Letters to

the Editor

“I agree that, in practice,
most patients have
significant
‘comorbidities’ that
complicate treatment, as
well as research. I believe
that not only biological
psychiatric research, but
also clinical psychiatry
would benefit greatly
from incorporating the
functional
psychopathology he
describes into our

diagnostic framework.”

Dear Dr. Hollander:

I read with great interest the recent article
by Herman M. van Praag, MD.! I found
enlightening his discussion of the need for
revision or supplementation of our standard
psychiatric diagnoses in light of the awkward
predicaments of biological researchers who
attempt to correlate neurobiology with psy-
chopathology. I agree that, in practice, most
patients have significant “comorbidities” that
complicate treatment, as well as research. |
believe that not only biological psychiatric
research, but also clinical psychiatry would
benefit greatly from incorporating the func-
tional psychopathology he describes into our
diagnostic framework.

I write to highlight that the functional psy-
chopathology he describes might be very
familiar to anyone with psychoanalytic educa-
tion. Freud’s description of the ego of the struc-
tural model? included its roles in impulse
control, in modulating affect (by mobilization
of defense mechanisms), in intellectual func-
tioning, in perception, and in other parameters
that can be assessed independently and poten-
tially in a quantitative manner. Heinz Hart-
mann?® elaborated on ego functions, adding to
its roles dimensions such as adaptability and
motoric control. Hartmann* also reoriented the
psychoanalytic understanding of schizophrenia
by suggesting that these patients suffer from
ego defects that impair reality testing. Various
psychoanalytic researchers such as
Greenspan® continue to refine our phenomeno-
logical understanding of psychological vari-
ables and their “functional psychopathology.”

These examples illustrate a small sample of
the long tradition in psychoanalytic thought of
diagnosing ego distortions, deviations, and
regressions in individual patients. I believe this
approach is very similar to the functional psy-
chopathology described by Dr. van Praag, and
that differences and changes in various dimen-
sions of the ego might be correlated with vari-
ables of interest in neurobiological research in
the way suggested by Dr. van Praag,

In addition, his observation of symptom
diversity and variability over time is a funda-
mental concept in psychoanalytic thought. The
manifest symptom is viewed as less enduring
and as secondary to the ever-present workings
of the ego and its “functional psychopathology.”

I am not suggesting that psychoanalytic the-
ory be the basis for revising or supplementing
current nosology, but it appears Dr. van Praag’s
conclusions about the utility of diagnosing
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apart from nosology are consonant with many
decades of careful observations by generations
of psychoanalysts. The brilliantly advancing
field of neurobiology and the evolving field of
psychoanalysis have much to share.

In an article entitled “The Future of Biologi-
cal Psychiatry,” it is interesting to see so much
of the history of psychoanalysis. I am heartened
on the one hand to see the return of the clini-
cally based observations and perspectives of
psychoanalysis, and saddened on the other hand
that this important heritage for psychiatry is not
recognized immediately in its reincarnation.

Burton Hutto, MD

Chapel Hill, NC
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Dear Dr. Hollander:

Dr. Hutto’s remarks are well taken. In psy-
choanalytic theory, there is much that seems to
be valuable for further progress and sophistica-
tion in psychiatric diagnosing. I underlined
this point of view in my inaugural address at
the University of Groningen delivered in 1968
and entitled: “The complementary relationship
between biological and psychodynamic psy-
chiatry” (published in: Psychiat. Clin. 2, 307-
318, 1969).

Unfortunately, the rapprochement has not
occurred yet, for I believe in two principle rea-
sons: First, the ever increasing nosological ori-
entation of biological psychiatry, and second,
the resistance of psychoanalytically oriented
clinicians to put their theses to the test of
empirical research. Both obstacles, however,
are removable. I would enjoy a merging of
forces.

Herman M. van Praag

Maastricht University

Maastricht

The Netherlands
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FAXBACK RESPONSE

Your comments are important to us. This easy-to-use form provides you
with the opportunity to express your opinions. Our goal is to make CNS
Spectrums your source for practical neuropsychiatric information. By filling
out this FaxBack form, you will enable us to incorporate your views about
our editorial content in future issues. Please fill out this form in its entirety.

1. On a scale of 1 to 5, 1 lowest and 5 highest, please indicate your level of
interest and/or satisfaction with the editorial in this issue.

FEATURE ARTICLES

Cover Stories: Very High Very Low
Chaos & Os 0Oa4 O3 0O2 0O1
Complexity
(pp. 20-57)
2. Which areas of neuropsychiatry would you like us to cover in the future?
Very High Very Low
Gene Therapy 5 []a [13 ]2 1

Pain Management [ ]5 []4 13 []2 11
Spectrum Disorders [ 15 []4 13 12 11
Aging L]s5 [14 13 12 11

Psychopharmacology [ |5 []4 13 ]2 11

3. Please describe your reading pattern for this issue:

| cover to cover [ ] skim Table of Contents,
. select items of interest
[ ] skim text (| did not read

4. On a scale of 1 to 5, how would you describe the depth of
coverage for this issue?

Comprehensive Incomplete

[]s (14 [J3 12 11

5. Any other comments?

6. Would you give your patient a copy of a psychiatric news magazine which
centers on the most current trends in mental health care?

[ Yes [ INo Number of copies

7. Please indicate your title:

LI Psychiatrist (| Neurologist ] Other

Fax: 212-328-0600

Mail: CNS SPECTRUMS
665 Broadway
New York, NY
10012-2302

Thank you.

Name:

Address:

Each responder
will receive a
complimentary
copy of a pocket
reference guide:
1998 Black Book
of Psychotropic
Dosing and
Monitoring and
the premiere issue
of our new mental
health magazine,
Mental Fitness by
filling out this
faxback form.
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NEURONTIN®
{Gabapentin Capsules)
Before prescribing, please see full rescribing information. A Brief Summary folows.

INDICATIONS AND USAGE

Newontin® {gabapentin) is indicaed as ocjunciive thercpy in the eciment of paria sezures with and without secondary genendizaton in aduls with epilepsy.
CONTRAINDICATIONS

Neuionfin® is conhaindiated in patiens who bave d dl iy to the drug or it ingredients.

WARNINGS
thdruwd Precipitated Selzwre, Status Epllepticus

i drgs shousd not be cbrupty discontivued because ofthe possbity o ineasing seizue fequency.
In the ploceber<ontrolld studis, the incidence of stuus eplepticus in patints receiving Neurontin® was 0.6% (3 of 543) versus 0.5% n patients receiing pocebo (2 of 378).
Among te 2074 pafients weated with Newontin® ocross al stues (controlled and unconvolled) 31(1.5%) had status epiepticu. Of these, 14 paients had no prior istory of status
apilepticus either before neatment or while on other medications. Because odequate historicel datu are not avaikble, it is imposgble fo say whether ot o hetment vith Keuorin® i
associated with o higmnev ofe of status epilepficus thon would be expected fo occur in a similer populafion ot reated with Newsontine.

Pot

In mm ‘ovedinice in vivo sime corcnogenicy studie, an unexpectedy high incdence of panreatic ocinor odenocarcnomas was idenffied in male, but not female, s, (See
PRECALITIONS: Corcinogenests, Miskogeneis, Impairment of Fertlity.) The cinico sgnficance of isfinding i unknown. Cncal experenice duing gubapentn's premarkefing development
provides no diect means % assss s potetia or induing wnors i humans.

in dirkcol stusies comprising 2085 pafientyeors of exposure, new fumors were reported in 10 pafients (2 beeast, 3 boin, 2 ung, 1 edvenal, 1 roneHodgkins lymphoma, 1 endometil carg:
oma i i), ond pregiising fumeors worsered in 17 paterts (9 broin, 1 breast, 1 proste) duing of un o 2 years folowing dicontinuction of Neurorin®. Without knowledge of the
background incdence ond recurtece in o skor populion gt eated with Neurontin®, i i impossie 1o know whether the ncdence seen in tis cohort s o s not ffected by Heatment.
Sudden and Unexploined Deciths

Ouring the course of premakefing development of Newronfin®, 8 sudden and unexploined deaths weve recorded among 0 cohert of 7203 patients reated (2103 patientyears of exposure).
Same of these coul represent seizwe-eked deaths in which the seizwe was not obsarved, e.,, at right. This repesents on incidese of 0.0038 deaths per pasienryear. Aitiough fis ate
excesds ot expaced n 0 hecliny popelcrion mached fo age 0ad sex, t s within he range o esfimeres for he incdence of sudden unexplined deaths in patients wih eplegsy not eceving
Newromine {ranging from 0.0005 fo the penesal popukion of eplepdic, fo 0.003 for a circel ) population smik fo that in he Newwoniin® program, to 0.005 for palients with refaciory
eplepsy). Consequenty, whether thesa fiures ae reassuing o ke further concem depends on comparoblty of the populcions regarted upon fo the Neuronfin® cohort and the accuracy of
he estmates provided.

Pafients shoud be instucted o foke Newortin® only as prescrbed.

Fotents shoud be advised that Newronfin® mey cause dizziness, somrolence ond ot symptoms and signs of CNS depression. Accordingly, they should he adsised neither fo drve o cor nor fo

opernte oiher complex machinery U hey have goined sufficent experience on Newronin'® fo gouge wheher or o it ffet their el andy/or motor performance odversely.

Laboratory Tests

Clnical il da do not indicete thet routine moritosing of cinicl loboratory parometers i necessary for the safee use of Neurontn®. The value of monitorng Neuronfin® blood concentre-

fions has ot bean estoblished. Newrantin® may be used in combination with other onfepleptic drugs without concer for aberation of the blood concentrations of gobapentin o of other

antiepileptic drugs.

Drug Interactions

Gabapentin & not appreciobly metabokzed o does i tetere with the meoboksm of commonly oodministered anbeplepfic drugs.

The dng inferacion deto described in this section were obiined from studies involving healthy aduls and ptents with eplegsy.

Mﬂklnnyrgbordmmmmﬂydmmn’ {400 mg 1.0, in epieptc paieats (N = 8) nnmmmdmp?my!wmonothemwfmm\m?rmmhx gobopenin bag no

ofect on the mmwplmtmnmdmwmwﬂm«munwmeﬁmwmwmmm

(Mlphu: Smdrsm trwgh phosma corbamazegine and o ne 10, 11 epuxlde —— - by concomitont gabapentin (400 mg LD N =12)
tiewise, kinefics were unafered by carb

Volpeokc Add: The mecn smdvslm rough serum wolpraic acd mn(enhn'ﬁuns ot Yo and during concomitant gafrapenin odminishiaion (400 mg 11.0.; N =17) were nor different

and nefther were gubupennn phosmacokinefic porameters offected by volproic acd.

Phenobarbtal: Esimtes of stoodystote phormocckinei parametes for phenabaitel o gebapentin (300 mg T1.0. N =12) ar et whether the drugs cre admiisered dlone

o fogether.

Cowetidine: I the presance of imedios ot 300 mg 1.0, (N =12) the mean apoorent oral ceoronce of gobopentin fef by 14% and reatine dlecrunce fel by 10%. Thus cimetidine
oppested fo aler the rencl excetion of bt gubapentin and eatinine, an endogenous maker of renalfuncion. This sall decease in excretion of gobapentin by cimedidine is not expected fo
be of cnicol importonce. The effet o gabapentin on cimeidin wes not evokated.

Orol : Based on AUC ond halfife, mulipledose phormocokinetc profes of novethindrone and et estodiel following odministoton of fubets contuining 2.5 mg of
wmmmammsommuwmmmmmmmmwmm {400 mg T.1.0.; K =13). e Cmax of nvethindrone was 13% higher
when it was condministered wih gobapenti; hes nferocton s nt expecied 0 be of cinialimporonce.

Antadd {Moabox *): Mok educed the biooveilaiity o aabapentin (N =16) by cbeut 20%. This decrease in biocveilbity was abott 5% when gabapentin wos odministered 2 hours
fter Mackox. s recommended thot qobopertin be token aflast 2 hours folowing Mook odminsration.

Effoct of Probemacid: Probeneci s o locker o rencl bukr screion. Gobopentin phesmocokinetc parmeters without and wih pobeecid were comparable Ths ndcaes that
qubopentin does nat undergo ranal tubulo sxreion by the pethwey tt is blocked by probenecid.

Drug/Laboratory Tests Interactions

Betouse fulss positiv recdings wer eparted withthe Ames M-Aultix SG® dpstiek testfor urinary protein when gabapentin wes aaded fo ofher anfipepfi drugs, the more specfic
suffsafieybc acid prcintaion proceduwe i recommended o determine the prsence of wine proten.

Cordiogenests, Matogesesis, mpolwest of F

Gobapentin was given in the de 1o mice at 200, 600, ond 2000 mg/kq/ay ond fo s ot 250, 1000, and 2000 mey/kg/doy for 2 yeors. A sotisicaby signfcont inrease in the
incdence of poncreaiic adnar el odenomas and corcnomas was found in mle ot receving the high dose; the nevefectdose for the occurrence of corcnomes w1000 mg/kg /day. Peck
plasma concamhations of ocbapenin in o rexeiving e high dose of 2000 mg, kg wers 10 imes higher than plasma conceninaions n hmans receting 3400 mg per day, and in res
teceiving 1000 g kg Soy peak pusma concentrions were 6.5 imes higher than in humars recefving 3600 mgy/doy. The pancreaticacinar el corcinoms di not ofect survbel, cid not
mefastosze ond wera notlocaly invusive. Studes o attempt to define a mechonism by which this rloively o fumor type is occuring are in pogpess. The relevarce of tis fnding fo
cvcinogeni sk in humons is under,

Gabapentin d not demonsirats mutagenic of genatoic potential in heee 4 vitw ond fwo & vio assays. I was negufie i the Ames test ard the in iro HGPRT forward mutation essay in
Chiness hometr hung cals; it did ot produce sinificant increases in chromosomal aberaions in the i viro Chinesa homter ung cef assay, it was negative i the i viro

chromosomal obenction ossay and in the in vivo micronudeus festin Chinese hamser bone marraw.

No adverse effecs on fertity or reproducion wese observed in ats a doses up to 2000 mgkg (opproximately 5 times the maximum recommended human dose on an mg/m bass).

Pregnoncy

Fregoancy Categery C: Gabopenfin hos been shown o be fatotoxi n rodets, causing deloyed ossfiaton of severa bones in the skul, vertetyoe, foreimbs, and hindimbs. These effecs
orcured when pregront mie foceived orol doses of 1000 or 3000 mg kg oy during the pemdofmgumenmmoppmnnmdylmMmesﬂumxlrrwmdoseofﬁé(JOmg/duy
ven fo epleptic patiens on 0 my/m? bsi. The noffect evel was 500 mey/kq/doy oraporosimatey ¥ of e hurvon dose on a mg/m bosis

When ras were dosed por o and during mating, ond trougheout gestasion, pups from oll dese groups (500, 1000 and 2000 mg/kg/day) wefem‘fened.Thesedesesoleequwu\emm\as
than approximatehy 1 1o S fimes he maximem human dase on a mg/m bess. Thee was an ncreased ncidence of hydroureter ond /or hydionephosis n ats in 0 study offefty ond
genenal eproductive performance at 200 mg/kq,/day with no effect ot 1000 my,/kg/doy, i o eratology sfudy at 1500 mg/kg/day with no effect ot 300 my kg /doy, ond in @ peinatl
ond postaatl study ot of doses studed (500, 1000 ond 2000 megy/kg/Goy). The doses ot which the effcts occured are opproximotey 1 1o 5 imes the maximum buman dose of

3600 m/doy o0 g/ boss; he et doss were apprinately 3 tmes (it and Generol Retoducive Poformonce sudy) ond cprosimaely cue o (Teaogenicty s}
the maximum humen dose on & mg/m besis. Other thon hyvoureter and hydronephoss, the efokogies of which ore unicec, the incidence of malformations was not increased compared to
conwols in ffping of mice, ros, o robbs given doses ug o 50 fimes (ice), 30 fimes (uts), md?ﬁm(mbbﬁs)mehumnmdoseonamg/kgm or 4 fimes (mice), S fimes
{rut), of  fimes {rabbt) the humon dod dose on o mg/m bass.

Tna erailogy sy n obbis, on ceased cidece o posfimplantuon ftel oss occurred i doms exposed fo 60, 300 and 1500 mga/day, o fess then approsimately ' o 8 imes fhe
moimum humon dose on a m/m? basi. Thera ore no odeguate ond welkconfolled studies n pregnont women, Becouse animol raproduction studies are not hways predicve of human
response, tisdrug shoukl be use g rercy ony i he potential benefit st the potental sk fo the fets.

Use in Nursing Mothers

Itis nat known f qabapentinis excreted i human mik ond the effect o the nursing ifont is nknawn. Howeves, becouse oy drugs o exrefed in human ik, Newrontn® should be used
in women who are nursing onfy £ the benefit cleory outweigh the risks.

Pediatric Use

Safy ond effectiveness in pediatic potens helow the age of 12 years have not been estabished.

Gerlatric Use

Na systematic studies in geriaic patints have been conducted. Adverse diicod events raported among 59 Neuoniin® expased pafientsover age 65 did not dife in kind from those reported
for younges indhduls. Te sl member of okl indivduals evolunted, however, it th shengh of any condusions reached about he infience, f any, of age on the kind and incidence of
odverse events or eboratory abormaly associaed with the use of Newronfin®.
Becouse Newontn® s elmnated primarly by renal excetion, the dose of Newronfin® shouk be dusted as nofed in DOSABE AND ADMINISTRATION (Tabl 2) for elder potients with
Compromisad renol function. Creatinine deasarce s diffut o mensure in outpatients and serum araatinine may be reduced i the ekdery becouse of decrensed muscle mass. Creatiine
dearce {C;) con be resonaby wl estmoted usig the equafion of Cockroht ond G

(m; (- e 7051

(140og)wt) /1025 )
vMemagennyews mnnkfogmm Str sserumueuglmnmg/dl

ADVERSE REACTIONS

The most comimorly observed versa events assodieted with the use of Newtontin® in combination with other anfepdepfic crugs, notsee ot equivlent requency among placebo-rected
pafients, were somnolenve, dizzness, atuxi, igue, and rysfogs.

Joproximately 7% of the 2074 indhiduoks who recehed Neutontin® in premarkefing diical rias discontinued freatment becouse of on adverse eveat. The adverse events most commenly
associated with witvfowol were somnolence {1.2%), atwia (0.8%), fuigue (0.6%), nousen ond /ot vomiting (0.6%), and dizziness (0.6%).

Incidence In Controlled Clinical Trials

Toble 1 lsts reatment emergent signs and symploms fhat acurred in ot least 1% of Neurontin®heated patients with eodepsy parfcioating in plceberconfrlled fak and were numerically mers
onmon in the Newonfin® group. In these studies, ether Neuronin® of plocebe was odded fo the pafient’s cunent anfiepleptic drug therapy. Adverse evens were usually mild fo moderate
ni

nnmmmmummmm obtuined when Newwoniin® was odded 1o concurent onfiepileptic drug Wherapy, cannot be used fo pedict the frequency of odverse events in
macmofmwmmmmmmmmﬂammmwmdmm Similoty, the cied frequendes cannot be diecty com-
pore with figures obined from ot chncal invesfigations involving iffesent hefments, uses, of ivesfigutrs. An inspecion of ﬁemnsfmwmdoespmdethepresmbmg
physicon with one boss o estmcte the reloive contbution of drg and nandrug fuctors fo the odverse event incidences n e populaton st
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TABLE 1. Tieatmen®{mergent Adverse Event Incidence in Controlled Adc-On Tils (Events i af least 1% of Neuonfin® (Gabapentin Capsules) patients and numericaly more
frequent thon i the placebo group)

Newonfin®  Placebo? Neurontin®®  Plocebo?

Bady System/ N=543  N=378 Body System/ N=543  N=378
Averse Event % % Adverse Event % %
Body As A Whole Nervous System continue)

Fatique 10 50 Tremor 48 32

Weight Increase 29 16 Hervousness Y1) 19

Back Pain 18 05 Dysarthria 24 05

Peripheral Edema 7 05 Amnesia 2 00
Cordiovascular Depression 18 11

Vosodiatation 11 03 Thinking Abnormal 17 13
Digestive System Twitching 13 05

Dyspepsia 22 05 Coordination Abnormal 1] 03

Muuth of Theoot Dry 17 05 Respiratory System

Constipation 15 08 Rhiniis 4 37

Dental Abnormalifies 15 03 Pharyngits 28 16

Increosed Appetite 11 08 (nughing 18 13
Hematologic and Lymphatc Systems Skin and Appendages

Leukoperia 11 05 Hbrasion 13 00
Hhuscoloskeletal System Pruritus 13 05

Hyalgio 20 19 Urogenitl System

Fracture Al 08 Impotence 15 1
Nervous System Spaol Sonses

Somnclence 193 87 Diplopia 5y 1y

Diziess 171 69 nbloic? 42 1

Moxia 125 54 Laboratory Devigtions

Nystagrnus 83 40 WBC Decreased 11 05

O Plus background antiepilepfic drug therapy
Amblyopic was often descobed as blured vision.

Cther events n more han 1% of patients but equoly or more frequent in the plocebo group indiuded: headache, vl infection, feve, nacsea and/o vomiing, abdomine pai, diarhes,
conwsions, corfusion, insomnic, emofional kb, ash, acne.
Homong the egtmentemergent adverse events occuring ofan incidence o aflast 10% of Neurontinreated potions, somnoente and chuo appecred o extibit o positve dosedesponse
telafonship.
The overall inidence of odverse events and te fypes of adverse events seen were simlr omong men and women freaed with Newonfin®, The incidence of adverse events nrecsed sighty
with incregsing age in patiens tected with either Newonfin® or placebo. Because anly 3% of patiens (28/921) in ploceber<ontroled studies weve e as nonwhit (black of athe),
there are nsuficent o fo supporta sttement regurding the distbution of odverse events by rce.
Other Adverse Events Observed During All Clinicel Trials

Neuronfi® hos been adrministered to 2074 indiiduals ding ol circal i, only some of which were pocehie<ontroted. During these tics, ol adverss events wers recorded by the dinical
investigators using tesminclogy of their wn choosing. To provie a mearinghul estimate of the proporfon of individuas hoving adverse events, ik types f events wese grouged o o
sl number of standordized cotegores using modifed COSTART dcionary esminology. These cotegores e used it lsting below. The fequencs presentd represen the proporion of
the 2074 indriducls exposed fo Neurontin® who expenenced an event of he type cied on af least ane occosion whil receiving Newronin. A reported events cre induded except those
lreody lsed i the previous tabe, those too geneal to b informive, and those ot reasonably assocoted with the use of the drug.

Events e furher cossifed vithin body system categories ond enumerated n ordes of decreasing freguency using e following definions: requent adverss even’s or dafined as those occur-
fng i ot least1,/100 potents; inrequent dverse events ore thase occuring in 1,/100 to 1/1000 parent; e events ure those occuring i fewer than 1,/1000 patents.

?;MY As f?en Wholl: Frzquent: asthenia, maltie, oce edema; Infrquen: alergy, generoized edem, weightdecrease, chl; Rare: songe fasfings, lssinde, alohel nfleronce,

ongver ¢

(mimsﬂh Systom: Freavenr Aypertension ifeguen hypotensior, ngig pecos, pepherd vttt o, polpioion, uchytode, e, mumu, Ao ool ki,
eart falure, trembophlebi baphlebis, myocardiol nforction, cerehvovascula accident, pulmonary thrombsi, venticular extrasystoles, bredycardia, prematue atil confoction,
pericardial rub, heart lock, pulmonary embelus, hyperipideria, bypercholeserolemia, pericatil efusion, percadifs.

Digestive Systom: Fraquent: norexin, Batulence, gingiits; frequent: o, qum hemorthage, thirst stomtis, increased sofation, gusoenterts, hemorriods, loody stods, focol
incortinence, hepatomegaly; Rare: dysphagi, enuctuion, pancreit, pepric ler, cofs, blisers in mouth, tooth discokr, pereche, sofvary glond enkaged, fp hemorage, esopbagits, Mot
herni, hemetemess, poctfs, imtae bawel syndrome, rectu hemorrhage, esaphagel spasm.

Endocrine System: Rore hyperthyrid, hypothyrid, gofer, hypoeshogen, ovarion fulr, epidicymit, swolln estide, cshingoid appeoronce.

Hematologic and Lymphatic System: Fraquant. purra most ofen descrbed us bruises resuling from physal troumy; inraguent. anemio, trombocytoneria, lymphadenopathy; Rove
WBC count increased, Iymphocytosis, norrHodgkin's tymphoma, beeding fime noregsed.
Muscoloskeletal System: Fraquent arhalgi; inequent, tendinits, o, jin sfnes, ot weling, posiive Romberg test, Rate: costochondit, oteoporosis, burst, conracure.
Nervous System: Frequst vertgo, hyperkinesio, poresthesic, derecsed or absent refleves, increased rflexes, oy, hostlity: ifsguent, CHS tumars, syncope, dreaming cbnormal,
aphesia, hypesthesi, ntocrnicl hemorthage, hypotoni, dysestheso, press, dystoni, heripigin faciol paralysi, stupo, corebelr dyshncion, posive Bobinsk sign, decrecsed psiion
sense, subeural hemtom, apathy, halucnatio, decease o loss of bide, agtaton, paronola, depersonalizaion, supheria, fesing high, dopedup sansafion, suidal, psychosks Rars
choreoathetsis, rofucol dyskineso, encepholopaty, nerve palsy, personaity cisorder, nceased ffido, subdued femperoment, apoin, fne motor conirol disorder, meningimus, local
myoconus, hyperesthesia, hypokinesio, manin, neursis, ysaro, anfisociol reacion, uicide geshre.
Respiratory Systene: Frequant. preumorio; inhequent. apisios, dyspres, apnea, Rare: mucogis, ospiion proumorie hypervensiaton, Yiccup, lryngis, nosa) bstction, oy,
branchospasm, hypoventiotion, kg edema.

Infequent: olopeci, eczema, diy skin, increased sweating, urcori, hirsutism, sebohen, cyst, herps simplex; Rare: herpes zoste, skin discoor, skin papues,

phoosensifive reaction, e ke, scol seborhe, psorioss, desquomation, maceration, skin nodules, subicutaneaus nodule, melanosis, skin necrosis,focal swefing.

Urogenital Systea: )nfvequenr hematuia, dysus, uinaton frequency, s, uiary refention, urnery iaconfinence, vaginal hemorrhage, amenorthea, dysmenortiac, mertige,
st conce, ol o cinay, ecuoion aermo Rae: kidvey pai,leukores, s g, eno fone, ote e Failur, anui, gieosurio, nephvosk, nachui, pyiia, urnafion
uigency, vogina) paia, breast pain, esfice pain.

Specal Sensas: Frequent obnoimal viion; Ifiquent clure, conchis, eves dry, eve i, sl field defect, photophobi, biserl o unoterel plss, eye hemerrhage, hardeokm,
heaing loss, ecrache finnitus, nner ar infaction, ot ost oss, unusu uce, eye itching, ar ulbess; Rore:eye tching, normal occommodaion, perforuted e drm, sensily o s,
eye focusing b, ey e, efivopathy, gloucoma, s, comeal disonders, lacimel dysfniction, degenenuive eye changes, lndhess, et degenssafion, mioss, chonorfits,
shabismus, eustachian tube dysfunction, labinthifs, o externa, odd smel.

Postintroduction Reports
Acverse eveats ossocined with Newrontn® that hove been received since market nftoduction, thot ave not fisted chove, ond that may hove o causal velaionship fo dug, incude the following:
erythema mutforme, Stevens-lofnson syndrome and elevated e fucon fst.
DRUG ABUSE AND DEPENDENCE
The chuse ond dependence potenticl of Neurortin'® has nat besn svaluated in human stues.
OVERDOSAGE
4 lethol dose of gobapentin was no identifed in mice o rafs recehing single ool doses s high as 8000 mgKg. Signs of acute oxicty in animals induded atuxi, abored braaing, gsi,
sedution, hypoactiity, or exchofion.

ho"ﬂe ora overdoses of Newronfin® up o 49 woms hove ben reparied. n hese tuses, dockle vision, sined speedh, drowsiness, ethongy ond diomhea were observed. A putents recovered
wih supportive care.

Gobapentin can be remove by hemodiolysis. Ahaugh hemodilysis has not been performed in the few overdose cases reparted, it may be inicoted by the patient's cinial st of in pafients
wih sigoficant renalimpaimen.

DOSAGE AND ADMINISTRATION

Neurontn® is ecommended for adtbon therapy in paients oves 12 yeors o age. Euidence becring on fs scfey and efecveness in pediotic paients bekow the oge of 12 i not ovailbl.
Newronfin® is given orally with o without food.

The effetive dose of Newrontin® s 00 to 1800 mgy/day and given n divided doses (thee fimes o day) using 300-or 40y capsules. Tiotion o on efecivs dose can oke plce ropidy,
over 0 few doys, gving 300 my on Day 1, 300 my twice a day on Day 2, and 300 myg three times o doy on Doy 3. To minimize potentil side efecs, sspecilly somnolece, dizziness,
fatigue, ond otuxic, the first dose on Desy 1 may be odminitered at bedsime. If necessary, the dose may be inceased using 300- or 40hmg copsules thee fimes o day ug to 1800 mg/doy.
Dosages up to 2400 mg/day hve heen well toleoted in longterm lrica studie. Doses of 3800 mg,/day have dis been admiisered fo o smo number o patients fr o reatvely short
duration, ad hove been well tolercted. The maimum fime between doses in the T.LD, schedule shoutd not exceed 12 hous.

Itis not necessary to monitor gobapentin plsmo concentiations Yo optmizs Newtontin® Hherapy. Furher, because there e no signficant phomacokinefic interachons among Newrontin® and
ofher commonly used onfiepileptic drugs, the addion of Neurantin® dogs not cler the plosma levels of hese drugs appreciably.

¥ Neurontin® is discontinued and/or an oternafe anficonwulsont mediccion s adde to the therapy, this shouid be done grodualy over  minimum of 1 wetk,

Dasnge adjustment in patients with compromised renclfuncton or undergoing hemodiahyss i recommended s follows:
TABLE 2. Nevrontn® Dosage Based on Renal Function

Renal Funcion

Crentinine Clearance Totol Daily Dose Dase Regimen
{ml/min) mg/doy) (mg)
60 1200 400TID.
30-60 600 300810,
15-30 300 300QD.
<15 150 3000009
Hemodisi - 20300°
DEvery other doy
hI.nﬂding dose f 300 to 400 my in ptients who hove never received Newrontin®, then 200 to 300 mg Newrontin® following each 4 hours of hemodialysis
Caution: Federal low probibits dispensing witiout prescripin. 08036023
Resised Jonvary 1997
(® PARKE-DAVIS PO MO39 (007}
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POTENTIAL W David G, age 31*
* NEURONTIN, 1800 mg a day
as adjunctive therapy

To H E I. P vo u H a for partial seizures
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NEURONTIN ADJUNCTIVE THERAPY OFFERS EASY AND
RAPID TITRATION FOR IMPROVED INDIVIDUAL CONTROL

CONEURONTIN 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-term administration

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

CCNEURONTIN offers the confidence
that comes from experience in NEUR@NT'
over 300,000 patients

gabapentin capsules

Hypothetical patie
Hypothatical patient TOO 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
pIacebo) 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.

© 1997 Warner-Lambert Co.
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