F.No.12-01/18-DC(P{-238)
Government of India
Directorate General of Health Services
Central Druas Standard Control Organization
New Drugs Division

FDA Bhawan, Kotla Road
New Delhi ‘

Dated; [7-'% 2°

To
All State/UT Drugs Controllers

Subject: - Safety guidelines for Isotretinoin - Regarding
Sir/Madam,

Isotretinoin is an oral drug used for the treatment and prevention of severe acne.

Isotretinoin capsule 10mg/ 20mg was approved by CDSCO on 21.06.2002 for treatment of
cystic and conglobate acne, severe nodular acne unresponsive to antibiotic therapy with
various conditions including a box warning for female patients as the drug may cause
severe birth defects and patients should sign a consent form as per specified format before
undertaking the treatment of Isotretincin. Copy of the approval/permission is enclosed for

ready reference.

In light of concerns raised with regard to safety of Isotretinoin, the matter has been
examined by CDSCO in consultation with the Subject Expert Committee (SEC)
(Dermatology & Allergy) in its meeting held on 26.07.2018.

The SEC deliberated the matter in detail and opined that the drug has favorable risk/benefit
profile for the indications approved in the country. However, the following conditions should
be followed during manufacture, sale and distribution of the drug as already stipulated by

CDSCO at the time of approval of the drug.

1. The drug should be sold by retail on the prescription of Dermatologists only.

2. Pack of the drug should carry following Box warning-

This medicine may cause severe birth defects; you must not take this medicine
if you are pregnant or may likely become pregnant during treatment.

o
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You should also avoid pregnancy for 6 months after stopping the treatment.
3, The patients should also sign a Consent Form before undertaking the treatment of
Isotretinoin as already stipulated in the new drug permission.

The committee also recommended that the manufacturers should provide package insert
along with their product which should be in major vernacular languages. The retail chemists
should maintain the details of retail sale of the drug which should be strictly on the

prescription of Dermatologist only.




Accordingly, you are requested to direct the manufacturers/retail chemists under yoE
jurisdiction to comply with the following:- '

(iy For Manufacturers:

1.

Label should contain the warning ‘The drug should be sold by retail on the
prescription of Dermatologists only.’

Pack of the drug should carry following Box warning-

This medicine may cause severe birth defects; You must not take this
medicine if you are pregnant or may likely become pregnant during
treatment.

You should also avoid pregnancy for 6 months after stopping the treatment.

The patients should also sign a consent form before undertaking the treatment of
Isotretinoin as per the format enclosed.

Manufacturer should provide package insert along with their product which
should be in major vernacular languages.

(i) Eor retailers:

The drug should be sold by retail only on prescription of Dermatologist and the
details of the sale should be strictly maintained as per requirements of D&C

Rules, 1945,

Action taken in this regard may be intimated to this office.

Yours faithfully

(Dr. S. Eswara Reddy)
Drugs Controller General (India)

Copy for information and necessary follow up to:

All Zonal/Sub Zonal offices of CDSCO.
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Patient Information/Informed Consent (for all patients):

To be completed by patient (and parent or guardian if patient is under age 18) and signed by the doctor.

Read each item below and initial in the space provided if you understand each item and agree to follow
your doctor’s instructions. A parent or guardian of a patient under age 18 must also read and understand

each item before signing the agreement.

Do not sign this agreement and do not take isotretinoin if there is anything that you do not understand
about all the information you have received about using isotretinoin.

1.

2.

1, -

(Patient’s Name)

Understand that isotretinoin is a medicine used to treat severe nodular acne that cannot be
cleared up by any other acne treatments, including antibiotics. In severe nodular acne, many red,
swollen, tender lumps form in the skin. If untreated, severe nodular acne can lead to permanent
scars.

Initials:

I understand that | must not get pregnant 1 month before, during the entire time of my
treatment, and for 6 month after the end of my treatment with isotretinoin.

My doctor has told me about my choices for treating my acne.
Initials:

I understand that there are serious side effects that may happen while | am taking isotretinoin.
These have been explained to me. These side effects include serious birth defects in babies of
pregnant patients. (Note: There is a second Patient Information/Informed Consent About Birth
Defects (for female patients who can get pregnant)

Initials:

| understand that some patients, while taking isotretinoin or soon after stopping isotretinoin,
have become depressed or developed other serious mental problems. Symptoms of depression
include sad, “anxious” or empty mood, irritability, acting on dangerous impulses, anger, loss of
pleasure or interest in social or sports activities, sleeping too much or too little, changes in weight
or appetite, school or work performance going down, or trouble concentrating. 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. There were reports that some of these people did not appear depressed. There
have been reports of patients on isotretinoin becoming aggressive or violent. No one knows if
isotretinoin caused these behaviors or if they would have happened even if the person did not
take isotretinoin. Some people have had other signs of depression while taking isotretinoin

(see #7 below).



10.

Initials:

Before | start taking isotretinoin, | agree to tell my doctor if | have ever had symptoms of
depression (see #7 below), been psychotic, attempted suicide, had any other mental problems, or
take medicine for any of these problems. Being psychotic means having a loss of contact with
reality, such as hearing voices or seeing things that are not there.

Initials:

Before | start taking isotretinoin, | agree to tell my doctor if, to the best of my knowledge, anyone
in my family has éyer had symptoms of depression, been psychotic, attempted suicide, or had any
other serious mental problems.

Initials:

Once | start taking_ isotretinoin, | agree to stop using isotretinoin and tell my doctor nght away if
any of the followmg signs and symptoms of depression or psychosis happen. I:

« Start to feel sad or have crying spells

* Lose interest in activities | once enjoyed

e 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 my appetite or body weight

* Have trouble concentrating

» Withdraw from my friends or family

* Feel like I have no energy

* Have feelings of worthlessness or guilt

» Start having thoughts about hurting myself or taking my own life (suicidal thoughts)

e Start acting on dangerous impulses

* Start seeing or hearing things that are not real

Initials:

| agree to return to see my doctor every month | take isotretinoin to get a new prescription for
isotretinoin, to check my progress, and to check for signs of side effects.

Initials:

Isotretinoin will be prescribed just for me — I will not share isotretinoin with other people because
it may cause serious side effects, including birth defects.

(nitials:

I will not give blood while taking isotretinoin or for 1 month after | stop taking isotretinoin. |
understand that if someone who is pregnant gets my donated blood, her baby may be exposed to
isotretinoin and may be born with serious birth defects.



Initials:

11. | have read the materials my provider gave me containing important safety information about

isotretinoin. | understand all the information | received.

Initials:

For female patients who can get pregnant

I understand that there is a very high chance that my unborn baby could have severe birth defects
if | am pregnant or become pregnant while taking isotretinoin. This can happen with any amount
and even if taken for short periods of time. This is why | must not be pregnant while taking
isotretinoin.

Initial:

I understand that | must not get pregnant 1 month before, during the entire time of my treatment,
and for 6 months after the end of my treatment with isotretinoin.

Initial:

I understand that | must avoid sexual intercourse completely, or | must use 2 separate, effective
forms of birth control (contraception) at the same time. The only exceptions are if | have had
surgery to remove the uterus (a hysterectomy) or both of my ovaries (bilateral oophorectomy), or
my doctor has medically confirmed that | am post-menopausal.

Initial:

I understand that hormonal birth control products are among the most effective forms of birth
control. Combination birth control pills and other hormonal products include under-the-skin
implants, vaginal rings, and intrauterine devices {IUDs). Any form of birth control can fail. That is
why | must use 2 different birth control methods at the same time, starting 1 month before,
during, and for 6 months after stopping therapy every time | have sexual intercourse, even if 1 of
the methods | choose is hormonal birth control.

Initial:

I understand that the following are effective forms of birth control:

Primary forms Secondary forms

¢ tying my tubes (tubal sterilization) Barrier:

¢ partner’s vasectomy ¢ male latex condom with or without
e intrauterine device spermicide

¢ hormonal (combination birth control pills, | * vaginal sponge (contains spermicide)
under the-skin implants, or vaginal ring)




I understand that at least 1 of my 2 forms of birth control must be a primary method.
Initial:

| will talk with my doctor about any medicines including herbal products | plan to take during my
isotretinoin treatment because hormonal birth control methods may not work if I am taking
certain medicines or herbal products.

Initial:

I must begin using the birth control methods | have chosen as described above at least 1 month
before | start taking isotretinoin.

Initial:

I cannot get my first prescription for isotretinoin unless my doctor has told me that | have 2
negative pregnancy test results. The first pregnancy test should be done when my doctor decides
to prescribe isotretinoin. The second pregnancy test must be done in a lab during the first 5 days
of my menstrual period right before starting isotretinoin therapy treatment, or as instructed by my
doctor. | will then have 1 pregnancy test; in a lab.

« every month during treatment '

¢ at the end of treatment

¢ and 1 month after stopping treatment

| must not start taking isotretinoin until | am sure that | am not pregnant, have negative results
from 2 pregnancy tests, and the second test has been-done in a lab.

Initial:

9. | have read and understand the materials my doctor has given to me.

| was told about a private counselling line that I may call for more information about birth
control. | have received information on emergency birth control.

Initial:
10. | must stop taking isotretinoin right away and call my doctor if | get pregnant, miss my expected

menstrual period, stop using birth control, or have sexual intercourse without using my 2 birth
control methods at any time.

Initial:
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11. My doctor has answered all my questions about isotretinoin and | understand that it is my
responsibility not to get pregnant 1 month before, during isotretinoin treatment, or for 6 months
after | stop taking isotretinoin.

Initial:
12. My doctor and | have decided | should take isotretinoin. | understand that | must be qualified to

have my prescription filled each month. | understand that | can stop taking isotretinoin at any
time. | agree to tell my doctor if | stop taking isotretinoin.

Initials:
[ now allow/authorize my doctor to begin my treatment with
isotretinoin.
Patient Signature: Date:
Parent/Guardian Signature (if under age 18): Date:

Patient Name (print)

Patient Address

Telephone { )

| have:

» Fully explained to the patient, , the nature and purpose of isotretinoin
treatment, including its benefits and risks, risks to female patients of child bearing potential.
*Given the patient the appropriate educational materials, and asked the patient if he/she has any

questions regarding his/her treatment with isotretinoin
* Answered those questions to the best of my ability

Doctor Signature: Date:
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Pleass rofer to your letier datad 14 Janugm_._’-.{ﬂ}@ B subsequieng corrgspondence regarding the

mausfieture of Yectyetinohy Capsules (78] J
e s el ISP
f
Permisgion s bereby granted to the matnifacture of the formulstion fnentioned above undsr Ryle
122-B of the Dry 85 & Cosmetics Rufes subject 1o the following condirions;«

l. The prﬁduct shall hgve rhcfollowing composition: - f
Lach soft pelatipe Capstles contalpg:. /
Leotretinoin U§P~~-ff—10 mg / 20mgp

2. Fost Marketing surveillance study shall be condueted during initial period of two years
of murieting of the new drug formulation after getting the jromcol &nd the nameg 0f.
the investigator duly approved by the Licensing Authority / : -

3. This Directorate should be Intimated as end when the sajd ﬂommlﬁtzon s launched by
you in the Indisn Marie and submit sale pagk CONRINING One unit of the medicine:

written in - indelible ink and shall appedr in g ;pora EODEpiEious manner than the trade:
N&me if any, which shali be shown immediately afier or ubder the proper name on the
 label of the innermpst contaiver of the drug or sVEry othc;.r]' Covering in which the

conldiner jg packed, ]

4. The proper name of the drug Lsotretinoin Capides of azv}’i shall be printed or

containgr ig packed shell pegr 4 conspicuous red: yortical Jing on “the- J¢fi-side- Tnhing

5. The label of the innemhost container of the drug ‘andf.cvary other covering In which th
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”.UP_BE.}?QUE.IJ’:&B&)H}';O{-; re-tabel Whic 5Rall mot be fess that Tiron 151?’ widih and withoyr
disturbing ﬂle’éﬂ{et"cond.itions Brinted on the fabel to depict jt i g are i "y
. : )

Contd o pagy-m.s



6. The Jabel on the immediate contalner of the drug as webl a3 the packing in which the
comamcr is eficlosed should contmin the ioHowm;, waming:-

7. The drug wil) be required (o be withdrawn for sala fvans the markel incase any undesinable
reactions due 1o ils medication is brought 1 fight al any scage. This Direciorate should be
infarmed of adveree reaclion on the deug. if sby.

8. The prcpma(mn shall be imliubi-,d in treatment of eyptte and convinbinie uilis, evere nodudny
uene unresnonsive antihiofic \her EVEDY,

9. No claims except thase msniionsd al)n\ & shalt b made Tor duis deag without e prior.
approval of this Direciomles :

10. Mo reference in the advestisement or medical llt(ru(mc is madr Hm{ the Government
has approved the drug.

|
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H. Drafts of the carton labels, package inssct or aiyy c;*hu pramotional literatare etc. that will be
" wdopted by you for murketing this drug in the com\uy should bs got approved Tiom this
' DlreoLOrnlu before the drugs is marketed. o ’I
12. This permission is no way relieves you of i hc rcsponuhlhw of complying with all other
- provisione of the Drugs and Cosmetics Act and the Rudles thereunder.
13. Package Insert should carry a box waming &t a prominent place about potential risk
Involved in usage of Isotretinoin and & diagram \\arnmg pregnant women ag.ilnsl taking
Isotretinain.

14, Pack should cary following box warning:-

WAmqu TO FEMALE Pi mrm., -

S

. THIS MEDICINE MAY CAUSE SEVERE BIRTH DEFECTS, YOU MUST

> i

NOT TAKE THIS MEDICINE IF YQU.ARE PREGNAMT OR MAY

LIKELY BECOME PREGNANT DUR lNG TREATMENT,

- THEPELEn f‘?hould, igna consent fo:m ns par he Cl)iClO‘anC bufmc undertakmg the -

catrnenf bf Iqotretmom, 4

Kindly, no(e that permnssion granted above is hablc lo be withdruwn if any of the conditions
stipulated above are not complied with apart from’ my_mhcr-&c{iowrtmrﬁnny‘bc Taken under

wmwlaDrugr&Cdfnlﬁt & Act 1940 and the Rules thereusder. -
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