Editor’s Letter

The Neuropsychiatry of the Parietal
Lobe: Clinical Manifestations of
Integrated Neural Networks in

Everyday Practice

By Eric Hollander, MD

I hope that our readers are enjoying a much
deserved summer season, and that all of us
can mix meaningful work with some time out
for enjoyment of nature, family, and recreation.
Whether relaxing at the beach or in the country,
we hope that reading this month's CNS Spectrums
may enlighten you to a deeper appreciation of the
role of the parietal lobes and related structures in
various neuropsychiatric phenomena, especially
spatial abilities, consciousness, and body image.

| would like to thank Michael Trimble, MD,
FRCP, FRPsych, for guest editing this issue. Also,
Dr. Trimble will be launching a new column
series called “Brain Regions of Interest” later this
year. The basic idea is to highlight specific brain
regions or integrated brain networks of interest,
and to describe, in a practical fashion, to a gen-
eral neuropsychiatric audience why these sys-
tems are important; how they function; what role
they serve; and how their dysfunction results in
clinical symptoms and illness. _

Neurologists have substantial training and
appreciation for the impact of localized lesions
on the development of clinical phenomena.
Psychiatrists clearly have less training and appre-
ciation of this, and are more focused on interven-
tions that might improve clinical symptoms and
functional status. Nevertheless, a concise review of
these issues can be valuable for all practitioners.

For example, it is well known that the parietal
lobes play a role in spatial functioning. However,
it is less well known that specific clinical syn-
dromes are linked to dysfunction of the parietal
lobes, and that the function of the parietal lobes
can best be understood when viewed as function-
ally integrated networks with other regions, such
as the frontal lobes. Also, the precuneus has been

much in the news of late, specifically with regards
to its role in consciousness. The precuneus seems
to exist in a “default mode” of brain function dur-
ing the conscious resting state, and is selectively
deactivated in various conditions that impair con-
sciousness. It is also known that the parietal lobes
play a role in the perception of body image, but it
is less well known that the parietal lobes influence
both the visual and mental image that we have of
our bodies, or how we see ourselves when we
view ourselves in a mirror.

Also in this issue, Alzbeta Juven Wetzler, MD,
and colleagues report an unusual case of obses-
sive-compulsive disorder (OCD) sequelae follow-
ing a suicide attempt, illustrating the relationship
between stress and OCD. The authors highlight
not only the existence of “posttraumatic obses-
sion” but also the importance of accurate inter-
pretation of suicidal preoccupation leading to
the diagnosis of OCD, rather then suicidal ide-
ation secondary to depression.

Finally, Maria C. Rosario, MD, PhD, and col-
leagues describe a pilot study of escitalopram in
OCD. Despite the small sample size and the open-
label nature of the trial, the data suggest that esci-
talopram may be a useful option for patients with
OCD. It should be noted, however, that this medica-
tion does not have Food and Drug Administration
approval for OCD in the United States.

This issue describes specific brain regions
that play a role in some of the most fundamental
symptoms of human experience, that of con-
sciousness, spatial ability, and body image. It
then describes an unusual development of OCD
following suicidal trauma, and a pilot study of
a non-FDA-approved treatment for such symp-
toms. Enjoy your summer. CNS

Dr. Hollander is the editor of this journal, Esther and Joseph Klingenstein Professor and Chairman of Psychiatry ot the Mount Sinai
School of Medicine, and director of the Seaver and New York Autism Center of Excellence in New York City.
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You can prescribe Rozerem
for as long as you need to

NONSCHEDULED ROZEREM—

ZERO } :

EVIDENCE OF ABUSE OR DEPENDENCE

" Clinical studies show no evidence ¥
of potential abuse, dependence, or withdrawal'

¢ First and only—nonscheduled prescription
insomnia medication...not a controlled substance
and can be prescribed for long-term use'

¢ First and only—prescription insomnia medication
that targets the normal sleep-wake cycle'

¢ First and only—prescription insomnia medication
with no evidence of abuse potential in
clinical studies’

* First and only—prescription insomnia medication
that does not promote sleep by CNS depression'

® One simple 8-mg dose'

tRozerem 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).

Please visit www.rozerem.com

*Rozerem. (ramelteon) 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 topatients 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 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.

Rozerem.

ramelteon s.mg bt

Proven for sleep.
Nonscheduled for added safety.

Rozeremw is a trademark of Takeda Pharmaceutical Company Limited and used under license by Takeda Pharmaceuticals North America, Inc.
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Brief Summary of Prescribing Information zté/La Test Interactions studied by administration of ramelteon to the pregnant rat by oral gavage
ROZEREM™ TE% krwvwnrltotgel\&terfere w%{)mmonly usggegh'n‘r)c‘al laboratory  at rdoses of “2 SSS‘IO% c|>r % atn%/)kg/da%fro{n d\a hGtot gesﬂt: on throug

n addition, in indicate that ramefteon urition natal {a at which time offspring were
(ramelteon) Tablets false-posltlve results for benzodrazeprnes opiates, barbrturates cocaine, \r’raeaned Matemal toxicity was noted at doses of 100 mg/kg /dayg or

INDICATIONS AND USAGE
ROZEREM 18 Indicated for the treatment of insomnia characterized by
difficutty with sieep onset.

CONTRAINDICATIONS

ROZEREM is contraindicated in patients with a hypersensltlvrty to ramelteon
or any oomponents of the ROZEREM formulation.

WARNINGS

Since sleep disturbances may be the presenting manifestation of a physicat
endloﬁ)sychlatrlc dleorder sympmnmﬂc treatment of ingomnia be
Initia Iyaltera uellonofmepatlenﬂ'hetallureotlnsommato

prtmery psycnlatrlc evaluated. Worseni
of insomnia, or the emergence of new cognitive or behavioral abrormalities,
may be the result of an unre'm%&‘d underlying peghratrtc or physical
disorder and further the patient.

exacerbation of insomnia and emergenoe cgﬂ nitive and behavioral abnor-
malities were seen with ROZEREM during the clinical development program.
ROZEREM should not be used by patients with severe hepatic impaimment.
ROZEREM should not be used in combination with fluvoxamine (see
PRECAUTIONS: Drup Interactions).

A varlety of cognitive and behavior changes. have been reported to occur
in assoclation with the use of hypnotics. In primarily depressed patients,
worsening of depression, including suicidal ideation, has been reported in
association with the use of hypnotics.

Patients should avold in hazardous activities that require concentration
{such as operating a motor crIeavymethlneMaItertelongHOZEﬁEM
After taking ROZEREM, petlents should confine their activities to those
necessary to prepare fo

General
ROZEREM has not been studied in sul eJects with severe sleep apnea or
severe COPD and is not recommended for use In those populations,
Patients should be advised to exercise caution if they consume alcohol in
comblnatlon with ROZEREM.

In Adolescents and Children
ROZEREM has been associated with an effect on reproductive hormones in
adults, .., decreased testosterone levels and increased prolactin levels. It is
not known what effect chronic or even chronic intermittent use of ROZEREM
may have on the reproductive axis in developing humans (see Pediatric Use)

{nformation for Patients

Patients should be 10 take ZEREMMlt\Insomrnutespdortofgrolng
their 1o those necessary to

in hazardous activi

to bed and shoud
Patients shoutd be advised to avoid engagi
as operating a motor vehicle or heavy machinery) after taking ROZER
Patl nts shoul%be advised that they should not take ROZEREM with or
immediately after a high-fat mi
Patients should be advised to consult their health care provider if they
experience worsenlng of ingomnia or any new behavioral signs or
symptoms of concern.

nts should coneult tnelr health care %lder if they ex@rtence one of

Ilbldo or%ems with

Laboratory Tests
No standard monitoring is required.

For patients presenting wIth unex Ielned amenorrhea, galactorrhea,
decreased libida, or problem: rtility, assessment of i

such

levels

0 the therapeutic exposure to ramelteon and

cannabinoids, or
methods in vitro.

Carcinogenesls, Mutagenesis, and Impairment of Fertllity
Garcinegenesis
Ina two~year carcmgtgemcrty studg B6C3F, mice were administered
ramelteol 0, or 1000 mg/kg/day by oral gavage.
Male mlce exhlblted a ose-related increase in the incidence of hepatic
tumoars at dose levels = 100 gée y including hepatic adenoma, hepatic
carcinoma, and hey atoblastoma male mice developed a dose-related
ncidence of hepatic adenomas at dose levels > glk%d
and hepatic carcrnoma at the 1000 my dose fevel. The noelfect vel
for hepatic tumors in male mice was ‘day (103-times and 3-times
e active metabolite M-Il,
respectively, at the maximum recommended human dose
an area under the concentration-time curve [AUC) comparison), Thie no-
level for hepatic tumors in female mice was 100 mg/kg/da Iy (827-times and
12-times the therapeutic exposure to ramelteon and M-if, respectively, at
the MRHD based on AUC).

In a two-year carcinogenicity conducted in the Sprague-Dawley rat,
male and female ratls)g were admstered ramelteon at dosges of 0,15, 60,

urine drug

250 or 1000 mg/kg/day by oral gavage. Male rats exhibited a dose- -telated
increase in the ncrdenoe of h c adenoma and benign Leydig cell tumors
ot the testis at dose levels = 2. and hepatic carcinoma at the

g/kg/day

@/day dose level. Female rats exglblted a dose-related increase in

the Incr ence of hepatlc adenoma at dose levels = 60 mg/kg/day and
thepatic carci dose level. The no-effect leve! for

hepatlc tumors and benlgn Mydl cell fumors in male rats was

‘day (1,429-times al -times the therapeutic exposure 1o
rame teon and M-Il, respectively, at the MRHD based on AU The no-effect
level for hepatic ‘tumors in female rats was 15 mg/lnaglda 2-times and
16-times the therapeutic exposure to ramelteon M-[l, respectively, at
the MRHD based on AUC).

The development of hepatic tumors in rodents following chronic treatment
wrtn non-genotoxic compounds may be secondary 1o microsomal enzyme
, @ mechanism for not thought to occur in humans.
Leydig cell tumor development fo owrn treatment with non-genotoxic
compounds in rodents has been linked to reductions in circulating
testosterone levels with compensatory increases in luteinizing hormone
refease, which is a known proliferative stimulus to Leydig cells in the rat
testis, Rat Leydig cells are more sensitive to the stimufatory effects of
luteinizing hormone than human Leydig cells. In mechanistic studies
conducted in the rat, dally ramelteon administration at 250 and

000 mg/kg/day for 4 weeks was associated with a reduction in plasma
testosterone levels. In the same study, luteinizing hormone levels were
elevated over a 24-hour period after the last ramelteon treatment; however,
the durability of this Iutelmzm hormone findin r? and its support for the
proposed mechanistic explanation was not clearly established.

Although the rodent tumors observed fotlow n? ramelteon treatment

occuned at plasma levels of ramelteon and M-Il in excess of mean clinical

g‘asma concentrations at the MRHD, the relevance of both rodent hepatic
imors and benign rat Leydig cell tumors to humans is not known.

Mutagenesis

greater and consisted of reduced body weight gain and increased adrenal
gland weight. Reduced body weight during the post-weaning period was
also noticed in the offspnné; of the groups given 100 mg/kg/day and
higher. Offspring in the 300 mg/kg/day dgroup demonstrated physical and
developmental delays rncludmg delayed eruption of the lower incisors, a
delayed acquisition of the righting reflex, and an alteration of emotional
response. These delays are often ‘observed in the presence of reduced
offspring body weight but may still be indicative of develo 0pmental delay.
An apparent decrease in the viability of offspring in the 300 mg/kg/day
group was likely due to aitered maternal bel avter 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-fetal
development study previously ¢ described. There were no effects on the
reproductive capachy of offspring and the resultln progeny were not
ditferent from those of vehicle- treated oﬂs ring. The no-effect level for
ﬁr - and post-natal development in this was 30 mg/kg/day (39-times
igher than the MRHD on a mg/m? basrs
Labor and Delivery
The potential effects of ROZEREM on the duration of labor and/or delivery,
for either the mother or the fetus, have not been studied. ROZEREM has
no established use in labor and delivery.
Nursing Mothers
Ramelteon is secreted into the milk of lactating rats. It is not known
whether this drug is excreted in human milk. No clinical studies in nursing
mothers have beeg(rerfonned The use of ROZEREM in nursing mothers
is not recommend

Pediatric Use

Safety and effectiveness of ROZEREM in pediatric patients have not been
established. Further study is needed prior to determinin that this product
may be used safely in pre-pubescent and pubescent patients.

Geri

Atotal of 654 subjects in double-blind, placebe-controlled, effi ca trials

who received ROZEREM were at least 65 years of age; of these, 109 were

75 years of age or older. No overall differences in safety or efftcacy were
observed between elderly and younger adult subjects.

ADVERSE REACTIONS -
nredatadosenbedlnmstreﬂe(nexpceuremROZEiﬂmnﬂstsmyects
inckuding 346 exposed for 6 months or longer; and 473 subjects for one year.

Adverse Reactions Resul Iﬂn'g Discontinuation of Treatment
Six percent of the 3594 individual subjects exposed to ROZEREM in clinical
ies discontinued treatment owing 10 an adverse event, compared with
2% of the 1370 subjects receiving placebo. The most frequent adverse
events Ieadln to discontinuation in subjects receiving ROZEREM were
somnolence .8%), dizziness (0. S%I%nausea (0.3%), fatigue (0.3%),
headache (0.3%), and insomnia (0.
ROZEREM Most Commonly Observed Adverse Events in Phase 1-3 trfals
The incidence of adverse events during the Phase 1 through 3 trials
lacebo n=1370; % rametteon [8 mg], n=1250) were: headache NOS
, 7%), somnolence (3%, 5%),fatigue (2% 4%) dizziness (3%, 5%),
nausea [t 3%, 3%), insomnia exacerbated ‘S/o ), upper respiratory tract
infection NOS 3% diarrhea NOS (2 2%), my. aI

Rametteon was not genotoxrc in the 1 in vitro b reverse
mutation {Ames} assay; in vitro n)ammallan cell gene mutation assay
using the mouse Iympnoma TK*/~ cell line; in viva/in vitro unscheduled
DNA synthesis assay in rat hepatocytes; and in in vivo micronucleus
assays conducted in mouse and raf, Ramelteon was positive in the
chromosogasl gberrauon assay in Chinese hamster lung cells in the

and testosterone lovels should be consldefed as eppropnafe

RO nm has a highly variable intersubject pharmacokinetic profile (approxi-
00% coem %nt of varlation In Cpax and AUC) As noted a&ove
o Iivoived in the metabolism of ROZEREM the

CYPZCsuMamlyan %wtsozymesarealsolnvolvedtoammordegree
Effects of Other Drugs on ROZEREM Metabolism
Fluvoxamine (strong CYP1AZ inhibitor): When fluvoxamine 100 mg twice
dally was administered for 3 da fo single-dose co-administration of
RO EREM 16 mggnd ﬂuvexam ne me AUCM tor ramelteon increased
d the C, oxlmatel 70-fold,

to ROZEREM edmlnlstergd alone. RO M shiould not be used

In combina tlonwlthﬂuvoxeml ne (see MMNG%) Otherl less potent CYP1A2
Inhlbitors IIeve not been adequetely studied. ROZEREM should be admin-
istered with caution to patients taking less strong CYP1A2 inhibitors.
(smmq CYPenzymelndwer) Administration of ritampin 600
dail days resulted in a mean decrease mroxlmately 8“"2
in total exposure to ramelteon and
after a single 32 mg dose of ROZEREM. Effi (c:%y me
ZEREM is used In combination with strong
inducers such as rifampin.

: The AUC,.¢y and \(r;rﬁ" of rameiteon
el

Ketoconazole (s sngg |
|1rg:reaeed by gj mately 84% and 36%, res) or} a single

of ROZEREM Inlstered
m% n pared 10 administration of ROZEREM
elone imilar Increases were seen In M-Ilughermacoklnetrc variables.
ZEREM should be administared with caution in subjects taking strong
C‘YP3M inhibitors such as ketooonazo e.
Fluconazole (strong m/mlblmnﬂletotaland k systemic ex
{AUCq. end(C,w) of ramelteon after a single 16 mg%%ase o)tsltt%ZEHEmuas
increased by approximately 150% when ministered with fluconazole.
Similar increases were also seen in M-Il exposure. ROZEREM should be
administered with caution in subjects taking strong CYP2C9 inhibitors such
as fluconazole.
Interaction studies of concomitant administration of ROZEREM with fiuoxetine
CYP2D6 Inhibitor), omepraz ole (CYP1A2 inducer/CYP2C19 inhibitor},
ling (CYPTA2 sul an (CYP2D6 substrate)
did nof produce Clinically meenln?tul cnanqes in either peak or total
expasures to rameiteon or the M-Il metal
Effects of ROZEREM on Metaboiism of Other Drugs
Concomitant administration of ROZEREM with omeprazole (CYP2C19
substrate), dextrometh%rvpnnan (CYP2D6 substrate), midazolam (CYP3A4

substrate)
and warfarin (CYP2C9 1A2 [R] substrate) di produce clinically h
meaningful changes in peak and exposures to these drugs.

Effect of Alcohol on Rozerel
le-doss, daytime co-administration of ROZEREM 32 mg and
tnere were no clhlcalzgﬁmeanlngful or statistically signi
However, an

i.e., the Digit Symbol
e

at some post-dose time points. No additive effect was seen
on the Delayed Recognition Test. Because alcohol by |tself impairs
parformance, and the intended effect of ROZEREM sleeg
patients should be cautioned not to consume alcohol wtren using RO: EREM.

bolic activation.

Separate studies |nd|cated that the concentration of the M-Il metabolite
formed by the rat liver S9 fraction used in the in vifro genetic toxicology
studies described above, exceeded the concentration of ramelteon;
therefore, the genotoxic potentral of the M-Il metabolite was also

assessed in studies.

Impairment of Fertility

Rametteon was administered to male and female Sprague-DawIey rats in an

initial femlny and earty eml ic development study at dose levels of 6,

60, or ‘day. No effects on male or female matln or femlrty were
rved w rametteon dose up to 600 -times higher

than the MRHD on a mg/me basis). Irre ular estms es reductron in the
number of implants, and reduction in the number of live embryos were
noted with dosing females at = 60 mg/kg/day (79-times higher than the
MRHD on a mg/m2 basis). A reduction in the number of corpora lutea
occurred at th mg/k%day dose level. Administration of rametteon up to
600 m| weekshadnoeﬁectmspenn quality and
when male rats were mated with untreated female rats there was
no effect on implants or embryos. In a repeat of this study using oral adminis-
tration of ramel at 20, 60 or 200 mg/kg/day for the same study duration,
females demonstrated |rregular estrus cycles with doses = 60 m eﬂ/day, but
on im| ntatron or embryo viability. The no-
for fernhty endpomts was

day in females 6-times the MRHD
ona ma/m2 basis) and 600 m day in males (78 -times higher than
the MRHD on a mg/m2 basis) when considering all studies.

Pragnancy: Pregnancy Category C

Ramelteon has beerﬂown 1o be a developmental teratogen in the rat
when given in doses 197 times higher than the maximum recommended
human dose [MRHD] on a mg/m2 basis. There are no adequate and well-
controlled studies in pregnant women. Rametteon should be used duriny

2%), sgeusia (t%, 2%), anhralgla( %, 2%),m‘%uenza
0, 1%), blood comsol lecreased (0, 1%).

Because clinical trials are conducted under widely v%?ing conditions,
adverse reaction rates observed in the clinical trials rug cannot 'be
directly corrggeasred to rates in clinical trials of other drugs, and may not
vefiect the observed in . The adverse reaction information from

clinical trials does, however, provide a basis for identifying the adverse
events that appear to be refated to drug use and for approximating rates.

DRUG ABUSE AND DEPENDENCE
ROZEREM is not a controiled substance.

: See the CLINICAL TRIALS section,
ms for Sleep-Promoting Agents,
Prescrlblng Informaﬂon

| Data: Ramelteon did not produce any signals from animal behavioral
studies indicating that the drug produces rewarding effects. Monkeys did
not self-administer ramelteon and the drug did not induce a conditioned
place preference in rats. There was no generallzatlon between ramelteon
and midazolam. Rameiteon did not affect rotorod pe rformance, an indicator
of disruption of motor function, and it dld not potenttate the ablllty of
diazepam to interfere with rotorod perfor
Discontinuation of ramelteon in ammals orin humans after chronic
administration did not produce withdrawal signs. Ramelteon does not
appear to produce physical dependence.

OVERDOSAGE

SIgns and ms
ROZEREM was admrnrstered in singie doses up to 160 mg in an abuse
liabitity trial. No safety or tolerability concems were seen.

Recommended Treatment

General symptomatic and supportive measures should be used, along with
immediate gastric Iavage where appropriate. Intravenous fuids should be
administered as needed. As in aII cases of drug overdose, respiration, pulse,
blood pressure, and other appropriate vitai signs should be monitored, and
general supportive measures employed.

Studies Pertinent to
n the Complete

pregnancy only if the polential benefit justifies the potentral nsk 1o the fi doos e 10 ROZEREM, Thereh
o jalysi n uce ore,
mﬁ&f{gﬁ g;{r‘amelt‘eog °"ngn"{bgtg m e iy W;," he use of dialysis in the t of ge is not appropriate.

vage at doses of 0,10, 40, 150, or 600 mg/kg/day during gestation days
-17, which is the penod of or janogenesis in thrs species. Evidence of
maternal toxicity and fetal tera?&gemc was observed at doses greater
than ar equal to 150 m; ‘day. Matemal toxicity was chiefly characterized
by decreased body weight and, at 600 m: %day, ataxia and decreased
pontaneous movement. At matemally toxic doses (150 mg/kg /day
greater) the fetuses demonstrated visceral malformations consisting of
iaphragmatic hernia and minor anatomical variations of the skeleton
(irreqularly shaped scapula). At 600 mg/kg/day, reductions in fetal body
Wel and malformations |ncludmg ts on the external genitalia were
ahsery terato%t:x\lc in this study was
40 mg/kg}’day {1,802-times and 45-times higher than the therapeutic
ure o ramelteon and the active metabolite M-I, respectively, at the
M HD based on an area under the concentration- trme curve [AU
com nant rabbits were administered ram
at doses of 0 12,60, or 300 mg/k%day dunng estatlon days 6-18,
is the period of organogenesrs in ies. ou maternal toxtcny
was apparent with a ramelteon dose of 300 mg/kg/day no evidence of
fetal [ ects or teraty was d with any dose level. The
level for teratogenicity was, therefore, 300 mg/kg/day (11,862- umes
and 99 tlmes higher than the therapeutic exposure to ramefteon and M-il,
respectively, at the MRHD based on AUC).

The effects of ramelteon on pre- and post-natal development in the rat were

Poison Control Center

As with the management of all gverdosage, the of multiple drug
ingestion shouid be considered. The physrclan may a poison control
center for current information on the management of overdosage.

Rx only

Manufactured by:

Takeda Pharmaceutlcal CDmpany Limited

540-8645 Osaka, JAP

Manufactured In

Takeda ireland

Kilruddery, County Wicklow, Republic of Ireland

Marketed by:

Takeda Pharmaceuticals America, Inc.

One Takeda Parkway

Deerfield, IL 60015

possibili

ROZEREM™ is a trad k of Takeda Phar ical Company Limited
and used under license by Takeda Pharmaceuticals America, inc.

©2005, Takeda Pharmaceuticals America, Inc.
05-1124 Revised: Apr., 2006
L-RAM-00029

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. 2006;63:1149-1157.

©2007 Takeda Pharmaceuticals North America, Inc.

RAM-0104%

https://doi.org/10.1017/51092852900021222 Published online by Cambridge University Press

3/07 Printed in U.S.A,


https://doi.org/10.1017/S1092852900021222

