Letters to the Editor

“There have been no
studies published
comparing the newer
atypical antipsychotic
agents. Such studies
would be of value since
some of these agents are
becoming first-line
medications in the
treatment of psychotic
individuals, and nothing
is known regarding direct
comparisons of their
efficacy. Pharmacological
treatment studies directly
comparing the various
efficacies of atypical
antipsychotic agents are

much anticipated.”

Dear Editor:

Clozapine, an atypical neuroleptic, has
demonstrated greater efficacy in treatment of
refractory schizophrenia' in controlled trials
against chlorpromazine and haloperidol.? As
compared with standard antipsychotic agents,
clozapine causes fewer extrapyramidal side
effects, and rarely is associated with tardive
dyskinesia and neuroleptic malignant syn-
drome. Clozapine, however, causes significant
sedation and orthostasis, and approximately
1% of patients treated with this medication
experience agranulocytosis,® necessitating reg-
ular blood monitoring and, in some cases, dis-
continuation of the medication. Olanzapine, a
newer atypical antipsychotic agent, is a
thienobenzodiazepine that has pharmaco-
logical effects similar to those of clozapine at
dopamine, serotonin, histamine, and mus-
carinic receptors.? Olanzapine, however, has a
low affinity for o,-adrenergic receptors,” and is
less likely to cause orthostasis and rarely has
been associated with agranulocytosis. When
given in the usual therapeutic doses, olan-
zapine has a significantly lower rate of
extrapyramidal symptoms than haloperidol.®”
No study, however, has directly compared the
efficacy of olanzapine with clozapine.

We would like to report a case of a schizo-
phrenic patient who demonstrated greater clin-
ical response to olanzapine than clozapine. Mr.
R is a 35-year-old homeless single male with a
long history of chronic paranoid schizophrenia
and crack cocaine dependency who has had
multiple psychiatric hospitalizations. The
patient was intermittently compliant with
chlorpromazine 200 mg q.d.. Mr. R reported
the onset of chronic, unremitting auditory hal-
lucinations at age 9, which preceded his
cocaine use by 15 years. Documentation from
a prior hospitalization confirmed his assertion
that his hallucinations vary in intensity but are
always present, even after weeks of inpatient
treatment with regular toxicology testing.

The patient was admitted to an acute in-
patient unit secondary to command auditory
hallucinations demanding he jump onto train
tracks and condemnatory auditory hallucina-
tions accompanied by feelings of despair and
depression. Urine toxicology on admission was
positive for cocaine and Mr. R reported use of
approximately $10-20 of crack per day. On
admission, and after the acute intoxication
passed, the patient showed poor eye contact
accompanied by mild psychomotor retardation.
His speech was nonspontaneous, monotone,
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and decreased in volume. Affect was flat, or
inappropriately punctuated by smiles when
talking about his suicidal ideation/command
auditory hallucinations. He remained with-
drawn on the unit and did not participate in
activities, but rather isolated himself and
remained in his bed with the sheets drawn over
his head. The Brief Psychiatric Rating Scale
(BPRS) score on admission was 81.

Mr. R underwent a trial of chlorpromazine
up to 400 mg/day for a period of 4 weeks with-
out change in his behavior and affect, but with
increased sedation and blurred vision. He con-
tinued to report command auditory hallucina-
tions to commit suicide, and there was no
change in his BPRS score. Mr. R did, however,
agree that crack use exacerbated his symptoms
and expressed interest in applying to mental
illness chemical abuse (MICA) residences.

Chlorpromazine was discontinued and
Mr. R started on clozapine treatment for the
first time. His dose was titrated by 25 mg/day.
Mr. R reported a gradual diminution of audi-
tory hallucinations to what he termed tolerable
intensity of 3 out of 10 on a relative scale (10
being the worst), as compared with 10 out of 10
on admission. The patient’s eye contact
improved and affect became less flat but
remained blunted, accompanied by inappro-
priate smiling at times. With continued
encouragement, Mr. R’s participation in unit
activities and interactions with peers began to
increase. Because of Mr. R’s decreased but
remaining command auditory hallucinations
and inappropriate affect, clozapine titration
was continued up to 600 mg/day. A blood level
of clozapine and norclozapine drawn at that
time was 620 ng/ml (a therapeutic dose is con-
sidered to be greater than 450 ng/ml).
Atenolol, 25 mg/day, was added for treatment
of tachycardia with good response. Mr. R expe-
rienced side effects of sedation, hypersaliva-
tion, constipation, and mild dizziness.
Orthostatic hypotension was not present. Mr. R
was accepted into a MICA program and was
discharged. Unfortunately, he did not follow
through with this treatment plan. On discharge
his BPRS score was 52.

The patient returned to the inpatient unit
approximately 5 months after discharge with
active crack cocaine use and increased com-
mand auditory hallucinations. He did not con-
tinue his clozapine after discharge and had been
intermittently obtaining chlorpromazine from a
walk-in medication clinic. Mr. R was admitted
after following command auditory hallucinations
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and jumping onto train tracks in order to kill
himself. Fortunately, no train was nearby and he
was pulled off the tracks by witnesses. Similar to
the earlier admission, Mr. R presented with
alternating flat and inappropriate affect,
depressed mood, and suicidal thoughts. He was
withdrawn, stayed in bed all day, and did not
show any interest in socializing or participating
in groups. On readmission, the patient’s BPRS
was 78. Mr. R stated that his substance abuse
urges overcame him and kept him from follow-
ing through with placement in the MICA resi-
dence. Secondary to prior problems with
sedation, compliance, and ambivalence regard-
ing regular blood drawings, Mr. R was started on
olanzapine 10 mg p.o. each night rather than
clozapine. Within 1 week of treatment, Mr. R
started to demonstrate a dramatic improvement:
His auditory hallucinations gradually dimin-
ished, and after 2 weeks of treatment, they were
completely gone. This was the first time Mr. R
was free of auditory hallucinations since their
onset approximately 26 years prior.

Mr. R showed increased cooperation with
medical staff and peers, spending time listen-
ing to music and participating in a substance
abuse treatment group and other groups. In art
therapy, Mr. R drew pictures of flowers and
people playing games and gathering together.
During his prior hospitalization he had drawn
pictures of sharks and anthropomorphic beasts
with dismembered and bloody pieces of human
bodies inside or around them and had stated,
“This is how voices are.” Mr. R demonstrated
focused and goal-oriented thoughts, his affect
was blunted but appropriate, and his mood was
euthymic. He went on two successful interviews
for MICA programs and failed to return to the
hospital for treatment after a third interview.
Mr. R’s BPRS score around this time was 31.

This case points out some of the many chal-
lenges in working with mental illness chemical
abuse patients (MICA) patients, and how clini-
cal response to a medication is only a part of
the total picture. Our treatment team, however,
was quite impressed by the greater efficacy and
reduced side-effect profile of olanzapine as
compared with clozapine in this specific case.
Of course, one cannot make generalizations
from a single uncontrolled trial. More recently,
olanzapine has been shown to be more effective
in the treatment of negative symptoms of schiz-
ophrenia and to have greater efficacy in this
population than the standard neuroleptic
haloperidol,> and more cost-effective compared
with the other atypical neuroleptics.? There
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have been no studies published comparing the
newer atypical antipsychotics agents. Such
studies would be of value since some of these
agents are becoming first line medications in
the treatment of psychotic individuals, and
nothing is known regarding direct comparisons
of their efficacy. Pharmacological treatment
studies directly comparing the various effica-
cies of atypical antipsychotic agents are much
anticipated.

Leonid Verobyev, MD, and

Robert Grossman, MD

New York, NY
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Dear Editor:

Our parents, natural as well as professional,
are typically less dumb than we perceive them
to be. McGlashan’s article, “Schizophrenia and
Obsessive-Compulsive Disorder: Are They
Related Disorders?™ starts with the point that
“older nosological schemes in the field of neu-
ropsychiatry regarded schizophrenia and
obsessive-compulsive disorder as mutually
exclusive disorders, completely separate and
unrelated, with no coexistence between
them.”! Furthermore, “such categorical dog-
matism is curious, considering that this ‘rule’
was totally unfounded by empirical observa-
tion.”! Curious, yes, but even more curious is
the fact that this statement is untrue!

Contrary to McGlashan’s statements,

Volume 3 — Number 2 e February 1998

Letters to the Editor

“One of our more recent
‘parents,’ Jaspers,
perhaps the principal
architect of the ‘older
nosological schemes,’
tried to get around the
enmeshment of
obsessional and
delusional
psychopathology with
this ‘hierarchical
approach’ to nosology.
When both kinds of
symptoms were present
in one case, and the
patient seemed
schizophrenic and
obsessive-compulsive,
then the hierarchically
superior diagnosis of
schizophrenia was made
and the other diagnosis,

OCD, was not.”
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“Once we try to

abandon the hierarchical
principal, we are left
struggling with
incredible numbers of
disorders and
comorbidities. To our
dismay, we wind up
listing four, five, or even
more mental disorders in
one patient, while we
know in our hearts that
we are violating the
phenomenological
reality of their suffering
and of the conditions
that we are

investigating.”

relationships between the two disorders were
always apparent. This can be seen from an his-
torical perspective: The very term “obsession”
originated in relationship to its kindred term,
“possession.” Both words stemmed from the the-
ological atmosphere of the Inquisition and the
belief that devils either “possessed” someone,
who then deserved to be killed, or merely
“obsessed” them, in which case the victim
resisted possession, and therefore could still be
saved. The critical distinction between these two
states was “resistance,” always present in obses-
sions and always absent in possession. Obsessed
victims resisted the devil, possessed victims did
not. The two states were never easy to tell apart,
as the anguished transcripts of the inquisition
demonstrate again and again in abundant detail ?
Nowadays, of course, we replace the term “pos-
session” with “delusion” but continue to be
vexed by difficulties when we try to separate the
two categories.’

One of our more recent “parents,” Jaspers,
perhaps the principal architect of the “older
nosological schemes,” tried to get around the
enmeshment of obsessional and delusional psy-
chopathology with this “hierarchical approach”
to nosology.* When both kinds of symptoms were
present in one case, and the patient seemed
schizophrenic and obsessive compulsive, then
the hierarchically superior diagnosis of schizo-
phrenia was made and the other diagnosis,
obsessive-compulsive disorder (OCD), was not.
But this did not mean that schizophrenia and
obsessive-compulsive disorder as mutually
exclusive disorders, completely separate and
unrelated, with no coexistence between them.
Jaspers realized that persons with schizophrenia
are often anxious, depressed and obsessive-com-
pulsive; persons with manic-depression are often
anxious, etc. He was trying to find order in a
field with boundaries that often seem as fixed as
they are in a custard pie. Of course, the modern
Diagnostic and Statistical Manual of Mental
Disorders, fourth editon, approach does break
with Jasper’s hierarchical nosological schema by
instead endorsing the principal of comorbidity.
Nowadays, there is no longer a hierarchy, so all
disorders are routinely enumerated (of course,
this is only sometimes true—when schizophren-
ics are anxious or dysthymic, we still ignore
these diagnoses!). However, this modern
approach has not “contradicted exclusivity and
introduced much uncertainty and confusion that
the heretofore neat and orderly picture of schizo-
phrenia and OCD as separate entities.” ! It just
gives us a different way to deal with the uncer-
tainty and confusion that was always present and
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acknowledged.

Are we better off with the comorbidity of pre-
sent-day approaches? I, for one, am not so cer-
tain. In the first place, there is the inconsistency
mentioned above. We still have hierarchies,
although they are more covert— comorbid schiz-
ophrenia and anxiety or dysthymia is diagnosed
as one disorder while comorbid schizophrenia
and OCD are diagnosed, rather inconsistently,
think, as two. Secondly, such hierarchies are
often reasonable. A “custard pie” with raisins in
it is not a “custard pie” and a “raisin pie.” Once
we try to abandon the hierarchical principal, we
are left struggling with incredible numbers of
disorders and comorbidities. To our dismay, we
wind up listing four, five, or even more mental
disorders in one patient, while we know in our
hearts that we are violating the phenomenologi-
cal reality of their suffering and of the conditions
that we are investigating. Furthermore, more
specific to schizophrenia and OCD, the present-
day emphasis on comorbidity obscures at least
one possible alternative way of formulating the
relationship between schizophrenia and OCD
beyond McGloshan’s “three alternate hypothe-
ses.” The fourth hypothesis: Obsessive-compul-
sive psychopathology seen in schizophrenia is
qualitatively different from obsessive-compul-
sive psychopathology seen in OCD. For example,
obsessions and compulsions seen in schizophre-
nia might sometimes lack the criteria of “resis-
tance” and in these instances be fundamentally
different from the apparently similar but in fact
resisted obsessions and compulsions typically
seen in OCD.

This fourth hypothesis could be empirically
tested. It may turn out to be useful, as
McGlashan seems to prefer, to redefine obses-
sions and compulsions as “repetitive mental
content,” thereby tossing out the classical
empbhasis on “resistance.” On the other hand,
such an approach may turn out to be short-
sighted, in which case the old nosologists were
not so far off after all!

Michael Alan Schwartz, MD

Gates Mills, OH
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mrmnhmm‘m Tn these sfudie, ithes Newontin® or plocebo ws odde o the pafient's cunent onbepdegic dug thesapy, Adverse events were usually mik! fo modemte

mmmmMmmm nbmdvdm’twumﬂ'vmnddedbwremamiewﬁwm(mrmhemsdmummﬁmwdmmw
the course of wsunl medcal mmmmmmmmmmmmm . Similoly, the died frequencies connot be drectly conr
gord with Mﬁmmmmmmmmmm (ses, o ivestigatos. An inspecion of Iheseﬁemm wave, does provids the prescrbing
physcon i one s I esnc e eaive onnbuion fdugcd o o 0 e v event rcdences i e popton shed
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TABLE 1, Traotment-Emergent Adverse Event Incdence in Controlled AddHOn Trials (Bvents in ot least 1% of Newroriin® (Gabapentin Capsules) patients ond mimerically more
Hrequent than i the plcebo group)

Newonfin®®  Plocebo? Nouronin®®  Plocebo®

By Sysrem,/ N=53 N=38 BaySysen/ =53 K=378
Adverse Event % % Adverse Fvent % %
Body s A Whole Hervous Systom (continued)

Fatigue 10 50 Tramor 68 32

Weight Incrsase 29 16 Nervousness 24 19

Bock Pain 18 05 Dysartio 24 05

Peripheral Edama 17 05 Amnesia 1 00

igvaseul Depression 18 1

Vosodiotution 1} 03 Thinking Asnomal 17 13
Digestve System Twitching 13 05

Dyspepsia 22 05 Coordingtion Aborma! 1 03

Mnuth or Throat Dry 17 05 Respiotory System

Constipation 15 08 Rhinitis 4

Dentol Abnormalites 15 03 Phoryngits 8 16

creased Appefte 11 08 (oughing 18 13
Hematologi and Lymphatic Systems

Leukopenia 1 05 Abrosion 13 00
Musculoskeletl System Prurs 13 05

Hyalgia 2 19 ital System

Fracture 11 08 Impotence 15 1
Nervous System {

Somnolence 193 87 Diplogia 59 19

Dziess AN Ambhopeh 4 1

HMaxia 125 56 Laborgtory Deviations

Nystagmus 83 40 WB( Decreased 11 05

2 Plus bockgpound aiepdeptic drug therapy
b fmblyopo s ofendesrbe s b vsion.

Other events in more thon 1% of potients but equoly o mare feguent n the plcebo goup induded: haadache, vire nfection, fover, nousea andor vomiting, abdomingl pan, diren,

Convusions, confusion, insomia, emotonc! kb, rsh, ocne.

Aong he rgent odversa events occurig ot an incid d paiens, somnolencs and otaia oppecred fo exfibi o positve doseesponse

nwwadlmedammmmwdndemBmmmhn men ond women heaed with Neutondine. The incidence of odverse events inreasad sty
ugempotwnls"mtsdvnthslﬁm"wmmn'uph(sboBmssorﬂﬁ%rllmns(ZB/?Zl)mphcmmbdmmmdumdusmmem)

m dat o support o stotement regording fhe distiution of adverse events by roce.

Other Adverse Events Ohserved During All Clinkcol Trials

Newronfi® s boen adrinistred fo 2074 indhaduasduring of kol ik, ony some ofwhich weve ploceberconroled. During these ik, ol advers everts ware rcorded by he cinkal

investigaors sig feminology oftheir own choosing. To provide o mesningfl estmere of the proporon of inividuaks having odverse events, i ypes of events were grouped nfo 0

smabes number Mzdwmmmﬁad(ﬂﬂmmmmmmmmmmdmmlmwhmﬂuﬁwmmsm!sdmms«nhmmwd

the 2074 indhiduals exposed to Newwontin® who experienced an event of he type ched on ot last one occasion wiike receiving Neuronfin®. Al reported evants e incuded except hose

clrody lsed inthe prvious tobke, hose o0 generlfo be inormative, and those not rensonaby associaed with fhe use of he drug.

Event o furhercasied within body sytom cagores ond emumercte inorder o deconsing raquency usingthe folowing sfnions: raguent ocverse eventsar defined s those o=

1ing i atlaast 1,/100 patients; infequent adverse events are thase occuring i 1/100 1o 1,/1000 patients; rore events s those occuring in Fewer then 1,/1000 paiens.

MM&MfwrmﬁlMMBM'WWWWMWMMMWWWMMW

Cardiovesculor Systomr: Frequent hypetension, bfoguent: hyptension, g pocor,piphrel vasukr dsade,poliation, chycrde, i, mumer;, e il tn,
Deor ke romboplei,deep hrombopei, myocoril frcon, crtvesuos e, pumonay b, et sk, by, e ol conocion,
wmdnlmh?mﬂﬂodgmmwnbobshweﬁwm pmfdnlsﬁusmmm
Symfmwmxmfnldememmmﬁwrgbm hemorthoge, thist, stomots, incrased salction, gustoenats, hemerrhoids, loody sools, focal
mrmrmmrormgulfm m,wmmmmmummmmmmmmmemrpmmmmmhml
hemia, hemotemess, procils, ol bovwetsysckome, recul hemarrhage, esophagec! spasn.
WWRMWWMWMWWWMWMWWW
mwdlmmsmmmwwmmmmmmmmummmmmummmmmwmmw
WBC court ncrnsed, Wmmmm s ymphome, blding fine
Fmaoemmlvulgnmﬂewmrmnmammammﬁmmmmkmmkntmwmmmwmw.
msmrmmmmmmmﬂummemummm
wlnsnh(pesmesnrmocmmlherrmmogehywmn , parests, dystonia, hemiplegia, facial porokss, stugr, carebedr , positve
sense, sobduref omﬂrymlmamdwmwbsﬁhdongmmwmdmmnﬁznmudmhﬁnhghwwmmmdd,wmm
mmwmmwmmm,mmmm incraosed bid, subdued ferperoment, apro Fine mator control disore, mesingisus, local
hwqmmmkmmmmnmmmnlmmdem

Resplratory Systemx Fraquent. peumonc; infequent. spistors, dyspea, cqren, Rore: mucasis, cspiurion paumoni, ypervenilain, hccup, kg, nasol obstucion, snoving,
ronchospasm, hypoventhaion, ng edemo.

Dereatologicol: fquent oopecc, eczems, dry skin, inoecsed sweating, uricao Hirsufism, sabohes, yst, heres simplex; Rve: bespes zose, skin discok,skin popules,
pkmosemrwﬂmbgukasmbmrhmmdsmmmmm*nmﬁkmm melumsimm local sweling.

of atlust 10% of N

Urogenital System: infeguent hematuria, dysuio, uination equency, ystis, uinary reention, uinary inconinencs, Memmmmmhsummmm
brenst concer, unable o dima, efoasition chnoimal; Rore: kidey pain,feukormhea, pruius genia,reeol stone, ccute el ke, oruri, glcosu, nephoss, noctuia, pyuri, rnation
wmmmmmnmdmn

Somsas: Fraquent: ol viion; infequent. otormet, cononcthis, ayes oy, eye poin, visvl fickd defec, pimndwlw Mamm,epmm hordeoks,
heering loss, eatoche, finniu, inner oo infecion, ofs, tstefoss, nusual tste, eye Mg, e0rfless; Rve: eye fcing, oboormal occormmontion, perfounted ear sermmlytom
eyefou.u'qpmblem wmerveyus efiopathy, goucorn, i, comedl diorders, acimal dysfunction, degu\ermwemdmges bindvess, mwddsgmmul micss, chovoreinifs,

obe dyshwehon, byt ot externg, odd smel.
Pnslh'rodunhn Reports
Adverse evens ossocinod with Newrontn® that hove been recefved sexe matket inrodtion, that cre o e above, nd thet may hove o cousalreleionehip 1o drog, ichde the fllowing:
eythema mulifome, StevensJonson syrdtome o eevaed fver funcion e,
DRUG ABUSE AND DEPENDENCE
The abese ond dependence poterfol of Newontin® has o been evlucted in homon shdes.
OVERDOSAGE
mdosedmbnpamwmmﬂemiﬁedinmkeurdmm«aivhgshghmntdosesmﬁghus&ﬂ()ﬂm/kg.smmdmmxﬁwinuﬁmk'mbdodulnxh,hbmedhranhmmm

, hypooctivty, or exctation,
mwlwmﬁwmm*wmwmﬂnmm’em.Inlfmtmes,mm,dmedspeech,dtm,mwmdhmweveuhsmad.ﬂﬂmmmwnd
Spporiive care.
mhrﬁmﬁwmNﬂwhmmmhmmbeenmmdmmebummuwmnmbemmwmmlfsdmdmumwvs
't renal
DOSAGE AND ADMINISTRATION
Mmﬂn'ismnmdedmddmmmnmﬁemsmIZyeawfuge,Emummummmwmmhwmmmmdemm&mhﬂo.
Neurowsin® is given orally with o without
ﬂweﬂeﬁmdnseowaWn”s‘?OGinlEOOmg/ and given in dvided doses (tree fimes  day) using 300+ o 400mg copsdes. Tirsion fo o effectve dose cn fuke ploce ropdy,
over a fow deys, ging 300 g on Day 1, 300 mg twie a day on Day 2, and 300 mg three times a day on Day 3. To minimize potenial sds effec, especily somaolence, dizziness,
Tofigue, ond afoxin, he fst doce on Goy | bendmrumdmbdnrmﬂmmylhedossnwbemmdmwwmm(mksmmadwupmlmﬂ toy.
DnsogsupmMOOm/dwmhmwlmhmdnhrmrdeMesDnsesobeOGmg/dwfmdwbemmmusdmmanmdmiwmhww
doraion, end hive been wel olerated. The maimum time between doses i the TA.D. scheddle shoukd not excoed 12 hous.
It s not necesstry fo motor qabapentin phesme concentraions fo optimize Neuonfin® theropy. Furher, because there are no sinicont pharmacokinefc ineroctions omong etsonfin® ond
othercommony used ontiepleptic eugs, the oddiion o Neuronin® does ot ofer the plosma kel of tese dugs cpprodobly.
If Newrontin® is discontnued oo an elesmats onficomvnsont mediction i odded o the therapy, this shouid be done rochely oves o mikmurm of 1 week.
Dosoge odustment in patientswith compormised rencl fuition or udergoing hemodiakysts & recommended o follows:
TABLE 2. Nevronin® Dosoge Bosed on Rendl Function

Renol Furction
Centining Cloorence Total Dty Dose Dose Regimen
{ml/min) {mg/doy) (mg)
>40 1200 400T10.
30-80 600 300 BAD.
15-30 300 30000.
<15 150 300000°
Hemodiysis - 200300

O6vary other day
hlooﬁngdnseofSUUMOOwinwl‘emsvdmhnvenmene(eivsdkmnﬁn‘,menmmSDOWNan'fWMmmdhwwhsmudhw

Cowtions: Federa ow prohibit dispensing without prescipion. 08036023
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“NEURONTIN
“=TO ITS
~ FULLEST
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-

POTENTIAL W David G, age 31*

' * NEURONTIN, 1800 mg a day
¢ as adjunctive therapy

TO HELP YOUR | for paral seisures
PATIENTS

REACH
THEIRS

NEURONTIN ADJUNCTIVE THERAPY OFFERS EASY AND
RAPID TITRATION FOR IMPROVED INDIVIDUAL CONTROL

ONEURONTIN can be rapidly titrated to effect, up to 1800 mg/day (600 mg tid)."*
In clinical studies, doses of 3600 mg/day were well tolerated in a small number of
patients during short-termm administration

DNEURONTIN’has no pharmacokinetic interactions with commonly prescribed
first-line AEDs: valproic acid, carbamazepine, phenobarbital, or phenytoin

ONEURONTIN offers the confidence
that comes from experience in NEJUR@NT’N
over 300,000 patients |

gabapentin capsules

*Hypothetical patient 100 mg., 300 mg 400 mg

Please see adjacent page for a brief summary of

full prescribing information. WELL TOLERATED...EASILY

TITRATED...PROVEN EFFICACY

NEURONTIN is indicated as adjunctive therapy in the treatment of partial seizures with and without secondary generalization in adults (>12 years old).
NEURONTIN is contraindicated in patients who have demonstrated hypersensitivity to the drug or its ingredients.

In placebo-controlled studies, status epilepticus occurred in 0.6% (3/543) of NEURONTIN-treated patients vs 0.5% (2/378) of placebo-treated patients.
Because adequate historical data are not available, it is impossible to say whether treatment with NEURONTIN is associated with a higher or lower
rate of status epilepticus.

In placebo- controlled studies (n=543), the most common adverse events associated with NEURONTIN were somnolence (19.3% vs 8.7% with
placebo); dizziness {17.1% vs 6.9% with placebo); ataxia (12.5% vs 5.6% with placebo); fatigue (11% vs 5% with placebo); nystagmus (8.3% vs 4%

with placebo).

tBecause NEURONTIN is eliminated renally, dosage adjustment is recommended in renally compromised patients or those patients undergoing hemodialysis.
Please see Dosage and Administration section of full prescribing information for schedule.

$To minimize potential side effects, especially somnolence, dizziness, fatigue, and ataxia, the first dose on Day 1 may be administered at bedtime.

§ Titration to an effective dose can take place rapidly, over a few days, giving 300 mg on Day 1, 300 mg twice a day on Day 2, and 300 mg three times a day on Day 3. Once titrated
to 900 mg/day (300 mg tid), if necessary the dose may be increased using 300-mg or 400-mg capsules three times a day, up to 1800 mg/day.
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