPLEDGE, and the low rates of iPLEDGE pregnancies 
support continuing this requirement. Eliminating this waiting period would increase the risk of 
fetal exposure to isotretinoin. Therefore, the iPLEDGE Sponsors believe the 30-day Abstinence 
Switch wait must remain in place. 

5.4.4  CLIA Testing 
As a result of the COVID-19 Public Health Emergency (PHE) and guidance provided by FDA, 
the iPLEDGE REMS relaxed the requirement for a Clinical Laboratory Improvement 
Amendment (CLIA)-certified laboratory confirmed pregnancy test and allowed at-home 
pregnancy tests to be performed by iPLEDGE Patients. 
It is important to note that there have been reported limitations of at-home pregnancy tests, 
which include 

• Deliberate falsification of results occurring at an unacceptable rate5 

• At-home pregnancy tests and consumer interpretation of results can be unreliable6 
A recently published survey found clinicians expressed interest in continuing to use telemedicine 
and home pregnancy testing to care for patients with acne treated with isotretinoin.2 However, in 
that survey, 27% of clinicians expressed concern about the accuracy of the tests, 26% expressed 
concern about the ability to interpret the tests appropriately, and 56% expressed concern about 
patient deception. 
The iPLEDGE Sponsors remain agreeable to allowing the use of at-home pregnancy tests as long 
as the declared PHE remains in effect, but do not support the use of at-home pregnancy tests 
beyond the PHE due to these challenges. 
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6.0  IPLEDGE REMS DEMONSTRATES A POSITIVE BENEFIT/RISK IN THE 
PREVENTION OF FETAL EXPOSURE TO ISOTRETINOIN  

The iPLEDGE system is meeting its goals of preventing fetal exposure to isotretinoin, and 
informing Prescribers, Pharmacists, and Patients about the serious risks and safe-use conditions 
of isotretinoin. This is evidenced by very low pregnancy rates, prevention of pregnant Patients 
from receiving drug, and high comprehension and understanding of the safe use of isotretinoin. 
Due to ETASUs in place by the iPLEDGE REMS, the overall pregnancy rate during iPLEDGE 
Years 1-16 was ~1/1000 PWCBP and had ≥1 RMA. Additionally, at least 516 pregnant Patients 
were prevented from receiving drug prior to initiation of therapy in iPLEDGE Years 1-16. 
The iPLEDGE Sponsors submitted a Major REMS Modification in November 2022 that 
included 4 proposed modifications that will reduce stakeholder burden yet maintain the safe use 
of isotretinoin:  
1. Extend the confirmation interval for Patients Who Cannot Become Pregnant (PWCBP) to 

every 120 days, rather than every 30 days 
2. Implement an enhanced enrollment process that will allow Designees to enter all initial 

enrollment information prior to Prescriber attestation 
3. Reinstate the calendar functionality to improve the Patients Who Can Become Pregnant 

(PWCBP) iPLEDGE REMS user interface 
4. Implement iPLEDGE REMS website text changes for Prescribers and Designees designed to 

help minimize delays in Patients receiving isotretinoin 
The iPLEDGE REMS helps to ensure that the benefits of isotretinoin outweigh its risks. Any 
proposed modification must be carefully weighed against the potential impact on the safe use of 
isotretinoin and must preserve the foundational principles of the iPLEDGE REMS, which are to 
prevent pregnancies in Patients taking isotretinoin and to prevent pregnant Patients from 
receiving a prescription for isotretinoin. 
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