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AGRYLIN®

(anagrelide hydrochioride)
Capsules

Rx only

OESCRIPTION

Name: AGRYLIN® (anagrelide hydrochioride)

Dosage Form: 05 mg and 1 mg capsules for oral administration

Active Ingredient: AGRYLIN® Capsules contain either 0.5 mg or 1 mg of anagrelide base (as
anagrelide hydrochloride).

inactive Ingredients: Anhydrous Lactose NF, C /id Lactose Monohydrate NF,
Magnesium StearateNF, Microcrystalline Celiulose NF, Povldone Use.

Pharmacological Classification: Platelet-reducing apent.

Chemical Name: 6,7-dichioro-1,5-dihydroimidazof2,1-b] -2(3H)-one vd
chioride monohydrate.

Motecular formuta: C, H,C1,N,0sHCIH,0

Molecutar weight: 310.55

Structural formula:
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Appearance: Off-white powder.

Solubitity:  Water. Very slightly soluble
Dimethyl Sparingly soluble
imeth i ingly soluble

CLINICAL PHARMACOLOGY

The mechanism by which anagrelide reduces blood platetet count is still under investigation.

Studles in patients support 2 hypothesis of dose-related reduction in platelet production resuit-
Ing from a decrease (n megakaryocyte hypermaturation. fn blood withdrawn from normal
volunteers treated with anagrelide, a disruption was found in the postmitotic phase ot
megakaryocyte development and a reduction in megakaryocyte size and ploidy. At therapeutic
doses, anagrelide does not produce significant changes in white cell counts or coagulation
parameters, and may have a smafl, but cilnicafly insignificant effect on red ceil parameters,

Platelet apgregation is inhibited in people at doses higher than those required {o reduce platelet
count. Anagrefida inhibits cyclic AMP phosphodiesterase, as well as ADP- and collagen-induced
platelet apgregation.

Following oral administration of ' C-anagrelide in peopie, more than 70% of radioactivity was
recovered In urine. Based on lmited data, there appears to be a trend toward dose linearity
between doses of 0.5 mg and 2.0 mg. At fasting and at a dose ot 0.5 mg of anagrelide, the plas-
ma hati-life Is 1.3 hours. The avaflable plasma concentration time data at steady stats in patients
showed that anagrefide does not accumulate in plasma after repeated administration. The drug
is extensively metabolized; less than 1%.is recovered in the urine as anagrefide.

When a 0.5 mg dose of anagratide was taken after food, its bioavailability (based on AUC values)
was modestly reduced by an average of 13.8% and its plasma hali-iife slightly increased {to 1.8
hours), when with drup 10 the same subjects In the fasted state. The
peak plasma level was lowered by an average of 45% and delayed by 2 hours.

CLINICAL STUDIES

A fotal of 942 patients with myeloprollferative disord ) 551 patients with Essential
Thrombocythemia €T}, 117 pauents with Palycythemia Vera (PV), 178 patients with Chronic
Myelogenous Leukemia (CML), and 96 patients with other myeloproliferative disorders (OMPD),
were treated with anagrelide in three clinical trials. Patients with OMPD included 87 patients who
had Myelold Metaplasia with Myelofibrosis (MMM), and 8 patients who had unknown myelo-
proliferative disorders.

Glinical Studies
Patlents with ET, PV, CML, or MMM were diagnosed based on the following cmerla
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Patients were enrolied in clinical trials i their platelet court was > 900,000/l on two occasions
or = 650,000/:L on two occasions with documentation of Symptoms associated with thrombo-
cythemia The mean duration of anaarelide therapy for ET, PV, CML, and OMPD patients was 65,
67, 40, and 44 weeks, respectively; 23% of patients raceived traatment for 2years. Patients were
treated with anagrelide starting at doses of 0.5-2.0 mg every 6 hours. The dose was increased
if the platslet count was stilt high, but to no more than 12 mg each day. Efficacy was defined as
reduction of platelet count to or near physiologic levels (150,000-400,000/L). The criteria for
defining subjects as “"responders” were reduction In platelets for at least 4 weeks %

Time on Treatment
Weeks Years
Bageline 4 12 24 48 2 3 4
Mean* 1131 683 575 526 484 460 437 457
N 923 868 814 662 530 407 207 55
*x 10l

+ Nine hundred and forly-two subjects with myeloproliferative disorders were enrolied in
three research stugies, Of these, 923 had platelet counts over the duration of the studies.

AGRYLIN® was eﬂu.‘;l:;ulg phiebotomized patients as wen 25 in patients treated with other con-

ing hydroxyurea, aspirin, | , and

akyhting agents.
INDICATIONS AND USAGE

AGRYLIN® Capsules are indicated for the treatment of patients with thrombocythemia, sec-
ondary to myeloprolifecative disorders, to reduce the elovated platelet count and the risk of
thrombosis and to amefiorate associated symptoms inctuding thrombo-hemorrhagic events (see
CLINICAL STUDIES, DOSAGE and ADMINISTRATION).
WARNINGS

Lardiovascular
Anagrelide should be used with caution In patients with known or suspected heant disease, and
only i the oumial benms of therapy outweigh the potential risks. Because of the positive
Inotropic effects and side-effects of anagrelide, a pre-treatment cardiovascular examination is
recommendad along with careful during In humans, therapautic doses. of
anagrelide may causa cardiovascular effects, mcludlng vasodilation, tachycardia, paipitations,
and congestive heart tailure.

Benal

it Is recommended that patlents with renal 1nsufﬂciency (craatinine 2 2mQ/dL) receive anagre-
fide when, in the physician’s judgment, the potentlal bénefits iy ottweigh the potental
risks. These should be monitored closely for signs ofmallox city while recelving ana-
grekide (see ADVERSE REACTIONS, Urogenital System).

Hepatic
1t Is recommended that patients with evidence of hepatic dysfunction (bilirubin, SGOT, or mea-
sures of liver 1unmlon >1 5 times the upper !lmlt of normal) mceive anagrelide when, in the
phy sichns Ju ¢ potential bensfits of mﬁy e polential risks. These
oukl mroa closely for signs ol hepat to:duty whlle receMng anagrelide (see

AWERSE RGAGT)ONS Hepatic System).
PRECAUTIO

ryTuB. Anagrell Idethemw roqulms clm dtnbal supervlsion of the partiem While the
platelet count is bel kywm usualy two weeks of ent), blood counts
{h ernoﬁobin white b unction (SGOT SGPT) and rana! i«ncr!on {serum creati-
ning, BUN) should be monﬂ red
In 9 subjects receiving a single 5 mg dose of anaqreﬁde, sandi\u blood | pressure fell an aver-
ape of 22/15 mm Hg, vsually accompanied by Only min inblo
were observed following a dose of 2 mg.
Gessation of AGRYLIN® Trealment: in pene % is fotlowed
bi’ an Increase in wet count, Aher sudden stoppage of anaqu e therapy, the increase in
plat eicoumcan ohserved within four days.
Druy Interactions: Bicavailability studies

o

possible tions between

and other drugs hava not been d. The most dications used nitanth
with anagrefide havo been aspiin, awtaminophen iurosemlde. iron, ranitidine, hydroxyurea,
used iac medication has been digoxin.

and i
Amouoﬁ drug-tu—érug mm on studies have notbeen cmdwted thersis no cinical evidence
1o suggest that anagrelide interacts withany of these co as.
'mare l;oa single cage repot which suggests that sucraifate may interfere with anagrelide
501
Food has no cinlcalty slcnllcant effect on the hioavailabilfty of anagrefide.
M of Fertifity: No lonq -term studies in animals have
10 evaluate ential

of

hydrochlorldo was et genotoxic in the Ames test, the mouse Iymphoma cell (L5178Y TK+)
forward mudation test, the human ly chromosome test, or the mouse
micronucieus test. Anagrslide hydrochlodde at oral dusns up to 240 mg/kp/day (1,441
mg/m¥/day, 195 times the recommended maximum human dose based on body surface ma)
was fi ‘10 have no efect on {ertility and reproductive gonormance of male rats. However, in
female rats, at oral doses ot 60 mg/kg/day (360 mg/m’ 9 times the reccmmended maxi-

mum human dose based on surface area) or moner it disrupted implantation when
adminismred in earfy pregnancy and retarded or biocked parturition administered in late
pregnancy.
Pregnancy: Pregnancy Category C.
(1) Jesatogenic Eifects
Teratolo! studies have been 7%ﬂom\ed in pregnant rats at oral doses up to
900 mg/kg/day (5,400 times the recommended maximurs human dose. based
on body surface ma) and pregnant rabbits at oral doses up to 20 mg/ko/day
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(240 mg/m'/day, 32 times the recommended maximum human dose based on body
ﬂg'tzuhyd ) and have revealed no evidence of impaired fertility or harm o the fetus due to ana-
grelide hydrochloride.

@) umnm&mm
A fertifty and reproductive performance s dhtmantsmmledmat
anag! hy&odﬂondaatomwosasofsn (360 'day, 49 times the recom-
mended maximum human dose based mbodysumce ma)orhio!mdwumdinplamaﬂo
and exerted adverse eHoct on embryo/fetal survival
A perinatal and postnatal study performed in lemato rats revealed that anaqrelde hydrochloride
atomldosu mMmlday&oGOmolm’/daywﬁ es the recommended madimum human
doss based onbody surface area) or hlqherpmdmddelay or bincbaqgof parturition, deaths of
nonddmrlno pregnant dams and thelr fully d In the
pups born,
Five women became while on ok at doses of 1 %0 4 mg/day.
Treatment was stopped as soon as & was reallaedmatthe were pregnant. All delivered norml.
healthy babies. There are no adequate and well-controlled studies in prel gw
Anagrelide hydmchlmde should be used during pregnancy only If the potential beneftt {ustiﬁes
the potential risk to the fetus.

Anagrellde is not recommended ln women who are ar may become pregnant. if this drug Is used
urino preonanc&eor i the patlent becoines pregnant while taklno this drug, the patient should
enthl harm to the Mu& Womm of child-bearing potental
im!mctedthat th musl not ba pregnant and hould use contraception while taking
anagrelide. Anagrelide may cause fetal harm whm adm ed 10 2 pragnant woman.
Nursing Mothers: it & not known whether this drug is excreted in human milk. Because many
drugs areexcretedin human mitkand because of the potential for serious adversa reaction in nyrs-
ing infants from anagrefide ochloride, a decision should be made whether to discontinue
irsing o to discontinue the drug, taking inta account the knportance of the drug to the mother.
Pedinﬁc Use: The safety and elﬂmy of anagrelide in patients under the nne of 16 ysars have
not been established. Mysloproliferative disorders dre uncommon in pediatric patien
Anagrelide has been used succesefully in 12 pediatric patients (age range e 810 17.4 years; s
mabanﬁﬁfemap})muudlnua nis with ET, 2 patients with CML, 1 patient with PV, and
1 patient wth OMPD, Patients were swrted on therapy with 0.5 mng qid to 2 maximum daity dose
o! 10 mg. The median duration of treatment was 18.1 months with 2 range of 3.1 to 92 months,
Three patients received treatment for greater than three years.
Gerlatric Use: Of the total number of subjects in clinica studies of Agrylin, 42.1% were 65
years and over, while 14.9% were 75 years and over. No overail differances lnsaiety or effec-
fiveness were observed between these subjects and younger subjects, and other reported
clinical experience has not identified differences in response between the elderty and younger
patients, but greater sensltMty of some ofder individuals cannot be ruled out

ADVENSEREA
is of the adverse events ina population eonslsn;‘? of 942 patients diagnased with myelo-
prol ferataive. diseases of varying et 117, OMPD: 274) has shown that all
diseass groups have the same a erse eve profile. " While most rzponed adverse events during
anaoteud& therapy have been miid in lntenslty and have decreased in frequency with continued
therapy, serious adverse eve 18 reporied in these naﬁams These Include the following:
stive heart failure, myomdlal infarction, cardiomyopath k{ cdl lome?ajly. completa heart
blt:g: atrhal fibrllation, cerebrovascular accident, pericarditis, pericardial effusion, pleyral
effusion, y In wfitrates S, y fibrosis, pulmonary hypertension, pancreaﬂt S,
gastric/duodenal ulceration, and selzure.
Of the 942 patients treated with anagrelide for 2 mean duration of approximately 65 weeks, 161
{17%) wera discontinued from the study because of adverse events or abnormal laboratory test
resutts. The most comman adverse events for treatment discontinuation were headache, diar-
rhea, edema, palpitation, and abdominal paln, Qverall, the occurrence rate of all adverse events
was 17.9 per 1,000 treatment days. The occurrence rate of adverse events increased at higher
dosages of anaurellda
The most frequently reported adverse reactions to anagrefide (in 5% or greater of 942 patients
with mydog{mlﬁeratlve disease) in chnicaf trials were:

niarrma
Asthenia.
Edema, other.
Nausea.
Abdominal Pain
15.4%

Pain, other. 15.0%
Dyspnea «11.9%
Fl - 10.2%
Vomiting. %
Fever. 9,
Peripheral Edema %
Rash, indudtnu utticarla %
Chest Pain ' 8%
Anorexia 7.7%
Tanho i TE%
Pharyngitis. 8%
Matalse. 6.4%
Cough. 3%
Paresthesia....... .... .. 9%
Back Pain er3.9%
Prulus......... .5%

(- T 2%

Adverse events with an incidence of 1% to < 5% included:
Body as a Whole Syster: Fiu chills, p itivity

hyp lar disease, angina
pectoris, heart lauure, postural hypotension, thrombosis, vasodilatation, migraine, syncope.
X ; Constipation, Gl distress, Gl hemonhaga, gastritis, melena, aphthous stom-
2! s. eructation.

h had o

tem: Anemia, th
Platelst counts below 100, OOOIuL occurred in 84 aﬂents ET: 35 PV, 9 OMF(:r 402 reduction
below 50,000/t ‘occurred in 44 patients (ET: 7; PV: 6; OMPD: 31) while on anagrekde therapy.
Thrombocytopenla promptly recavered upon dscomhuaﬂon of anagretide.
Hepatic System; Etevated liver enzymes were observed In 3 patients (ET- 2; OMPD. 1) during
anagrelide therapy
; Arthraigia, myalala. Ieo cramps

Nervous Svstem:
mmmmm Dehydration.
BRespiratory System: Rhinitis, epistaxis, respiratory disease, sinusitis, pneumoniz, bronchitis,

asthma.

. Skin disease, alopecia.
Special Senses: Ambiyopia, abnormal vision, tinnitus, visual field abnormality, dipfopla.
LUropenital System; Dysuria, hematuria

ner amnesia,
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Renal abnormalities in 15 patients PY: 4; OMPD: 1 suemwm1m
N:hmkmdmndhlm(mwgmﬁsgfwm anagrelide x 4wls?s,tho
found to have nt Doses 15-&0 b mmg:

All Patients with
Wyelapraliferative Dizease (N=D42)

| | | ]
o 10 28 30 40 50
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QOVERDOSAGE

ngle ofat doses o anaare hydrochlonde at 2,500, 1,500 and 200 ngchg [ mlce ms and
monkeys, respactively, we al"mens of acule toxicity were:
in mice nnd rats and soﬂeﬂed s!ools decreased appetiis in monhsys
There are no reports of overdosage with Platelet reduction from ana-
gmme therapy is doso-rahted mermre. %rombocytopetda, which can potentialy cause
om

ir 20 ge occur, cardiac and central nervous
system to;deﬂy can also be expected.

In case of overdosage, close clluical supervlsmn of the patient is required, this
especlaly includes monitoring of the platelet count for thrombocytopenia. Dosage should be
decreased or stopped, as approprhm untit the plaelai count retums 1o within the normal range.
DOSAGE AND ADMINISTRATION

Treatment with AGRYLIN® (hpsules should be Initiated under close medical supervision. The
recommended starting dosaj AGRYUIN® Is 0.5 mg gid or 1 mg bid, which should be main-
tained for at least one week Dos should then be adjusted to the lowest effective dosage
telet count below OOOIyL, and {deally to me agrmal
range. The dosage shouid be increased by not more tha g( X nﬁys k. Dosage
srt&.ﬂd not exceed 10 mu/day or 2_5 mq n a single dosa (see PREC "Jéﬂa Thedggé:kbnm

throm

roun valized.
Thm are m :pnl lmnenls lur dosluu the urlu(m papmﬂnu.

To monttor the effect of ananreﬂda and prevent the occurrence of thrombocytopenia, platelet
counts shoutd be performed every two days dudng;dhe first week of treatment and at least week-
ly thereatter untii the maintenance dosage Is reac

Typlcally platelet count fflns 1o respond within 7 o 14 days at the proper dosage. The time
10 compl lete res nse, de ed as platelet count < 600,00/xl, ranged from 4 10 12 weeks.
Most patients will exparlence an adequate response at a dose of 1.5 to 3.0 mp/day. Patients
with known or suspected heart disease, renal insufficiency, or hepatic dysfunction should be
meonitored closely.

HOW SUPPLIED

AGRYLIN® is available as:

0.5 mg, opaque, white upsulw imprinted " ¢§ 063" in biack ink.

NDC 54092-063-01 = bottle of 100

1mg, o que ray capsules Emprimed £5 064" in black ink:

NDC 54 -01 = bottle of 100

Store at zs'c (77°F) excursions permitted to 15-30°C {69-86°F), in a light-resistant container.
[See USP Controiled Room Temperaturs)
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