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Brief Summary of Prescribing Information Drlé(é/Laburatory Test interactions studied by administration of ramelteon to the pregnani rat by oral gavage
ROZEREM™ ROZEREM is not known to interfere with commonly used clinical laboratory  at doses of 0, 30,100, or 300 mg/kg/da%/ from day 6 of gestation through

tests. In addition, in vitro data indicate that rameltéon does not cause parturition to postnatal (lactation) day 21, at which time offspring were
(ramelteon) Tablets false-positive results for benzodiazepines, opiates, barbiturates, cocaine, ~ weaned. Maternal toxicity was noted at doses of 100 mg/kg/day o
INDICATIONS AND USAGE cannabinoids, or amph in two standard urine drug screening greater and consisted of reduced body wei%ht gain and Increased adrenal
ROZEREM is indicated for the treatment of insomnia characterized by methods in vitro. gland weight. Reduced body weight during the post-weaning period was
difficulty with sleep onset. Carcinogenesis, Mutagenesis, and Impairment of Fertitity glso noticed in the ffspring of the groups given 100 malkg/day and

Carcinogenesis higher. Offspring in the 300 mg/kg/day group demonstrated physical and
CONTRAINDICATIONS ) - 9 - ) - developmental delays including delayed eruption of the lower incisors, a
ROZEREM is contraindicated in patients with a hypersensitivity to rameiteon  In a two-year carcinogenicity study, BEC3F; mice were administered delayed acquisition of the ,igh‘f’,ng reflex. and an alteration of emotional
or any components of the ROZEREM formulation. rameiteon at doses of 0, 30, 100, 300, or 1000 mg/ka/day by oral gavage. reqonce These defays are often observed in the presence of reduced

WARNINGS :\Ilale mictedexhilbitelli a tﬁogg—rel/akte% inc_re?sg in we w;lcidednce of hﬁpati{;
Since sleep disturbances may be the presenting manifestation of a physical 1umarS at dose levels 100 mg/kg/day Incluting hepatic adenoma, epatic
and/or psychiatric disorder, symptomatic treatment of insomnia should be ma. Female mice developed a dose-related

, and hy A
initiated only after a careful evaluation of the patient, The failure of insomnia o InCrease in the incidence of hepatic adenomas at dose levels 300 mg/kg/da

remit after a reasonable period of treatment may indicate the presence of a ?(?rdh'éﬁ‘é%?nfﬁrgﬂ"i’f??n"afe'ﬁiggoﬁa?%%‘&a %23 ’5‘6%!'_ ggfa?'ﬁﬁ%ﬁnﬁﬁs

primary psychiatric and/or medical iflness that should be evaluated. Worsening i rlatel
of insomnia, or the emergence of new cognitive or behavioral abormaities, Egg;é‘é{ggg”;‘t"tﬁé%’gﬂﬁ%&%’;’gs&%’g&gﬂ Lfrr?ﬁ"é%s?‘fﬁgﬁﬁt}ebﬂa on

offspring body weight but may still be indicative of developmental delay.
An apparent decrease in the viability of oﬁsgring in the 300 mg/kg/day
group was likely due to altered matemal behavior and function observed
at this dose level. Offspring of the 300 mg/kg/day group also showed
evidence of diaphragmatic hernia, a finding observed in the embryo-fetai
development study previously described. There were no effects on the
aeﬁroductive capaci{)y of offspring and the resulting progeny were not

i

may be the result of an unrecognized underlying psychiatric or physical 3 o erent from those of vehicle-treated offspring. The no-effect level for
disorder and requires further evaﬂjation of the patient. As with other hypnotics, %@;’?gr‘;]’;d%ﬁumm h femalé"r'ﬁicgu\zvv:s[?gg]mg/k o (3'2;'-‘5;335?:? re- and post-natal development in this study was 30 mg/kg/day (39-times
exacerbation of insomnia and emergence of cognitive and behavioral abnor- 1 oo thpe + ic exposure to It and%—ly respectively, at igher than the MRHD on a mg/m2 basis).
FOZEREM shus oo b by ptiets wits sovers et gt 7@ MEHD bod 50 AU5) , e of ROZEREM o the duraton of b andlr Gl

should not be used by patients wi ere hepatic impaiment. |, : icity study conducted in the S _Dawley rat e potential effects of on the duration of labor and/or delivery,
ROZEREM should not be used in combination with fluvoxamine {see r:eﬁe an ?:r;a?lég?g‘t(s)g v?lglr(gtgdsrrﬁnlystereduramelgoneat ggi%geof 8“4 ?s’g,’ L%r ggtg%'ii;mé"l?;g% ?;gg? ;%téjsd’em‘ée fot been studied. ROZEREM has
PRECAUTIONS: Drug Interactions). 250 or 1000 mg/kg/day by oral gavage. Male rats exhibited a dose-refated Y.

A variety of cognitive and behavior changes have been reported to occur  increase in the incidence of hegatic adenoma and benign Leydig cell tumors  Nursing Mothers ; ) )
in association with the use of hypnotics, In primarily depressed patients,  of the testis at dose levels > 250 mg/kg/day and hepatic carcinoma at the  Ramelteon is secreted into the milk of lactating rats. t is not known
worsening of depression, incIuJi’n suicidal ideation, has been reported in 1000 mg/kg/day dose level. Female rats exhibited a dose-related increase in  Whether this drug is excreted in human milk. No clinical studies in nursing

association with the use of hypnotics. ;he irtl.cidenc_e of hega‘gc ?gggomgek 3} éiosg Ievﬁls g' gla_g mg/kgf/fdgyla"dl ; ir:?\tohterrgc'(])?r‘]l; gﬁgg J)erformed. The use of ROZEREM in nursing mothers
! ! i it ; ; epatic carcinoma at the m lay dose level. The no-effect level for -
Patignts should avoid engaging in hazardous activities that require concentration  paaic timars and benign Leydig cell fumors in male rats was Pediatric Use
(such as operating a motor vehicle or heavy machinery) after taking ROZEREM. - g5 iay (1 420-times an(y 1 g—times the th tic exposure to i in pediatric pati
After taking ROZEREM, patients should confine their activities to those oo M : JARHD batad on floct  oaieny, and effectiveness of ROZEREM In pediatric patients fave not been
\ ramelteon and M-Il, respectively, at the MBHD based on AUC). The no-effect  established, Further study is needed prior to determining that this product
necessary to prepare for bed. level for hepatic tumors in female rats was 15 mg/kg/day (472-times and may be used safely in pre-pubescent and pubescent pafients.
> ﬁ/ I y ly in pre-p p p
PRECAUTIONS 2 hﬁt&n;&s Dt%e thgrapiﬁg)exposure to ramelteon and M-1l, respectively, at Geriatric Use
neral e ased on AUC). N . ) ]
i . . ! ) R ! A total of 654 subjects in double-blind, placebo-controlled, efficacy trials
ROZEREM fas not been Studied n subects with severe sloep aprea or  The development of hepatic tumors In fodents following chronic treatment  who received ROZEREM were at east 55 years of age; of ihese, 199 were
! ! ; 10 pop! - with non-genotoxic compounds may be secondary to microsomal enzyme 75 years of age or older. No overall differences in safety or efficacy were
Patients should be advised to exercise caution if they consume alcohol in  induction, a mechanism for tumor generation not thought to occur in humans.  observed between elderly and younger adult subjects.
combination with ROZEREM. Leydig cell tumor development fo!lowm% treatment with non-genotoxic ADVERSE REACTIONS
Use in Adolescents and Children compounds in rodents has been linked to reductions in circulating Overview

i i i i testosterone levels with compensatory increases in luteinizing hormone o i fh 8 N .
gguz,gng‘gvhis been associated WTllg\rllefsﬂgng" reproductive nqnmr;?ss. Wis release, which is a known proliferative stimulus to Leydig cells in the rat mdﬁg’gwﬂgg m&@f;&g }’%%EREM "]f.r‘tgf?; subjects,
not kniown what effect chronic or even chronic intermitient use of ROZEREM  testis. Rat Leydig cells are more sensitive to the stimulatory effects of - . Jocts yedr
may have on the reproductive axis in developing humans (see Pediatric Use). luteinizing hormone than human Leydig cells. In mechanistic studies Adverse Reactions Resulting in Discontinuation of Treatment

i " conducted in the rat, daily ramelteon administration at 250 and Six percent of the 3594 individual subjects exposed to ROZEREM in clinical
{”;ft‘n?énmtsatslﬁg {g’ b?’g,’?stgd 10 take ROZEREM within 30 minutes priof to goin 1000 mg/kg/day for 4 weeks was associated with a reduction in plasma  studies discontinued treatment owing to an adverse event, compared with
15 bed ant Shoie confins their sctuitas 1o fhase. NEsessary 16 prepare (o et testosterone levels. In the same study, luteinizing hormone levels were 2% of the 1370 subjects recelving placebo. The most frequent adverse

4 . . . g " elevated over a 24-hour period after the last ramelteon treatment; however,  events Ieadmg to discontinuation in subjects receiving ROZEREM were
Patients should be advised to avoid engaging in hazardous actlvgles SUCh  the durability of this uteinizing hormone finding and its support for the ~ somnolence

! A 3 .8%), dizziness (0.5%), nausea (0.3%), fatigue (0.3%),

:s tppetratlr':g a: dmt:)tor dvghlcéeﬂ?r th;aw macréne?)t::erég';‘é‘g& ZEE} M.~ proposed mechanistic expianation was not clearly established. headache (0.3%), and insomnia (0.32/0).
in?nrl?gdisatselgiﬁereaahivglﬁ?fat T Ay should ot take W 0T Although the rodent tumors observed following ramelteon treatment ROZEREM Most Commonly Observed Adverse Events in Phase 1-3 trials
Patients should be advised to consult their health care provider if the: occurred at plasma levels of ramelteon and M-l n excess of mean clinical  The incidence of adverse events duting Ihe Phase 1 through $ trials
experience vlvjorsenin o insomaia or any new behaviorgl signs or Y plasma concentrations at the MRHD, the relevance of both rodent hepatic f% lacebo, n=1370; % ramelteon [8 mg], n=1250) were: headache NOS
symptoms of concerg. tumors and benign rat Leydig cell tumors to humans is not known. 7%, 7%), somnolence (3%, 5%),fatigue (2%, 4%), dizziness (3%, 5%),
Patients shoufd consult their health care provider if the oneof M ; fausea (o, ), MSomnia eXaCErbated (27l LBper [cspiralory tract
156 Tollowing: o6esaton of menses or GalaCtoThea i farales, Ramelteon was not ic in the following: in vitro bacterial reverse  Imecton NOS}Z A 30@’ diarrhea NOS (2%, 2%), myalgm (§7o, 2%0)

e % X Tie g ) f d NGLOXN g . depression (1%, 2%), dysgeusia (1%, 2%), arthralgia (1%, 2%), influenza
fibido, or problems with fertility. mutation (Ames) assay; in vitro n)ammal_lan cell gene mutation assay (0, 1%), blood cortisol decreased (0, 1%)
Laboratory Tests using the mouse lymphoma TK*/~ cell fine; in vivo/in vitro unscheduled e o ) o
No standard monitoring is reguired. DNA synthesis assay in rat hepatocytes; and in in vivo micronucleus Because clinical trials are conducted under widely varying conditions,

" " g . assays conducted in mouse and rat. Ramelteon was positive in the adverse reaction rates observed in the clinical trials of a drug cannot be

For patients presenting with unexplained amenorrhea, galactorrh ph - P i in clinical tri
b r pal uad : presenting wil unexﬁ fal e‘ d amenorrhea, galac olr ea,l . chromosomal aberration assay in Chinese hamster lung cells in the directly com{)ared to rates in clinical trials of other drugs, and may not

ecreased libido, or problems with fertility, assessment of prolactin levels presence of S9 metabolic activation. reflect the rates observed in practice. The adverse reaction information from

D o e Seart s Ol T e Conengabon o W1 ok G e o e R o 1 o A s
HOZ%REM has a highly variable intersubject pharmacokinetic profile (approxi- formed by the rat liver S fraction used in the in vitro genetic toxicology DRUG ABUSE AND DEPENDENCE '
mately 100% coefficient of variation in G and AUC). AS noted above,  Studies described above, exceeded the 10 ROZEREM is not a controlled substance.

CYP1A2 is the major isozgme involved in the metabolism of ROZEREM; the thereforg, 'thet!h“ s of the M-l was also :

CYP2C subfamily and CYP3A4 isozymes are aiso involved to a minor degree. 255€ssed In these studies. MW: See the CLINICAL TRIALS section, Studies Pertinent to
Effects of Other Drugs on ROZEREM Metabolism Impairment of Fertilty Satety Concerns for Sleep-Promoting Agents, in the Complete
Fluvoxarmine (strong CYP1AZ inhibitor): When fluvoxamine 100 mg twice R?tmf"fteg?t‘;vas éidmllnlstergd lo male and femetileu?gmgtug—Da\lNIeyl rats inan Prescribing Information.

d o lghoutting e dminisirati initial fertility and early embryonic deveiopment study at dose levels of 6, ) ] . ! ! "
e slor o e el e i P L L g oy st s sl o s
approximately 190-fold, and the Cugy increased approximately 70-fold,  oserved with a ramelteon dose up to 800 mg/kg/day (786-times higher P C€S mdlca !x 2 |et na p&"th“gs '9‘3‘3 |r{q ed v OIE'SVS &
compared to ROZEREM administered alone. ROZEREM shouid not be used than the MRHD on a mg/m? basis). ".Te%“k’" estrus cycles, reduction in the 101 SCT- a0mInSIEr [amECeon ane 8O0 00 P O e
in combination with flsvoxamine (see WARNINGS). Other less potent CYP1A2  number of implants, and reduction in the number of live embryos were "é’e B "a% was f‘f’e%f"e{an'}: on between ramefteor)
inibitors have not been adequately studied. ROZEREM should be admin- fioted with dosing females at > 60 mo/kg/day (79-times higher than the  Z1MIdEz0iar. HAVRETER €0 P07 TECH Toforod PErErmance, 2 facator
istered with caution to patients taking less strong CYP1A2 inhibitors. oc?:npre%na? t'h"gggé Pnag}izilaa?gggg?gvg the number of g?rporal Iuteau pto Ui opan I%‘ ﬂté',‘f%g vleitn r&'},'rﬁ'& phﬁénﬂé’ncpé’ entiate the abily of

. - N . N N . L A v .

Rifampin (strong CYP enzyme inducer): Administration of rifampin 600mg  gg m%k%day to male rats for 7 weeks had no effect on sperm quality and  Discontinuation of ramefteon in animals or in humans after chronic

once daily for 11 days resulted in a mean decrease of approximately 80%  \when the freated male rats were mated with untreated female rats there was  administration did not produce withdrawal signs. Ramelteon does not
X‘O% 10.90%) in o) exposure fo ramelteono?%metaboﬁt?ﬁm-ll, (both pe  Moefecton imPIanls or embryos. In a repeat of this study using oral adminis- appear to produce physical dependence.

UG i and mﬁ%aﬂer a single 32mg dose of ROZEREM. Efficacy may b tration of ramelteon at 20, 60 or 200 mg/kg/day for the same study duration,  ovERDOSAGE
reduced when ROZEREM is used in combination with strong CYP enzyme females demonstrated irregular estrus cycles with doses > 60 mg/kg/day, but Signs-and Symptoms
inducers such as rfampin. no effects were Seen on implantation o embryo viabilty The no-eflect dose e snsse of ROVEREM overdose have been reparted during cinical development.
Ketoconazole (strong CYP3A4 inhibitor): The AUCq.i, and Cyay Of ramelteon  for fertility endpoints was 20 mg/kg/day in females ((, 6-limes the MRHD L L }
increased by aﬂprommately 84% and 36%, res| ectlvt# when a single ona mﬂlmZ basis) and 600 mg/kg/day in males (786-times higher than ~ ROZEREM was administered in single doses up to 160 mg in an abuse
16 mg dose of ROZEREM was administered on the fourth day of ketoconazole  the MRHD on a mg/m2 basis) when considering all studies. liability trial. No safety o tolerability concerns were seen.
200 mg twice daily administration, compared to administration of ROZEREM Recommended Treatment

wice d: n ration o Pregnancy: Pregnancy Category C 1 i i
alone. Similar increases were seen in M-Il pharmacokinetic variables. "K . General symptomatic and supportive measures should be used, along with
ROZEREM should be administered with caution in subjects faking strong ~ hemelteon has been shown to be a developmental teratogen in the rat b oA e o

when given in doses 197 times higher than the maximum recommended immediate gastric lavage where appropriate. Intravenous fluids should be

CYP3A4 inhibitors such as ketoconazole. administered as needed. As in all cases of drug overdose, respiration, pul

h RHD jm? asis. Th te and well- of drug ,Tespiration, puise,
Fluconazole (strong CYP2C9 inhibitor): The total and peak SyStemic XPOSUTE Lol seian i i moe o At blood pressure, and Gther appropriate vital signs shoud be monitored, and
(AUCq s 3?," Crmay) OF ram?ltg%ra ‘;ﬁerha smglelﬁ mg closyaho;1 ROZERElM was  pregnancy only if the potential benefit justifies the potential risk to the fetus.  9eneral supportive measures employed.
S e woro i e 1) oo RORL S 1 ot of mlon on iy devapment wors assesatn L s T RN e e e TR e
gsra\&?:;ze&g.v ith caution in subjects taking strong CYP2CS inhibitors such avage at doses of 0,10, 40,150, or 600 mg/kg/day during gestation days Poison Control Center

-17, which s the period of organogenesis in this species. Evidence of  As with the management of all overdosage, the possibility of multiple drug

Interaction studies of concomitant administration of ROZEREM with fluoxetine  maternal toxicity and fetal teratogenicity was observed at doses greater  ingestion should be considered. The physician may contact a poison control

#’;‘YP %P?'.'"h'g'm’  ameprazole (CYP1A2 inducer/CYP2C19 inhibitor), than or equal tot%SO mg/kg/day. Maternal toxicity was chiefly charactorized  centar for curent ion on the of overdosag
neophyiline (CYP1A2 substrate). and dextromethorphan (CYP2D6 substrate) by decreased body weight and, at 600 mg/kg/day, ataxia and decreased  py gn)

did not produce clinically meaningful changes in either peak or total spontaneous movement. At maternally toxic doses (150 mg/kg/day or X only

exposures to ramefteon or the M-l metabolite. reater), the fetuses demonstrated visceral malformations consisting of ~ Manufactured by: -

Effects of ROZEREM on Metabolism of Other Drugs iaphragmatic hemia and minor anatomical variations of the skeleton Takeda Pharmaceutical Company Limited

Concomitant administration of ROZEREM with omeprazole (CYP2C19 (irregularly shaped scapula). At 600 mg/kg/day, reductions in fetal body ~ 540-8645 Osaka, JAPAN

substrate), ethorphan (CYP2D6 substrate), midazolam (CYP3A4  weights and malformations including cysts on the external genitalia were  Manufactured in;

sugsvaﬁn, m%ehpygi(l:%e[gyg}g Aszul[ﬁtrateg,s{iigtm)ag_( 'QI%/CODBOtem ?.ut;sir"ate), 2%dltl0;]l§ill dobs(%nég% Ihe no-efée‘t‘:g5 Ietaye fo;] te;lat r?nmit%, ir;h is Sﬂll{y Was  Takeda Ireland Ltd.

and warfarin g substrate) did not produce clinically mg/kg/day (1,892-times and 45-times higher than the therapeutic i i i

meaningful changes in peak and tmall exposures to these drugs. ex| osungJ to ramelteon and the active metab%lite M-I, respectively, at the Kilruddery, County Wicklow, Republic of Ireland

Effect of Alcoh MRHD based on an area under the concentration-time curve [AUC] Marketed by: )

A,w,,,,,,wmﬁ"si,‘.” f;f’dﬁg’éegi’;,’ime co-administration of ROZEREM 32mg and  COMparison). Pregnant rabbits were administered ramelteon by oral gavage ~ Takeda Phammaceurticals America, Inc.

doenol (0.6 ko), here were no dinicaly méamngfu or statistically shcant 2 00ses of 0, 12,60, or 300 mg/kg/day during gestation days 6-18, wich One Takeda Parkuvay

effects on peak o total exposure to ROZEREM. However, an additive was IS the period of organogenesis in this species. Although matemal toxicity ~Deerfield, IL 80015

Seen on some measures of rmarice (.e., the Digit Symbal ~ Was apy arent with a ramelteon dose of 300 mg/kg/day, no gvidence of ROZEREM™ is a t k of Takeda Phar tical Company Limited
Substitution Test, the Psychomotor Vigilance Task Test, and a Visual Analog fetal effects or teratogenicity was associated with any dose level. The and used under license by Takeda Pharmaceuticals America, Inc.

Scale of Sedation) at some post-dose time points. No additive effect was seen no-effect level for teratogenicity was, therefore, 300 mg/kg/day (11,862-times ©2005, Takeda Pharmaceuticals America, Inc

on the Delayed Word Recognition Test. Because alcohol by itself impairs and 99-times higher than the therapeutic exposure to ramefteon and M-Il, » cd, ‘nc.
performance, and the intended effect of ROZEREM is to promote sleeg, respectively, at the MRHD based on AUC). 05-1124 Revised: Apr., 2006
patients should be cautioned not to consume alcohol when using ROZEREM.  The effects of ramelteon on pre- and post-natal development in the rat were  L-RAM-00029

©2008 Takeda Pharmaceuticals North America, Inc. RAM-01590 1/08 Printed in U.S.A.
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NONSCHEDULED ROZEREM—

ZERO

EVIDENCE OF ABUSE, DEPENDENCE,
OR WITHDRAWAL IN CLINICAL STUDIES*

*Rozerem is not a controlled substance. A clinical abuse liability study showed
no differences indicative of abuse potential between Rozerem and
placebo at doses. up to 20 times the recommended dose (N=14). Three
35-day insomnia studies showed no evidence of rebound insomnia or
withdrawal symptoms with Rozerem compared to placebo (N=2082).2

tSustained efficacy has been shown over 5 weeks in clinical studies in adults
and older patients.**

References: 1. Rozerem package insert, Takeda Pharmaceuticals America, Inc.
2. Johnson MW, Suess PE, Griffiths RR. Ramelteon: a novel hypnotic lacking
abuse liability and sedative adverse effects. Arch Gen Psychiatry.
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Zhang J, Roth T. Evaluation of the efficacy and safety of ramelteon in subjects
with chronic insomnia. J Clin Sleep Med. 2007;3:495-504. 4. Roth T, Seiden D,
Sainati S, Wang-Weigand S, Zhang J, Zee P. Effects of ramelteon on patient-
reported sleep latency in older adults with chronic insomnia. Sleep Med.
2006;7:312-318. 5. Data on file, Takeda Pharmaceuticals North America, Inc.
6. Kato K, Hirai K, Nishiyama K, et al. Neurochemical properties of ramelteon
(TAK-375), a selective MT;/MT, receptor agonist. Neuropharmacology.
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function of GABA, receptor subtypes. Curr Top Med Chem. 2002;2:795-816.
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receptor subtypes mediate the anxiolytic, abuse-related, and motor effects
of benzodiazepine-like drugs in primates. Proc Natl Acad Sci U S A.
2005;102(supp! 3):915-920. 10. Landolt HP, Gillin JC. GABA,, receptors:
involvement in sleep regulation and potential of selective agonists in the
treatment of insomnia. CNS Drugs. 2000;13:185-199.

Please visit www.rozerem.com

O Rozerem.
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Rozerem delivers
efficacy and safety,
night after night'

* Rozerem significantly reduced objective time to
fall asleep from the first night and demonstrated
sustained efficacy through 5 weeks®5

* Rozerem is the only prescription insomnia
medication that works with the body's sleep-
wake cycle to promote sleep and has not been
associated with sedation’¢1°

¢ Clinical studies have shown no evidence of
potential abuse, dependence, or withdrawal*

¢ A single 8-mg dose can be used safely in a variety
of patients, including older adults, patients with
mild-to-moderate COPD, and patients for whom
substance abuse may be a concern’

Rozerem is indicated for the treatment of insomnia characterized
by difficulty with sleep onset. Rozerem can be prescribed for long-
term use.

Important Safety Information

Rozerem should not be used in patients with hypersensitivity to
any components of the formulation, severe hepatic impairment,
or in combination with fluvoxamine. Failure of insomnia to remit
after a reasonable period of time should be medically evaluated,
as this may be the result of an unrecognized underlying medical
disorder. Hypnotics should be administered with caution to
patients exhibiting signs and symptoms of depression. Rozerem
has not been studied in patients with severe sleep apnea, severe
COPD, or in children or adolescents. The effects in these
populations are unknown. Avoid taking Rozerem with alcohol.
Rozerem has been associated with decreased testosterone levels
and increased prolactin levels. Health professionals should be
mindful of any unexplained symptoms which could include
cessation of menses or galactorrhea in females, decreased libido
or problems with fertility that are possibly associated with such
changes in these hormone levels. Rozerem should not be taken
with or immediately after a high-fat meal. Rozerem should be
taken within 30 minutes before going to bed and activities
confined to preparing for bed. The most common adverse events
seen with Rozerem that had at least a 2% incidence difference
from placebo were somnolence, dizziness, and fatigue.

Please see adjacent Brief Summary of Prescribing Information.

™

TAP PHARMACEUTICALS INC.

Rozerem™ is a trademark of Takeda Pharmaceutical Company Limited and used under license by Takeda Pharmaceuticals North America, Inc.
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