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Velban—Cont. °

Extravasation during intravenous injection may lead to
cellulitis and phlebitis. If the amount of extravasation is
great, sloughing may occur.

OVERDOSAGE

Signs and Symptoms—Side effects following the use of Vel-
ban are dose related. Therefore, following administration of
more than the recommended dose, patients can be expected
to experience these effects in an exaggerated fashion. (See
Clinical Pharmacology, Contraindications, Warnings, Pre-
cautions, and Adverse Reactions.) There is no specific anti-
dote. In addition, neurotoxicity similar to that with Oncovin
may be observed. Since the major route of excretion may be
through the biliary system, toxicity from this drug may be
increased when there is hepatic insufficiency.
Treatment—To obtain up-to-date information about the
treatment of overdose, a good resource is your certified Re-
gional Poison Control Center. Telephone numbers of certi-
fied poison control centers are listed in the Physicians’ Desk
Reference (PDR). In managing overdosage, consider the pos-
sibility of multiple drug overdoses, interaction among
drugs, and unusual drug kinetics in your patient. Overdoses
of Velban have been reported rarely. The following is pro-
vided to serve-as a guide should such an overdose be
encountered.

Supportive care should include the following: (1) prevention
of side effects that result from the syndrome of inappropri-
ate secretion of antidiuretic hormone (this would include re-
striction of the volume of daily fluid intake to that of the
urine output plus insensible loss and perhaps the adminis-
tration of a diuretic affecting the function of the loop of
Henle and the distal tubule); (2) administration of an anti-
convulsant; (3) prevention of ileus; (4) monitoring the cardi-
ovascular system; and (5) determining daily blood counts for
guidance in transfusion requirements and assessing the
risk of infection. The major effect of excessive doses of
Velban will be myelosuppression, which may be life threat-
ening. There is no_information regarding the effectiveness
of dialysis nor of cholestyramine for the treatment of
overdosage.

Velban in the dry state is irregularly and unpredictably ab-
sorbed from the gastrointestinal tract following oral admin-
istration. Absorption of the solution has not been studied. If
Velban is swallowed, activated charcoal in a water slurry
may be given by mouth along with a cathartic. The use of
cholestyramine in this situation has niot ‘been
reported.

Symptoms of overdose will appear when greater-than-
recommended doses are given. Any dose of Velban that re-
sults in elimination of platelets and neutrophils from blood
and marrow and their precursors from marrow should be
considered life threatening. The exact dose that will do this
ir 4ll patients is unknown. Overdoses occurring during pro-
ldnged, consecutive-day infusions may be more toxic than
the same total dose given by rapid intravenous injection.
The intravencus median lethal dose'in mice is 10 mg/kg
body welght in rats, it is 2.9 mg/kg The oral median lethal
dose in rats is 7 mg/kg.

Protect the patient’s airway and support ventilation~dnd
perfusion. Meticulously monitor and maintain, within ac-
ceptable limits, the patient’s vital signs, blood gases, serum
electrolytes, etc. Absorption of drugs fror the gastrointesti-
nal tract may be decreased by giving activated charcoal,
which, in many cases, is more effective than emesis or la-
vage; consider charcoal instead of or.in addition to gastric
emptying if the drug has been swallowed: Repeated doses of
charcoal over time may hasten elimination of seme drugs
that have been absorbed. Safeguard the patient’s airway
when employing gastric emptying or charcoal.

DOSAGE AND ADMINISTRATION

This preparation:is for intravénous use only (see Warnings).
Special Dispensing Information—WHEN DISPENSING
VELBAN IN OTHER THAN THE ORIGINAL CON-
TAINER, IT IS TMPERATIVE THAT IT BE PACKAGED IN
THE PROVIDED OVERWRAP WHICH BEARS THE FOL-
LOWING STATEMENT: “DO NOT REMOVE COVERING
UNTIL MOMENT OF INJECTION. FATAL IF GIVEN IN-
TRATHECALLY. FOR INTRAVENOUS USE ONLY™ (see
Warnings). A syringe containing a specific dose must be la-
beled, using the auxiliary sticker provided, to state: “FATAL
IF GIVEN INTRATHECALLY. FOR INTRAVENOUS USE
ONLY".

Caution—1It is extremely important that the intravenous nee-
dle orcatheter be properly positioned before any Velban is
injected. Leakage into surrounding tissue during intrave-
nous administration of Velban may cause considerable-irri-
tation. If extravasation occurs, the injection should be dis-
continued immediately and any remaining portion of the
dose should then be introduced into another vein. Local in-
Jection of hyaluronidase and the application of moderate
heat to the area of leakage will help disperse the drug and
may minimize discomfort and the possibility of cellulitis.
There are variations in the depth of the leukopenic response
that follows™ €ﬁerapy with Velban. For this reason, it is rec-
onunended that the drug be given o more frequently than
ohge every 7 days
A¢ult Patients —It.is \msq to lm.tlate therapy for adults by
administering a single mtravenous dose .of 3.7 mg/m? of
body surface area (bsa). Thereafter, white- blood-cell counts

Information will be jed by I and
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should be made to determine the patient’s sensitivity to
Velban.

A simplified and conservative incremental approach to dos-
age at weekly intervals for adults may be outlined as follows:

First dose .. 3.7 mg/m? bsa
Second dose 5.5 mg/m? bsa
Third dose .. 7.4 mg/m? bsa
Fourth dose ... ... 9.25mg/m? bsa
Fifth doSe ........cooeveveverererenrnnns 11.1 mg/m? bsa

The above mentioned increases may be used until a maxi-
mum dose not exceeding 18.5 mg/m? bsa for adults is
reached. The dose should not be increased after that dose
which reduces the white-cell count to approximately 3,000
cells/mm®. In some adults, 3.7 mg/m? bsa may produce this
leukopenia; other-adults may require more than 11.1 mg/m?
bsa; and, very rarely, as much as 18.5 mg/m? bsa may be
necessary. For most adult patients, however, the weekly
dosage will prove to be 5.5 to 7.4 mg/m? bsa.
When the dose of Velban which will produceé the above de-
gree of leukopenia has been established, a dose of 1 incre-
ment smaller than this should be administered at weekly
intervals for maintenance. Thus, the patient is receiving the
maximum dose that does not cause leukopenia: It should be
emphasized that, even though 7 days have elapsed, the next
dose of Velban should not be given until the white-cell count
has returned to“at least 4,000/ mm?. In some cases, oncolytic
activity may be encountered before leukopenic effect. When
this occurs, thereis no need to iricrease the size of subse-
quent doses (see Precautions). .
Pediatric Patients—A review of published literature from
1993 to 1995 showed that initial doses of Velban in pediatric
patients varied depending on the schedule used and
whether Velban was administered as a single agent or in-
corporated within a particular chemotherapeutic regimen.
As a single agent for Letterer-Siwe disease (histiocytosis X),
the initial dose of Velban was reported as 6.5 mg/m?. When
Velban was used in combination with other chemotherapeu-
tic agents for the treatment of Hodgkin's disease, the initial
dose was reported as 6 mg/m?. For testicular germ cell car-
cinomas, the initial dose of Velban was reported as 3 mg/m?
in a combination regimen. Dose modlﬁcatlons should be
guided by hematologic tolerance.
Patients with Renal or Hepatic Impairment—A reduction of
50% in the dose of Velban is recommended for patients hav-
ing a direct serum bilirubin value above 3 mg/100 mL. Since
metabolism and excretion are primarily hepatic, no modifi-
cation is recommended for patients: with impaired renal
function.
The duration of maintenance therapy varies according to
the disease being treated afid the combination of antineo-
plastic-agents being used. There are differences of opinion
regarding the duration of maintenance therapy with the
same protocol for a particular disease; for example, various
durations have been used with the MOPP program in treat-
ing Hodgkin’s disease. Prolonged chemotherapy for main-
taining remissions involves several risks, among which are
life-threatening infectious diseases, sterility, and possibly
the appearance of other cancers through suppress:on of im-
mune surveillance. . .
In some disorders, survival following complebe remission
may not be as prolonged as that achieved with shorter pe-
riods of maintenance therapy. On the other hand, failure to
provide maintenance therapy in some patlents may lead to
unr 'y relapse; cc tients with
testicular cancer, unless ma.mtamed for at least 2 years, of-
ten result in early relapse.
To prepare a solution containing 1 mg of Velban/mL add 10
mL of Bacteriostatic Sodium Chloride Injection (preserved
with benzyl alcohol) or 10 mL of Sodium Chloride Injection
(unpreserved) to the 10 mg of Velban in the sterile vial. Do
not use other solutions. The drug dissolves instantly to give
a clear selution.
Parenteral .drug products should be inspected visually for
particulate matter and discoloration prior to administra-
tion, whenever solution and container permit.
Unused portions of the remaining solutions made with nor-
mal saline that do not contain preservatives should be dis-
carded immediately. Unused preservative-containing solu-
tions made with normal saline may be stored in a refriger-
ator for future use for a maximum of 28 days.
The dose of Velban (calculated to provide the desired
t) may be injected either into the tubing of a running
intravenous infusion or.directly into a vein. The latter pro-
cedure is readily adaptable to outpatient therapy. In either
case, the injection may be completed in about 1 minute. If
care is taken to insure that the needle is securely within the
vein and that no solution containing Velban is spilled ex-
travascularly, cellulitis and/or phlebitis will not occur. To
minimize further the possibility of extravascular spillage, it
is suggested that the syringe and needle be ringsed with ve-
nous blood before withdrawal of the needle. The dose should
not be diluted in large volumes of diluent (ie, 100 to 250 mL)
or given intravenously for prolonged periods (ranging from
30 to 60 minutes or more), since this frequently results
in irritation of the vein and increases the chance of
extravasation.
Because of the enhanced possibility of thrombosis, it is con-
sidered inadvisable to inject a solution of Velban into an ex-
tremity in which the circulation is impaired or potentially
impaired by such conditions as compressing or invading ne-
oplasm, phlebitis, or varicosity.
Procedures for proper handling and disposal of anticancer
drugs should be considered.-Several guidelines on this sub-

b editions

ject have been published.*° Theré is no general agreement
that all of the procedures recommended in the guidelines -
are necessary or appropriate.

HOW SUPPLIED

Vials, 10 mg, 10-mL size (No. 687)—(1s) NDC 0002-1452-01
The vials should be stored in a refrigerator (2° to 8°C, or 36°
to 46°F) to assure extended stability.
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ZYPREXA® . B
[zi-prex-ah]

(Olanzapine) Tablets

ZYPREXA® ZYDIS® B

(Olanzapine) Orally Disintegrating Tablets

DESCRIPTION

ZYPREXA (olanzapine) is a psychotropic agent that belongs
to the thienobenzodiazepine class. The chemical designation
is 2-methyl-4-(4-methyl- l-plperazmyl) 10H-thieno[2,3-b]
[1,5]benzodi ine. The lar formula is C;;HgoN,S,
which corresponds to a molecular weight of 312.44. The
chemical structure is:

Olanzapine is a yellow crystalline solid, which is practically
insoluble in water.

ZYPREXA tablets are intended for oral administration only.
Each tablet contains olanzapine equivalent to 2.5 mg (8
pmol), 5 mg (16 pmol), 7.5 mg (24 pmol), 10 mg (32 pmol), or
15 mg (48 pmol). Inactive ingredients are carnauba wax,
crospovidpne, hydroxypropyl cellulose, hydroxypropyl meth-
ylcellulose, lactose, magnesium stearate, microcrystalline
cellulose, and other inactive ingredients. The color coating
contains Titanium Dioxide (all strengths) and F D & C Blue
No. 2 Aluminum Lake (15 mg). The 2.5, 5.0, 7.5, and 10 mg
tablets are imprinted with edible ink which contains F D &
C Blue No. 2 Aluminum Lake.
ZYPREXA ZYDIS (olanzapine orally disi
is intended for oral administration only.
Each orally disintegrating tablet contains olanzapine equiv-
alent to 5 mg (16 pmol)} or 10 mg (32 pmol). It begins disin-
tegrating in the mouth within seconds, allowing its contents
to be subsequently swallowed with or without liquid.
ZYPREXA ZYDIS (olanzapine orally disintegrating tablets)
also contains the following inactive ingredients: gelatin,
mannitol, aspartame, sodium methyl paraben and sodium
propyl paraben. i

CLINICAL PHARMACOLOGY

Pharmacodynamics:

Olanzapine is a selective monoaminergic antagonist with
high affinity binding to the following receptors: serotonin

ating tablets) ’
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5HT,50r (Ki=4-and«1% oM; respéctively),. dopamine D, 4
(K;=11-31,nM), muscarinic¢ My ‘5 (K;=1:9-25.nM), histamine
H; (K;=7 nM), and adrenergic a; receptors (K;=19 nM).
Olanzapine binds'weakly to:GABA,, BZD; and 8 adxenergm
receptors (K; > 10 tM). v
The mechanism of action of olanzapire, as* Wlth'nthét drugs
having efficacyin schizophrenia, is:anknown:“Hotwéver,,it
has.been proposed that-this drug’s eﬂicacy in.schizophrenia
is mediated through'a*cémbinati pamine and seroto-
nin-type 21(5HT2) antagonism. Thet mechapism of action «of
olanzapine in the treatment of atiite manic episodes-associ-
ated with Bipolar I Disorder is unknown._ omhe
Antagpnism at receptors other than dopamihe -ard-s 5HTy
with gimilar-receptor affinities. may:explain sonie of the
other therapeutlc and; sxde eﬂ‘ects of olanzapine. Olanzap-
ine’s ant: of inic-M, 5 Teceptors:may explain
its anticholinergic. effects: Olanzapine’s an“tagomsm)oﬁ his-
tamine H; receptors may explairthe somnolence obsérved
with this-drug: Olanzapine’s antagonism.of adrenergic: o
réceptors may explain the orthostatic hypotension obseryed
with this drug.
Pharmacokinetics: + P
Olanzapine is well absorbed and reaches- peak concentra-
tions in.approximately 6 houis-following an.otak-dosexitsis
eliminated extefisively by:first'pass metabolism; with -ap-
proximately 40% of the.dgse metabolized before-reaching
the systemic circulation.
tent. of. olanzapine*absorptidni. Phafmadcokifietic studies
showed that ZYPREXA tablets and ZYPREXA ZYDIS (olan-
zapme orally disintegrating tablets) dosageforms of olanza*
pine are bioequivalent. PRt
Olaﬁzapme displays linear kinetics over the chmoaL :dosing
range..Its Halflife-rangés from 21.to 54:hours (6th to-95th
percentile; mean of 30.hr); and.apparent plasma cléarance
ranges-from 12:to 47 Iv/hr (5th to 95th percentxle, meamo£25
L/hr). i o ewn
Administration of alanzapine- once daﬂy leads tm»steady-
staté concentrations-irt about vne week that are approxi
mately-twice the concentratjons \aﬁen‘émgle dosesuRlasma
‘toncentrations, halfdifepéand cléarance of .olanzapine may
vary between individudls on the basis of- smokmg .sbatus
gender and .age-(see Special-Populations). * -
Olanzapine is extensively distributed throughout the bdd}g
with a volume of distribution of approximately 1000 L. It is
93% bound to plasma proteins over'tlie conoentratmp range
of .7 t0{1100 .ng/mL, bindifg ‘px_uq 0 hinjand @ u,:
acid glycoprotein. * 1 e

" L oo

Metabolism and’ Ehmxﬁahou‘—Foll‘omng a single oral dose
of ™C labéled' olanzapme, 7% of thé ddsé of olanzapine was
recovered ‘in the urine-as unchanged. drug, indicatihg that
olanzapine is highly metaboli,zed. Approximately 57%.and
30% .of the dosé was Técoveréd in-the urineiand: feces, re-
spectively., In thesplasnra, olanzapine accoxmbgd for*only
12% of the AUC for total radioactivity, indicatingsignificant
exposure-to métdbolitesi After multiple dosing, ‘thesmajor
circulating metabolites-were.the 10:N- glucuromde 'presbnt
at steddyistate. at 44% ofthe:conicentration of-olanzapine,
and 4'-N:desmethyl ol inte,.p t at steadys‘tate‘at
31% of the. concentration of olanzajmé‘i Both metdbolités
lack pha.rmacolog'mal activity atil the , concentrations
observed.” -~ LA LN
Direct glucuromdatxon and cyhchromamo {CYP) medi-

atéd oxidatioriare the primary metabolic pathways fordlap- |

zapine.’In: v1tro studies sﬁggest thatCYPsﬂAZ ~amd 2D6,
andrthe flavi temrare in-
volved in olanzzpme oxidation: CYPZDG medxaté&mdaﬁon
appearsto be a minor metabolicpathway'in vivo;tbecause
the,tlearance of elanzapine is not reduced in subjeots who

inihgr

od does'not affect-thé rate orex-

suggests-that. exgosure 40’ .olanzapine- may-be about.2-fold
greater in the'Japanese when equivalent*doses are: adin-
istered. Clinical trial safety and efficacy"dat4;-howevér,.did
not suggest clinically significant différences-aimomg:Cauca-
sian patients, patlents of Afnbamdescent and srthlrd ‘pooléd
category including A dsHi ti . Desagé
modifications: for racd ate, thdre‘fore, Aot recommended

Contbined: Effébts—Thé .combined’effects of: age;-smdking,
and gend@r could lead.to substantial pharmacokinetic dif-
ference;in: populations. The clearahce"in’ young simoking
males, for example; may be 3itimes-higher-thawhat in el-
derly nonsnioking ferales.:Dosing modiffcation may be nec-
essary-in' patxents who.exhibit a-combination:of.factors that
may-result-in:slower:ietabolism ‘of olanzapine:(see DOS-

AGE AND ADMINISTRATION). 1t P I
Clmzcaleﬂ‘icaéy-Dafa Rl e

P e i 1 Ko 9Thgs ¢
Sdsophtents - 27w ! 2 e
The effiacy of“ol'a‘hil dpiné'it, thé ana@éﬁentnf ¢ mani-
festations ‘'of psychotit Af‘sordel%‘ was established ifi*?’short-

term' (6-week) cbn‘troﬁed trials of mpﬁtlents who niet DSM
HI R criteria for 'séhizophrénia."A gingle halopériftol atih
was irfcluded ds # cdmparahv&h‘e&tmbntmone -of the two
triale it this tiial did not chiiipirg these twi'dtugs'on the
ﬁ‘i}l\range of, q’l!nmalrx gﬂév,ant dost Yor bothi -
Sevé atlin truments’ were used for assgss g ys hlatnc
s.and s ms m these stud,:es, among {l‘(;e Knef
Psyclnamc ﬁatm
general‘ psyéhopathology admoqally used to evéluabe the
effectsiof drug treatment in ps oéis. The Bf’B.S ‘psychesis
aus%f'('&mceptual dlsgrgamizhatsqn ha]lucuml.ory behaxﬁor,
susgjcio ug] tent) is el
culat,ly usﬁe’ﬁl subset for]assessmg,actllvely ,psychohc
gchxzophremc aent A second traditjonal ¢ a§sessment the
€Elinical Global Impressmn (CGI) reflects tlie 1mpressmn of
cilgllled ob;se,rvgr, fully familiar w1thl the ma,mfestatmns of
zophreni about the overall clinical" state of thé T patient.
In addxt;o wo more recently deve'loped buﬂgss well eval:
lted s les vypre employed, thege mc]u ed the 30-i
\Ze anf] Negative Symptoms Sca.le ¢ 4}}1
9mbeddel(i the' '18,1te ms of, tgl e BPRS, and th
sessmg“Negatwe demptoms (SANS)
Peloiw focus on the following outomies: P NSS totaI ard/or
BERS to}al, B,PB.S psychosxs clus‘tex;, “PAN negatlve suh-
scale 6f SANS ’dnd CGI Seventy 'l‘he reéh ts Pof the tﬁa‘ls
fdllow, - p
(l) In a- éw&e‘k, p]acebp—cgntrolleg tn¢l1§n,-l49) u;voivmg
dﬁﬁed,‘o anzapine. doses of.} ansi,.l . mg/d g)( o aﬂ
sghedule); ol_anzapme, a} 10, mg/ (but,not af, /day),
was ,eupanor«to ce X§S sqo;  {also on
the xtra 00 the. BPRS\ lpsychopxglf;]\uster,
e PAﬂS Negatn{égsulw:a}q and pn,C 1 Severity,
(42) Jn, a 64week;-plagebo-controlled:! tnal (n—253 invelving3
fixed ¢ dose rangesof.olanzapine (5. 0"’2 .5 mg/day;110.0+2,5
mglday, and4§ﬁ+2 5 mg/day) ion;a once daily schedule, the
two highest olanzapine dose groups (actual mean ;doses : of
12 and 16 mg/day,respectively) were gupenor&o plaﬁebo on
BPRS total score, BPRS,psychosis.cluster, apd CGI seyerity
score;, thet highpst: glanzapine, dqse£T0up Was superigx;to
placgho on the SANS. There wag ng clgar-advantage for. tke
}ugh dosg groyp ,pver,the med}um dose, group- 3
E ination; of population subsets (race~and-gender) d1d

ru(ﬂ spp_unanes

not reveal any differential responsiveness-on, the. basis .of |

these subgroupings. e B 'u“\ N
Bipolar Monia 5crie « -1+ cogere o

The efficacy of olanzapme in the treatment of attts manic
eplsedes was éstablished!it?"2" short terii’(ctié3-wéek ‘and

arefdeficient.in-this enzyme." . " r» v oo
Special Populations— Ctu :
Renal-ImpairmentBecause-olanzapirie i is h:ghly metabov
lized before. exctetxon‘andmn]y& 7% of the:: drug is excreted
ch d; renal-dysfiiniction alone is:unlikely:t6:have a
majof impact oni thepharmacokinetics. of olanzapine: The
phmhﬁacolgnetlc «characteristics of olanzapine were. similar
in patients ‘withssevere renal impairment atd riormal sub-
jectsyindicating that dosage adjustment based upor: the de-
gree of renal impairment:is not required. Inf addmo%n)xx\‘
zapine is not removed by dialysis. The effect of reénal 1mpa1r
ment on metaboliteselimination has‘not been’ studied.
Hepatic Impairment—Ailthough the presence of hepatic .1m
pairmentmay 'be -expected to reduce the-clearagice of olan-
zapine, @ study of the.effect of-impairéd=liver function in
subjects (n=6) withi clinically significant-(Childs Pugh®Clas-
sification-A and B)-cirrhosis revealed little effett onsthe
pharmacokinetics of olanzapine. . *no . * =
Afe-+In a study involving.24 healthy-subjects, the .meah
elimination halfilife .of -olanzapine-was about-1:5times
greater. ih elderly, (>65:years) than,in-non-eldéily.subjects
(£65 years). Caution:should be used ifvdosing:the elderly,
especmlly if thereare othier factors that'might-additively in-
1 dru; tabolism and/or pharmacodynamicsensitiv-
ity Asee-DOSAGE-AND ADMINISTRATION). .:: =7 -
Gendér—Clearance of. olanzapine®is.approximatelg:30%
lower in women than in men..Fhere, wére, however, no ap-
parent differences between men and women in effectiveness
or adverse effects. Dosage modificationis Fased’on génder
should not be needed-,.
Smokmg Status—Olanzapme clearance is abput 40% lngher
kers than in k although' dosagemod;ﬁcar
tlons -are not foutinely. recomrhended. T
Race--No specific.pharmacokinetic study was conducted to
investigate the.effects of race. A ¢ross-study comparison be-
tween data.obtained.in Japan and data obtained in the US
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one 4 k) p‘lace’bo-centi'blled trialsim’ patients's wﬁd et
the DSM-'IV criteri4*for Bipolst*l Bisofdér With Thahié ot

. mixéd Spisodesy These-trials intcfadad 'patihts With'srwitht

out: psychotmfeatm’es and With or?mthoﬁt aquxd»eycImg
course.

The pnméry”ratihg“mstrumen‘t used "for* és‘Sesém‘ﬁ Snahit |

Syrptorns if $Héb tridl¥ was the Youfig Maiier Rating'Stald
(YM ), and 115tent clinitianitatéd s¢dls tx‘adlﬁdna'ﬂ
u¥bd'to assess, the Heg%ee of matiit” symptbmatology
tatige from 0 {no' mam‘c features), to 80 (mammum sCbt é}
The primary outcome in i théde trizls ’w'?i’é‘chahée‘h‘ozﬁ base-
liné‘in the Y-MRS"totaT Score: THE resulty o'ftﬁe trials follow:
1) on‘é"3 weekhp‘facebo—cdntrolled 281 (n,§7) théh ih-
volyeq] a dosg rangé of olanzaj me (5—20 mg/daxk once
daily, staftmg 410 ﬁl day3 dlanz é:lﬂe was supermr t[)

placebo in the reductmn oi\ Y: MZ& ot
tichlly désigned trial cqﬁsductedﬁ;g‘ﬁul oysly 4 Avjth the
firs| trmI olanZapine demSns d'a sifilar tre‘ahnent

N tﬁ erence, but possif)l§‘ dud'ts'é p]e s1ze and sme vari-
abxhty, was 1 not shown to be supenor 6 plaoei)o on, tI'ns

* dutcome.
(2) In,a 4-week: Rlaceho—cqz;gtrollqd tnal (n— J52) which i lp,r

volve;l a dose ,;'ange “ol qnzz{p 5—2&m*g?day, onoe )
olanzapi

" daily, s g at 15 mg/day), ine was g ,supenor to
plaoebo in the reduetion of Ymsttotal score;
]NBICATIONSAN'D’ USAGE v i,
Schtzophremé " W n PO
ZYI,SB,EXA is md:cated for the, anaggmgnt of the manifes-
tations of psychotlc disorders.. .
The effieacy. of ZXBREXAwas estab]lshed in short-term (6-
wegk) controlled trials of schizophrenic 1pga§txents\(see
GLINICAL PHARMACOLOGY), ..,. o1z »e-1 +.
The effectiveness of ZYPREXA §h 1bfig-term use, that is, for
more than:6-weeksjhasnot. been systematically evaluated
in controlled trials: Therefore, the physician who elects. to

PRS} a mgltmtexp mventory of |

| preparedin June 2000. Current mfof-matm

use ZYPREXA for extended perigds- shgl.ﬂg;f_enodlcally
evaluate the long-term nsefulness-of the drug-or the indi-
vidual patient (see DOSAGE AND.ADMINISTRATION).
Bipolar Mania ¢ <+t g dpamet o g aqroz
ZYPREXA i¥indicatedfor the shdrt‘tem treatment of déute
fhanic episoded asseciated With BipolarI®igorder~H .co1z
The efficacyof ZYPREXA' Way eStablished i two flavebt:
controlled -trials (one 3-week and one, e{\wegk) with
patients meetmg DSM-IV critéria for Blpo ar I 1sqr<fer
who Iayed an §pute manic or mixed eplso e
li:h or” "" f psychohc *feﬁahires (s'e'e' CL[NC’IAL

P! CO
Thé’ eﬁ??ctwéness of REXA for loné té'rﬁﬁfse }.bat 13,
fqr more thah % 4 weeks reatmenf of Anacube plsode, and

for tophylactic lise in mania; hds not beén's - Systématically
évaldated 1 b{)n‘t‘t_‘o}l_ed'c'linig'élﬁ‘i 118 *Therbforé F;hysugaalns
o tisé ZYPREXA for extended:pe (iis should be:
£ I *g'tqrmr‘i .and pepefits of the

driig for ndividual k_be‘xtlent ??;e 'DOS?\G'E AN
ADMINISTRATTON). - ™ i
GONTRAINDICAT—ION S OTWGE S S

ZYPREXA i§ cx?ntraxndxcate(} in patlént§ with'a knowr hy
j)ei‘sénsmvit‘y' to the product ;
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Neuroleptw Mahgnant Syndrome (NMS)—A potentlally fa-
‘Teferred to-as Neuroleptic
Mahgnant Syndrome (NMS) has Heen repor,ted in "associa-
tibn with administration.of antipsychotic:drugs, inchrding

A

.someti

| olagzapine. Glinical manifestations of. NMS are’ hyperpy-

rexia; muscle rigidity,-altered mentalistatus and evidence bf
autonomic instability (irregular-pulse.or blood :pressure,
tachycardia, diaphotesis:and cafdiac.-dysrhythmia)s Addi-
tibnglsigns mayinclude-elevated creatinifie phosphokinase,
myoglobinuria (rhabdomyolysis), and acute renal failure:
The.diagnostic évaluation of patients with this syndrome is
complicdted. In arriving at a dlagnosm,ﬂt ds meortant to
exclude-cases whefre, the-ck -px ludes, bath
serious medicat fllndss (e.g. 21 infectiot
etc.rand’untreated or inadequately treated extrapyramidal
signs and symptoms-(EPS)..Other importapt-considerations
irr the, differential diagnosis-include pentralsanticholinergic
toxicity; Heat styoke,.drug-fever, and,primary,ceritral ner-
vous.system'pathalogy. .= G B Gl na0n du s
The ma‘nagement'pf NMS shoqld include: 1) immediate dis:
tipsychotic drugs ‘and-other.: d.mgs—'not o8-
séntial to: cohcum‘enkq. py;2).intensive. sympt
tréatment-and medical monitoring; 4nd 3) tteatment-of any
concomitant serious medical-problems for:which:specific
treatmentsiareavailable:: There 1s:no-general agreemeﬁt
about speclﬁc phhrmaoo]ogxcél treatment regimens for
NMS.: s
If. a‘patlent requires annpsychohc ﬂrugrtreatmeub afterre-
vovery fromNMS)the p tial reintroducti fdrug ther-
apy should be carefully considered. The' patlent;shmﬂd')bé
cateﬁllly‘,momtored-,.(smoe‘remrrences of NMS. have- heeﬂ
reported. : s v oA AL GEE
Tardive Dyskitiesia~A syndroni nf otenti "ly umversxble,
involuntary; tlyskmetxc moxiementsmay: Jevelopincpdtiénts
treated withcantipsychotic/drugs.- Althoughlthe prevalende
ofrthe syndrome! appeats to be highestrdniong the plderly,
especially-elderly womenjdt is impossibleto relyupdmprev=
alencerestintates to predict) at:theinhception of antipsyehatic
treatment;zwhich patients.are likely-to>develop the:syh»
drome:*Whetirer antipsychotic drug products differ in their
potential to cause:tardivedyskinesia f§aumknowd.  dfarw
The risk of developing tardive dysKirtesia and the likelihdod
that it willcbecome-irreversible dretbelievedto imcreasdids
the-duration'bf treatmeht'and@'the total-camulative dose. of
antipsychotit-drugs administered to the-patient .increase.
However; the syndrome:can‘deveélop, althoughsmuchr-less
commonly,. after* telahvely brief;treatment:periods-atlow
doses. P oY L e v ogugard
There is no known treatment for establi§héd cases¥oftar: -
dive dgskinesia,.although the syndrome-may remit; paf-
tialty..or completely,if antipsychétic treatment s with:
drawn. Antipsychotic treatment, itself, however, may-sup-
press. (or partially:suppress) the signs_ and §ymptoms,of the
syndrome and>thereby may posgibly .mask the underlying
pracess.-The effect that:symptomatic-suppression has upon
the Jong-term;course of the syndrme is,unknown. ,
Given these considerations, olanzapine should be prescribed
in a manner that is most-likely to'minimize the occurrente
of tardive, dyskinesia. Chronic ‘antipsychotic' treatment
shod]d—genera]ly beireserved for patients (1) who'suffer from
3 chranic illness that is known to.respond-fo-antipsychotic
drugs, and {2) for whom. alternative, equallyeffective; hut
potentially.less harmful tréatnients are:nof available or ap-
propriate.n patierits,who do require chronic treatment, the
smallest dose,and the:shoftést. duration of treatment pro-
ducing a satisfactory clinical response should.beisputght.

The nee;l fpr ‘continued treatment should-be. feassessed
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