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NDA 18-651/S-011

Unimed Pharmaceuticals, Inc.
2150 E. Lake Cook Road

Suite 210 ‘
Buffalo Grove, Illinois 60089
Director, Regulatory Affairs

Attention: Donald R. Peckels
1999, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Marinol

Dear Mr. Peckels:
Please refer to your supplemental New Drug Application dated June 24, 1999, received June 25,
We note that this supplement was submitted as a 'Special Supplement - Changes Being Effected'

(dronabinol) 2.5 mg, 5 mg, and 10 mg capsules.

under 21 CFR 314.70(c).

This supplemental New Drug Application provides for changes to the physician package insert

and patient information insert per Unimed’s petition to reschedule Marinol from CII to CIII
according to the Drug Enforcement Administration (DEA) notification in the Federal Register

Notice of July 2, 1999, to transfer from schedule II to schedule III of the Controlled Substance

Act (CSA) of the drug containing synthetic dronabinol in sesame oil and encapsulated in soft

gelatin capsules (Marinol). Your submission stated July 24, 1999 as the implementation date for

the changes.
1999, patient package insert submitted June 24, 1999) with the revisions listed below.

We have completed the review of this supplemental application, as amended, and have concluded
Accordingly, the supplemental application is approved effective on the date of this letter.

that adequate information has been presented to demonstrate that the drug product is safe and
effective for use as recommended in the submitted labeling (package insert submitted June 24,

It is recommended that at the beginning of the labeling, the paragraph that currently reads:
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Should be changed to read as follows:

It is further recommended that the section , be changed to:

STORAGE CONDITIONS

These revisions are terms of the approval.

Please submit 20 copies of the FPL as soon as it is available, in no case more than 30 days after it
is printed. Please individually mount ten of the copies on heavy-weight paper or similar
material. For administrative purposes, this submission should be designated "FPL for approved
supplement NDA 18-651/8-011." Approval of this submission by FDA is not required before
the labeling is used.

In addition, please submit three copies of the introductory promotional materials that you
propose to use for this product. All proposed materials should be submitted in draft or mock-up
form, not final print. Please submit one copy to this Division and two copies of both the
promotional materials and the package insert directly to:

Division of Drug Marketing, Advertising, and Communications, HFD-40
Food and Drug Administration '

5600 Fishers Lane

Rockville, Maryland 20857

If a letter communicating important information about this drug product (i.e., a "Dear Health
Care Practitioner" letter) is issued to physicians and others responsible for patient care, we
request that you submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

Please submit one market package of the drug product when it is available.
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We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

If you have any questions, contact Indira Kumar, Regulatory Project Manager, at (301) 827-
7410. :

Sincerely,

/S/

CyntHia G. McCormick, M.D.

- Director
Division of Anesthetic, Critical Care,
and Addiction Drug Products, HFD-170
Office of Drug Evaluation 11
Center for Drug Evaluation and Research
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ROXANE LABORATORIES, INC. .

PATIENT INFORMATION

MARINOL® @ (Dronabinol) for use in the loss of appetite
I l I associated with weight loss in patients with AIDS.

IMPORTANT

YOUR DOCTOR HAS PRESCRIBED
THIS DAUG FOR YOUR USE ONLY. DO
NOT LET ANYONE ELSE USE IT.

KEEP THIS MEDICINE OUT OF THE
REACH OF CHILDREN AND PETS. If El
child puts a capsule in his or her mouth or
swallows Marinol, take the medicine away
from the child and contact a poison control
Center immediately, or contact a doctor
immediately.

Do not drive a car or operate machinery
until you know how Marinot affects you.
Whiie taking Marinot, do not drink alcohol,
Smoke marijuana, or take other drugs that
have an effect on the central nervous sys-
tem (such as sedatives or hypnotics).
Unless advised by your doctor, do not use
Marinol if you are pregnant or nursing.

INTRODUCTION

This leaflet provides a summary of in-
formation about Marinol. Please read it
and keep it with your medicines in case
you need to look at it again. Ask your doc-
tor, nurse, or pharmacist if you have any
questions. .

Marinol contains dronabinol (THC),
which occurs naturally, and has been ex:
tracted from Cannabis sativa L. {marijua-
naj.

PRECAUTIONS
Be sure to tell your doctor if you have
had any of the following:
heart disease
current or past drug abuse
current or past alcohot abuse
mental health problems (mania,
depression, schizophrenia)
allergies to drugs

It you become pregnant while taking
Marinol, stop using it untit you have taiked
to your doctor.

Marinol can dangerously interact with
alcohol and with other drugs that have an
eftect on the central nervous system (such
as Valium, Librium, Xanax, Seconal,
Nembutal, or Phenobarbital).

Do not drive or operate machinery until
you are sure how Marinol affects you and
you are able to perform safely.

You may experience changes in mood
or have other effects when first taking
Marinol. Be sure that there is a responsi-

ble person nearby when you first take
Marinol or when there is an adjustment in
your dose.

Tell your doctor if you are taking any

. other prescription or nonprescription med-

icines.
Do not smoke marijuana while using
Marinol. This can cause an overdose.

INFORMATION ABOUT USING
MARINOL

Introduction

Eating a nutritionally balanced diet is
fundamental for ali stages of life. For per-
sons living with Human Immunodeficiency
Virus (HIV), it's especially important to
ensure an adequate diet to maintain an
ideal weight and good nutritional status.
There is some indication that optimal nutri-
tion can help maintain the integrity of the
immune system, and an adequate diet will
allow you to better withstand the diseases
associated with an AIDS diagnosis.

Many conditions, frequently interrelat-
ed, may cause a loss of appetite. Chewing
and swallowing may become difficult or
painful, due to inflammation or sores in
your mouth and throat.

You may experience intermittent diar-
rhea or overall physical discomfort associ-
ated with AIDS. Sometimes, shopping for
food and preparing adequate meais may
drain your energy and desire to eat. Men-
tal depression aiso may result in a loss of
your appetite, or you simply may grow in-
creasingly frustrated with repeated eating
problems.

A loss of appetite may occur at various
times during iliness associated with HIV
infection. It often leads to the seiection of
an inadequate diet. Because a poor nutri-
ent intake can result in weight loss and
malnutrition, it's important to learn to rec-
ognize and handle a temporary loss of
your appetite.

Your doctor may prescribe an appetite
stimulant such as Marinol, Marinol should
be taken exactly as directed by your doc-

‘tor, and indicated on the prescription label.

You will most likely start therapy by taking
one white capsule (2.5 mg) of Marinol
twice daily, before lunch and supper. Your
doctor may adjust your Marinol dosage if
needed to maximize its effect or to de-

AL

crease any side effects.

If you miss a dose, take it as soon as
you remember. However, if it is almost
time for your next dose, skip the missed
dose and go back to your regular dosing
schedule. Do n ) 4 .
Marinol must be swallowed whole to work
effectively. Do not crush or chew the cap-
sules.

It is important not to take sedatives,
hypnotics, other mind altering substances,
or alcohol, while taking Marino! without
notifying your health care givers (physi-
cian, pharmacists and nurses). Do not

" drive or attempt other activities requiring

full alertness while taking Marinol. Your
doctor will advise when you may resume
these activities.

Your doctor and pharmacist should be
made aware of any other prescription
medications or over-the-counter products
You may be taking, as they could afiect the
way you respond to Marinol.

Remember to keep this and all other
medication out of the reach of children.

Increasing your appetite is only the first
step in improving your nutritional status.
How, what and when you eat are also very
important.

How to eat

The purpose of consuming an ade-
quate diet, even at times when you don’t
feel like eating, is to maintain an ideal
weight and good nutritional status. Key to
an adequate diet for HIV-infected individu-
als are foods dense in calories and nutri-
ents. In other words, when you find it diffi-
cult to eat, make the most of what you do
consume by selecting foods that provide
many calories or nutrients in each mouth-
ful.

Try some of the following ideas to boost
your food intake. Keep in mind the foods
YOu previously may have limited in your
diet, especially those higher in fat, now can
provide a significant source of calories,
Enjoy an ice cream sundae frequentty!

Cool or cold foods can dull pain from
mouth and throat sores: popsicles may
even numb your mouth prior to eating a
larger meal. The cooler temperatures also
diminish the aroma of unappetizing food.

Biend one cup of nonfat dry milk pow-
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MARINOL®
I | I CAPSULES
069 4056020
ROXANE LABORATORIES, INC.
MARINOL® (@
(dronabinof)
Capsules
R, onty.
Dronabinol is a d
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and has been d from C,
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Dronabinol is also ’ ized and is a ight-
yalowmumodﬂmsnr,kynlmnmmmand
hardens upon retri is n water
lndlsbmuhlodnuwmoi ft has a pK, of 10.6 and an
jort: 6,000:1 atpH 7.
Caasunkxwmmm Marinal is supplied as
round, soft gelatin capsules containing either 2.5 mg, 5 mg.
or 10 mg dronabinol. Each Marinol capsule i formulsted
with the folowing inactive ingredients: FD&C Blue No. 1 (5
mg). FD&C Red No. 40 (5 mg), FDAC Yellow No. 6 (5 mg and
10 mg), gelatin, giycerin, propyiparaben.
sesame oil, and Itanium dioxide.

CLINICAL PHARMACOLOGY

Dronabinol is an orally active cannabinoid which, like
other cannabinoids, hucovrdoxdbdsonlhocomﬂnw~

vous:ystam(CNS) hding central ac-

P haveboen i n neur-
ulllsuos ﬂmm«umnuyplqamhnnwdmmlhe
Md and other

Dy anobnduced

mmmmnwmwl
tpam ludlousonbbodwmunmm but
have

hypoten-
smudouymopuwonwm.

Dronabinol also de ible etfects on ap-
phenomena appear 10 be dose-related, increasing in fre-
Wmhhwdoanunndnqmmwwmrpa
tient varabilty.

Aher oral administration. dronebinol has an onsel of
action of apprcximately 0.5 10 1 hours and peak effect al 2 fo
4 hours. Duration of action for psychoactive eflects is 4 10 6
hours, bt the appetite stimulant effect ol dronebinol may
continue lor 24 hours or longer after adminisiration.

Twwm-wmm'omdlm

pc effects of inol and other
with chronic use, suggesting an indirect effect on sympa-
thetic neurons. in a study of the pharmacodynamics of
chronic dronabinol expasure, hewlymdcvounom(N-
12) received 210 mg/day d orally in
dvdeddosas brlsduys Anmmallachywdandmodw
y by normal sinus
mmwxmmum A decrease in supine blood
pressure, made worse by slanding, was also observed ini-
tiafly. These volunteers developed tolerance 1o the cardio-
vascular and subjective adverse CNS effects of dronabinol
wlhn12¢-yso!mmmmluhon
and tol do nat, appear lo
develop 1o the appetite stimulant effect of Marinol. In stud-
ies involving patients with Acquired immune Deficiency Syn-
drome (AIDS), the appetie stimulant sffect of Marinot has
been sustained lor up to five months in clinical trials, at
dosages ranging from 2.5 mg/dery 10 20 mo/day.

Pharmacokinetics:

Marinol (dronebinol) is

Absorption and Distritation;
almost complet: wm(mbﬁ%)lﬁmﬂnﬂoml
Ances Mhie 1o the combimed mffects of first pass hepatic me-
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e iwolving Deficiency Syn-
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Pharmacokinetics:

Absorption and Distitution:  Marinol {dronabinol) &
mmwmmd(soloosx)mwml
doses.Duelo'Meombiv\odcﬁmdftup-umpdcmo-
labolismandhiohl’pidsollbiily.onwwbmdlhe

dose the sy
Dmubi\olhnsahrgcnppuedvohmdm.np-
proimatety 10 Likg, of s fipid sohubility. The plas-
ma prolein binding of binol and its . [
me&oubn.
The eliminatk of binol can be ribed

mi-gnmoemplﬂmoﬂnndelwihmiﬁ(nbh)hd»
Hedml‘hunudnlomﬁnl(bﬂa)hl—ﬁd?.’:bx
mAmduwmdm.m
mismmumnuwmuw
longed periods of ime.

Matabolism: Dronebinol ive frst-pass

mm.muwmwmozw\r.
mmmmmwumdm
destrbution.

iminalion: Dronabinol and its b jon prod-
mmne’ddhmmwm.aﬁwmﬁbﬂb

hunumnn-:mwmlsxm-dmm.
wms%dmwmswmhlm
feces.

F ing single dose ini low levets of dron-
abinol metabolites have been detected for more than 5
weeks in the urine and feces.

InlslurtydMuitdimN'nquDSpdiu!s.uM

3 The inetic profile of
wmmmmwwhmmuw
CUNICAL TRIALS

\ppetit The appetite sti eflect of
Marino! (dronabinof) in the treatment of AtDS-related
maxia-ssoei-lodwilhwoighlbssmsudadhnm
domized, double-blind, #acobo—coﬂmlodm"wo'ving
|3opammnumdmnuhumum
5 mg/dey. i in doses of 2.5 mg one hour belore
unch and one howr belore supper. in pilot snxiies, early

© i ion of Marinol appesred 10 have been

ialed with an i od freq ol adverse sxpert
m.uwndbmuorhmd-y.mma
Wmmﬁn,ﬂtm.wmmm-
-mumnmwna«-‘m
pubdsﬁooﬁmmﬁwm.mw
m)ocwmdhiadnpalioms(lﬁ)uﬁsw
Iovdmdllndougnmndwed\oz.sm.ﬂlﬁis-

lwedulswcdosouworm.
Asm«clndlopheobo.wuﬂmmhdhn
istically signil L in appetite as xed

by visual snalog scale (see figue). Trends toward improved
mwwm,wmhmmm
seon.

After completing the 6-week study, patinris were al-
wwmwmwmmw
mny.hmm'us.smwmh
appelite.

Appotnnc‘hmgc'mmmlm

Aw-m-cmnonmo-yo

.dm'-tlomdheqmlydividoddousmqbuloshho\n
(four times daily). As indicaled in the following lable. esca-
tating the Marinol dose above 7 mg/m? increased the fre-
dedvemwam.mmmiwm-
ic benefit,

Marinol Dose: F and Adverss Exp
(N = 750 treatment courses)

Response Faequency (%) Adverss Events frequancy (%)
Marin Doss [Compiets Fartal Poor | Nome Nondyssharic  Dysphonc
<Tmym? | 36 2 2 2] [ 1”2
> 7 mgm? 3 31 e 13 8 20

- Nondysphoric svents consisted of drowsiness. tachycarde, ek
Combination antiemetic therapy with Marinol and a phe-
nolhiazine (prochiorperazine) may resull in synergistic of
addive ants ic effects and the toxicities asso-

abiity. Therek dosage indivi ion is crical in
i+ an the mayimum benefit of Marinol treatment. '
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cancer, who received a tolal of 750 courses of treatment of
nmm.'mmmncydmm
uasgmuaihpnﬁulsmeivhgq\uui:mempywih
MOPP for Hodgkin's and non-Hodgkin's tymphomas
Mar'noldu&ngesm-gedhom?.swdsylownvday.
lthnitisluadhaqnly(ﬁvideddusesmrylouloshho\n
(four limes daily). As indicated in the foliowing table. esca-
lating the Marinol dose above 7 mg/m? increased the fre-

quency of adverse . with no addi
i beneln.
Marinol D Fi ¥ and Adverse

F
{N = 750 treatment courses)

Response Frequency (%) | Adverse Events Frequency (%)
Mavindl Dose [Complele Parkal Poor | Nare Nondysphorc Dysphorc
<7 mgm? 36 2 32 23 65 12
> 7 mgm? 33 31 3 3 s8 28

* Nondysphoric events consisied of Growmness. tachycarda, exc
Combinalion antiemetic therapy with Mafinol and a phe-
nothiazine (prochlorperazine) may resul in synergistic or
additive anliemetic effects and attenuate the toxicities asso-
ciated with each of the agents.
INDIVIDUALIZATION OF DOSAGES

The pharmacologic effects of Marinol {dronabinol) are
dose-relaled and subject to considerable mlerpatient vari-
ability.]‘-‘,dosage""' ization s critical in
achieving the maximum benefit of Marino! treatmer.

Appetite Stimulation: In the clinical triais. the majority
of patients were treated with 5 mg/day Marinol, afthough the
dosages ranged from 2.5 1o 20 mg/day. For an adult:

1. Begin with 2.5 mg before lunch and 2.5 mg before
supper.

I CNS symptoms (teeling high, dizziness. confu.
sion, somnolence) do occur, they usually resolve in
110 3 days with continued dosage.

2. i CNS symptoms are severe or persisient, reduce
the dose 10 2.5 mg before supper. f symploms con-
tinue to be a problem, 1aking the single dose in the
evening or at bedtime may reduce their severity.

3 Whenaﬁvmsad'aﬁsatewmnmand'u~
ther therapeutic effect is desired, increase the dose
wz.smgbeiomhmandsrngbdomsnwevofs
and 5 mg. Alhough most patients respond lo 2.5
mg twice daily, 10 mg twice daily has been toleraled
in about half of the patients in &ppetite stamwdation
studies.

The pharmacologic effects of Marino! are reversible

upon treatment cessation.

Anti Most patients resp 10 5 mg three or four
times daily. Dosage may be escalaled during a chemother-
apy cycle or at subsequent cycles, based upon indtial resutts.
Thetapy should be initiated at the lowest recommended
dosage and fitrated o clinical response. Administralion of
Marinol with ph iazines, such as prochk ine, has
resulted in improved efficacy as compared to either drug
alone, without additional taxicity,

Podi: Marinol is not for AIDS-refat-
ed ia in iatric patients by # has not been
studied in this population. The pediatric dosage for the treat-
ment of chemotherapy-induced emesis is the same as in
adults. Caution is recommended in prescribing Marinol for
children because of the psychoactive effects.

Gerlatrics: Caution is advised in prescribing Marinol in
elderly patients b they are ly more itive to
the psychoactive effects of drugs. In antiemetic studies. no
difference in tolerance or efficacy was apparent in patients >
55 years old.

INDICATIONS AND USAGE
Marinot (d inol) is indi for the \ of:
1. anorexia associated with weight loss in patients
with AIDS; and
2. nausea and vomiting associaled with cancer che-
molherapyinpatioruswhohlvohiladlorespond

qualely to
CONTRAINDICATIONS
Marinol (dronabinof) is contraindicated in any patient
who has a history of hyp itivity 10 any inoid or

sesame oil.
WARNINGS

Palients receiving reatment with Marinol should be spe-
cifically warned not to drive, operate machinery, or engage in
any hazardous activity until il is established that they are
able 10 tolerate the drug and to perform such tasks salely.

PRECAUTIONS

Genersl: The risk/benefil ratio of Marinol (dronabinol)
use should be carefully evaluated in palients with the loflow-
ing medical diti bex of indivi iation in

- response and tolerance lo the effects of Marinol,

Marinol should be used with caution in patients with car-
diac di by of t by on, possible
hypertension, syncope, or lachycardia (see CLINICAL
PHARMACOLOGY). )

Marinol as well. Multiple substance abuse is common and
marijuana, which contains the same active compound, is a
frequently abused substance.
Marinol should be used with caution and careful psychi-
‘atric monitoring in patienis with mania, depression, or
schizophrenia because Marinol may exacerbale these ik
nesses.
Marinol should be used with caution in patients recewving




mwmm: hypnotics or other psy-
drugs of the p ial for additive or syn-
ergistic CNS effects.

Marinol should be used with caution in pregnant pa-
tionts, mussing mothers, or pediairic patients because it has
nol been studied in these patient populations.

Marinol should be used with caution for treatment of
anorexia and weight loss in elderly patients with AIDS be-
uuscmwmybcmomsansnmlonnpsyehoawve
effects and because #s use in these patients has not been
studied.

for Patients

with Marinol (dfonabinol) should be alerted o mo potential
for additive central nervous system depression if Marinol is
MWMﬂhaboholovutMrCNSdsprmuIs
such as

Pdmm\glnunmimhmnwlshoudbosp&
cifically warned not 1o drive, operate machinery, or engage in
any hazardous activity until & is established that they are
abie to tolerats the drug and to perform such tasks safely.

Patients using Marinol shoukd be advised of possible
mnmwmmmubusdme
&w:oulomdpamcmlhamdmm-ons
and\aﬂm-nmdellhosmdnnspmsr
bie adult during initial use of Marinol and following dosage
adjustments.

Drug Interactions: In studies wolving patients with
AIDS and/or cancer, Marinol (dronabinol) has been co-
administered with a variety of medications (e.g.. cylotoxic

X . anti-mdeclive agents. ) or opioid anaige-
sc3) without ".iﬂl"/ de i Q/drug
hough were dis-

mmmmmumm
mwmmmm'mwhm

and pl inol is highly
prumbundlophsmlpmim lndlhenhm might dis-
piace other protein-bound drugs. Alhough this displace-

mmmmmmmmm
mﬂambrld-nonmdouoemmmsmn
) to patienis fving olher highly
“'protein-bound drugs. Published nponsd&uddrwmar-
actions § . inoids are i i

in the fol-
lowing table.

CONCOMITANT DRUG | CLINICAL EFFECT(S)
Nnm cocsine, ather | Additive hypertenaion, tachycardia
agents possibly cardioloxici
Atropine, scopolaming, Additive or super-addilive
antihisiamines, ather \achycardia. drowsiness
i ic sgents
desipramine, other tricyclic drowsiness
i iazeph Additive L and CNS
sthanol, Blhium, oploids, depression
muscl retoants, other
CNS depressants
Disutfiram A reversible hypomanic reaction was
Teporied in a 28 y/o man who
smoked marijuana; confirmed by
dochallenge and rachatienge |
Fuoxeiine A 21 y/o temale with depression and
. bukmia receiving 20 mo/day
fluaxsting X 4 wis became
hypomanic after smoking muinum.' 4
Symptoms resoived after 4 days
Antipyrine, barbilurales Decraased clearance of these
, presumably via compelitive
inhibtion of metabolsm
Theophyfine theophylline metaboism
reported with smoking of marijsana;
effect similar to thal following
[ tobacco
C of Ferti}
ty: Cuw\ogom:ly Mes have not b-on poﬂumod vmh
icity testing of inol was negal

in an Ames tesl. In-bmrtormstuay(ﬂdlyl)nmlsoval
administration of dronabinot at doses of 30 10 150 mg/m?,
Wb03b|5lmmmm
mmN%)d”WwﬁMhmwmuz
to 10 times MRHD of 15 mg/m*/day in AIDS palnorls
reduced ventral prostate, seminal vesicle and
wmswamdadomunmhndvolum De-
creases in spermatogenesis, number of developing germ
cels, and number of Leydig cefls in the lestis were also
observed. However, sperm count, maling success and tes-
tosterone levets wers not affected. The significance of these
animal findings in humens is not known.

Pregnancy: Pregnancy Category C. Reproduction
studies with ¥nol have been perk d in mice at 15
10 450 mg/m?, equivalent to 0.2 to 5 times maximum recom-
mended human dose (MRHD) of 90 mg/miday in cancer
patients or 1 10 30 times MRHD of 15 mg/m¥/day in AIDS
patients, and in rats &t 74 10 295 mo/m? (squivalent 10 0.8 1o
3 limes MRHD of 90 mg/m? in cancer patients or 5 1o 20
mmMRMl)d‘Smwn'laynAlOSM) Thesa stud-
ies have jod no icty due to dron-
abinol. At these dosages nm:o.ndms dronabinol
dacnuudnuemnlmqﬂw.dwrbmdvuﬁhp\ps
and @ fetal y and early C Such
effects were dose dependerd and less apparent at lower
doses which produced less maternal laxicity. There are no
d and welk Studies in pregs women.
Dronabinol should be used only ¥ the potential benefd justi-
fies the potential risk 1o the fetus.

Nursing Mothers: Use of Marinol is not recommended
in nursing mothers since, in addition to the secretion of HIV
virus in breast milk, dronabinol is concentrated in and secret-
ed in human breas{ mitk and is absorbed by the nursing
baby.

ADVERSE REACTIONS

Adverse experi [ L ized in the
1ables below was derived from wel-controlled clinical trials
conducted in the US and US temitories involving 474
patients to Marinol ( wnol). Studies of AIDS-
related weight loss inchuded 157 petients receiving dronabi-
mlmndoudzsmtvbo&iynmﬂmuphmbo
Studies of different d

mrmmdmmmewzadm
Studies ‘of naussa and vomling related 1o cancer chemo-
thararmr inchidad €T matiante raraning dmnabinal and 68
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s concentraied in'and secret-

{ odin buman breasi mikcand is absorbed by the mursing
Y beby.
: ADVERSE REACTIONS

Adverse . [ : ized in the

tables below was derived from well-controlied clinical trials
conducted in the US and US temmltories wolving 474
pationts d 1o Marinol ({ . Siudies of AIDS-
r-hbdwbnhdwodiﬂpniuumqm
wu-mazsmmmmumw
Studies of different L by

lmﬁﬂmmodmsmlmhﬂza&ys
Studies of nausea and vomiting related to cancer chemo-
themapy included 317 patients receiving dronabinol and 68

receiving placebo. —
A cannabinoid dose-related “high® (easy laughing, ela-
tion and hes ) has been repor by

patients receiving Marinol in both the antiemaetic (24%) and
the lower dose appetile stimulant clinical trials (8%) (see
CLINICAL TRIALS).

The most adverse » n
mwnuosmmw:m trials
imoived the CNS and were reported by 33% of paients
receiving Marinol. Aboul 25% of patients reported & minor
CNS adverse event during the first 2 weeks and about 4%

- reported such an event sach week for the next 6 weeks
thereafter. *

PROBABLY CAUSALLY RELATED: incidence greater
than 1%.

Rates derived from clinical trials in AJDS-relsted anorex-
ia (N=157) and chemotherapy-related nausea (N=317)
Rates were generally higher in the anli-emetic use {(given in
parenthases).

Bodyun whole. Asthenia.

WWM nausea’, mng
systen { ) Y {ataxia),

thinking abnormal®.

* tnoidance of evants 3% © W%
PROBABLY CAUSALLY RELATED: Tncidence Teds tan
1%.

Evert ratse derived from clinicel trials in AIDS-reiated
anorexia (N=157) and chemotherapy-related neusea
N=317).

: Flushing®.
Special senses. Vision difficulties.

* Incidance of svents 0.3% © 1%.

CAUSAL RELATIONSHIP UNKNOWN: Incidence less
than 1%. )

The clinical signé ol the iation of these

w  evenis with Marinol treatment is unknown, but they are

s reporied as alerting information for the clinician.

i)

Bodynsn smolcChills hudnchs malaise.

DRUG ABUSE AND DEPENDENCE
Marinol (dronabinol) is one of the psychoactive com- .
L is, and is and

pounds present in
[Schedule Il (C_lll)] under IhoCotlml.ﬁ! Substances Act.

mmdwmmmmnm
and percep-
|mﬂnmhgydlhoummm-mwm
be with the process of rather
than an isolaled effect of the drug. No such decrements in

ical, social or gical stalus have been asso-
wumwmxmmdwwwcw

lnnnopon«labelnwynpnmmhADS\mov&
wwuwmﬁnmm no sbuse, ano'
Yy change in ity or socisl fi were
cbserved despite the inclusion of & substartial number of
pationts with a past history of drug abuse.

Mmusyrmh.sb'mrwu«m

F88 F3F3F 3Ip axs

abrupt di

WdzwmdhybvﬂloWw'mmmy:
Within 12 hours after these
ifested sy such as i i J andndess
ness. By approxi Zan,,-._

* uation, #ved 10 inchxde “hot flash-
es”. sweating. rhinorthes. bose siools, hiccoughs and

. anorexa.

These yrres o by . over
the next 48 hours. his
mmnnmm:um-‘m(wm)

. Palients

Signs and symptoms folowing MILD Marinol (dronabs-
tomication nckude drowsi ity

sensory alered time percepli ch d con-
junctiva, dry mouth and tachycardia; lollowing MODERATE
intoxication include memory impairment, depersonalization,
mood alleration, urinary retention, and reduced bowel motil-
ty. and ing SEVERE intoxication include d
moloteoovcimnon lethargy. shurred speech, and postural
hypotension. Apprehensive patienis mey experience panic
reaclions and sezures may occur in patients with existing
seizure disorders.

The estimated lethal humnan dose of intravenous dron-
abinol is 30 mgkg (2100 mg/TOkg). Significant CNS symp-
mnmmwuﬂmumm
(28 mg/TO kq) of Marinol.

it
2t ermadadth avd decnntamination fn .

“_.—7




...
MM-rnolhvwioMrmnlhs no abuse, dversion of
sysiemalic change in y or social h ing were
Mmmmdlsmmlmmd
pationis with a past history of drug abuse.
Anmmmbunnponodunmlhe

wdzwwhrzmw:«;a»amm:

Within 12 hours afler these man-
e desied symp su:hu ability i and restless-
ness. By app: 24 hous post. i i
uation, wi d ified to include “hot Hash-
es”, swesting. mmonhea loose stools. hiccoughs and
anorexia.
These withdi | L~ iy dissi d over

the next 48 hours. El con-
sistent with the effects of drug withdrawal (hypcmcnalm)
were recorded in patients after abrupi dechallenge. ‘Patienis
also complained of disturbed sleep lor several weeks after
discontining therapy with high dosages of dronabinol. R
p OVERDOSAGE
- g Signs and symploms following MILD Marinol (dronabi-
o) intoxication & : s, heig

sensory awareness, altered lime perceplion, reddened con-

junctiva, dry mouth and tachycardia; following MODERATE .

include

mood alleration, urinary menm -mmm mo(i -
ty. and g SEVERE intoxi include d
mmm lethargy. slurred peech, and postural .
hypotension. Apprehensive palients may experience panic
reactions and seizures mey occur in patients with existing
The estimated lethal humen dose of intravenous dron-
abinol is 30 mg/kg (2100 mg/70kg). Significant CNS symp-
toms in antiemelic siudies followed ol doses of 0.4 mg/kg
(28 mg/70 kg) of Marinol.
4 Ammmww if
momshoddbe ged with gul d
pmwhhamnm m‘med
charcoal (30 to 100 g in adults, 1 10 2 g/kg in infants) via a
nasogastric tube. A saline cathariic or sorbitol may be
addodlolheﬁsldoudlcﬁvuadchamul Palismsnpe-

v

riencing
Mbepheednnwnmwoﬂendme
= (5Io10mg' P po)nuybamodhf
L L usually
nwﬂslonddmwgposmonmleM Pressors
are rarely required.
DOSAGE AND ADMINISTRATION
Appetite stimulation: initially, 2.5 mg Marinol (dron-
' abinol) should be administered orally twice daily (bid.).
. before lunch and supper. For patients unable 1o lolerate this
5 mg/day dosage of Marinol, the dosage can be reduced 1o
2.5 mg/day, Mmodua-nﬂodosomlﬁmmnngov
al bedtime. i clinicall _ and in the ab of sig-
nificant adverse on.eu the dosage may be gradually
increased 1o a maximum of 20 mg/day Marinol, administered
in divided oral doses. Caution should be exercised in esca-
lating lhe dosage of Marinol because of the increased fre-
quency of dose-related adverse experiences el higher
dosages (sse PRECAUTIONS).

Antiemetic: Marinol is best administered at an indtial
dose of 5 mg/m?, given 1 10 3 hours prior to the administra-
tion of chemotherapy, then svery 2 10 4 hours afler chemo-
therapy is given, for a lotal of 4 10 6 doses/day. Should the
5 mg/n? dose prove to be ineffective, and in the absence of
significant side eflecis, the dose may be escalated by 2.5
nvnﬁmmmslonmxnmdwmglm’p«dose
Caution should be dou
Ihe inci of disturba
sngmﬁmmtyalmmmndou (see PRECAUTIONS)

SAFETY AND HANDUNG

Marinol (dronabinol) should be packaged in a wel
closed container and stored in a cool efnvironment between
8° and 15°C (46° and 59°F). Protect from freezing. No per-
ticular hazard 1o health care workers handling the capsules

HOW SUPPLIED

MARINOL® CAPSULES ( dution in

oll in soft gelatin capsules)
25mgwhncupwluwm.)

NDC 0054-2602-11: Botties of 25 capsules.
NDC 0054-2602-25: Botties of 100 capsules.
10 mg orange capsules (identified RL).

NOC 0054-2603-11: Botiles of 25 capsules
NOC 0054-2603-21: Bottles of 80 capsules.

MARINOL® is a regisiered trademark of Unimed
Pharmaceuticals, inc. and is

;
§
i
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Division of‘Anesthetic, Critical Care, and Addiction Drug Products, HFD-170

CONSUMER SAFETY OFFICER REVIEW -
AUG ¢ 5 1999

Application Number: NDA 18-651/SLR 011
“Name of Drug: Marinol (dronabinol) Capsules .
Sponsor: Unimed Pharmaceuticals, Inc.
RPM: Indira Kumar
Material Reviewed

Final Printed Label (physician package insert) per Unimed’s petition to reschedule
Marinol from CII to CIII according to the Drug Enforcement Administration (DEA)
notification in the Federal Register Notice of July 2, 1999, to transfer from schedule II to
schedule III of the Controlled Substance Act (CSA) of the drug containing synthetic
dronabinol in sesame oil and encapsulated in soft gelatin capsules (Marinol) approved by
FDA, with the last approved physician package insert of June 17, 1993. Unimed
Pharmaceuticals, Inc proposed patient Information leaflet was reviewed with the last
approved patient package insert of June 17, 1993.

Submission Date: June 24, 1999

Receipt Date: June 25, 1999

Background and Summary Description:

In accordance with 21 CFR 3 14.70(c), Unimed Pharmaceuticals, Inc. has submitted a

labeling supplement for NDA 18-651 for Marinol (dronabinol) capsules to provide for
revised, final-printed labeling (physician package insert and patient information leaflet).

Status Report
Reviews Completed:

Control Substance Evaluation Team (CSET)/ Chemistry: Silvia Calderon, Ph.D., Michael
Klein, Ph.D., Albinus D’Sa, Ph.D. — 8-3-99

CSO Review: Indira Kumar — 8-4-99

Reviews Pending: None
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CSO Review

Please note that the sponsor’s proposed revisions are indicated by strikeovers and
underlined text.

PHYSICIAN PACKAGE INSERT

BOX WARNING: Not Applicable

DESCRIPTION:

Heading:
Line 2 - changed to

Line 5 — Rx only was added.
- Line 6 — {

vas deleted.

Paragraph 4:
Line 4,5,6 — FD&C Blue No. 1 (5 mg), FD&C Red No. 40 (5 mg), FD&C Yellow No. 6

(5 mg and 10 mg) was added.

CLINICAL PHARMACOLOGY: No changes noted.
INDICATIONS AND USAGE: No changes noted.
CONTRAINDICATIONS: No changes noted.
WARNINGS:

Paragraph 1: As follows was deleted.

PRECAUTIONS: No changes noted.
ADVERSE REACTIONS: No changes noted.

DRUG ABUSE AND DEPENDENCE:

— Paragraph 1:

Line 3 - was changed to
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OVERDOSAGE: No changes noted.
DOSAGE AND ADMINISTRATION: No changes noted.
SAFETY AND HANDLING:

Paragraph 2: Was deleted.

HOW SUPPLIED:

New line 3 under heading: 2.5 mg white capsules (Identified RL).
Added ~ NDC 0054-2601-25: Bottles of 100 capsules.

New line 2 under heading: 5 mg dark brown capsules (Identified RL).
Added - NDC 0054-2602-25: Bottles of 100 capsules.

New line 2 under heading: 10 mg orange capsules (Identified RL).
Added - NDC 0054-2603-21: Bottles of 60 capsules.

Last Lines: Were deleted.

. PATIENT INFORMATION

Heading:
changed to

IMPORTANT: Line 6 — was changed to

—_ INTRODUCTION: No changes noted.
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PRECAUTIONS: No changes noted.
INFORMATION ABOUT USING MARINOL: —
Introduction:

Paragraph 9: Was deleted

How to_eat: No changes noted.
What to eat: No changes noted.
When to eat: No changes noted.

Storage Instructions: No changes noted.

If You Are Taking Medicines: No changes noted.

What to Watch For (Adverse Effects): No changes noted.

If You Have Problems in the First Few Days: No changes noted.

Last Line: changed to

With the changes noted above, I recommend approval of this labeling supplement.

! s\ 1q

Regulatory Project'ManagE'r — Indira Kumar

el 55469

Supervisory Comment/ frené — Corinne P. Moody

AN

Review Concurrence:

1S/

Abuse Liability: Silvia Calderon, Ph.D.

Chemistry: Albinus D’Sa, Ph.D. /q !
Medical: Chang Q. Lee, M.D. e I*

Celia Winchel, MD.___ |9 v
Division Director: Cynthia G. MeCormick, M.D. IQI

V) Js
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NDA# 18651, SLR-011

SUPPLEMENT CLAIMS FOR: Changes made in response to the rescheduling of
Marinol® from Schedule II to Schedule III of the Controlled substances Act.

PROPOSED CHANGES:

1. Controlled Substances symbol was changed to in the following sections:
a. The beginning of the labeling.
b. DRUG ABUSE AND DEPENDENCE (First paragraph). In addition, reference
to was changed to
RECOMMENDATION: Change ACCEPTED. Final Rule on the Rescheduling of
Marinol® has been issued on July 2, 1999, and published in the Federal Register,
- Vol. 64, No. 127, 35928-35930.

2. The first paragraph under WARNINGS was deleted. This paragraph was worded as
follows:

RECOMMENDATION: Change ACCEPTED. Schedule II controls no longer
apply to Marinol. In addition there is no substantial evidence of diversion of Marinol.

3. The second paragraph under SAFETY AND HANDLING was deleted. This
paragraph was formerly reading:

RECOMMENDATION: Change ACCEPTED. It is also recommended to change
the title of this section from to
Also it is recommended to remove the sentence currently at the end

of this section.
The section that reads as follows:
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Should read as:

4. The statement, was deleted from the HOW SUPPLIED
section. '
RECOMMENDATION: Change ACCEPTED. DEA order form is not requxred for
Schedule III drugs.

5. The color additives FD&C Blue No. 1 and FD&C Red No. 40 were added to the list
of inactive ingredients.
RECOMMENDATION: Change ACCEPTED

- 6. Replacement of the statement :
by _1s proposed
RECOMMENDATION: Change ACCEPTED, based on the provision set by FDA

Modemlzatlon Act of 1997, Sect. 126:

7. Deletion of the statement, proposed
RECOMMENDATION: Change ACCEPTED, according to CFR 369.22

PATIENT INFORMATION LEAFLET CHANGES

1. Controlled Substances symbol was changed to at the beginning of the
labeling

2. The ninth paragraph under the section . that read

was deleted.

3. Grammatical correction in the second paragraph under IMPORTANT

RECOMMENDATION: Changes accepted based on the current CIII status of the
drug product.
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CONCLUSIONS AND RECOMMENDATION

Most of the changes proposed by the Sponsor are accepted. It is recommended that the
title of section be changed to

As per 21 CFR 201.57 (k) (4) this section could be included under the HOW SUPPLIED
header. Also in the same section it is recommended to delete the sentence that currently
is at the end of the section and incorporate that the product could be alternatively stored
in a refrigerator, as per USP-NF, Tenth Supplement, page 4765. The section should read:

- It is also recommended that at the beginning of the labeling, the paragraph that currently
read:

Be changed to read as:
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Reviewer: B - =
Silvia N. Calderon, Ph.D. ~Date

Interdisciplinary Scientist

Concur

Michael Klein, Ph.D. Date
Team Leader, Controlled
Substances Evaluation Team

- Concur / SI ’“2 g} 11

Albinus D’Sa, Ph.D. Date
Chemist Team Leader

Concuf /Sl A _f‘f— 47

Cynﬂlia G. Mc/Cormick, M.D. Date
Division Director,

Division of Anesthetic, Critical

Care and Addiction Drug Products, HFD-170




