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  ”lent/Standard symptomatic treatment may be un-
n if overdosage occurs. If the patient deVelops a dra—

increase in blood pressure, 5 to 10 mg of phentola-
mesylale has been 'shown‘ to be effective in lowering

' l.essure for the short time that control would be
d It is unknown whether GlucaGen® is dialyzable,

.e d1 a procedure isvunlikely to provide any benefit givenhalf-life and nature of the symptoms of overdose.
E AND ADMINISTRATION ‘ -

Gen® should be reconstituted with 1 ml of Sterilew -A
it: Reconstitution (if supplied) or with 1 mL Sterile Wa-

r: for Injection, USE ' h . ' . ”m
. ‘ng the Syringe, Withdraw all of the Sterile Water for Re-

lsfilution (if supplied) or 1 mL Sterile Water for Injection,and inlec

 
 
 

  
 
  
  

 
 
 

in the fluid. The reconstituted fluid should be clear
{wager—like consistency. The reconstituted GlucaGen® ‘

.95 a concentration of approximately 1 mg/ml Glucagon.
. Elie reconstituted GlucaGen® should be used immediately
- 5mm- reconstitution. Discard any unused portion. . - ‘
lfir the treatment of hypoglycemia: For adults an'd‘for'pe:
.diatn'c patients weighing 55 lb (25 kg) or‘more, admrnister

' 'mg by subcutaneous, intramdsclilar,‘or intravenous miec: ‘
-. m1)" According to‘ the literature, 1A adplt dose (0.5 mg) is
:mommended for pediatric patients weighin less than

"55 113125 kg) or younger thanV6-8 years ‘oldf' .4,5.e Emeii'
<. cy assistance should be sought if the patient fails to re-

illpond within 15 mlnutes alter subcutaneousor intramdscu-I
1,”, injection of glucagon. The glucagon mJection may be
""-ated while waiting for emergency assistance.1 Intrave-

i, . us glucose MUST be administered if the patient fails to
- food to glucagon. When the patienthasresppnded to the' uncut, give oral carbohydrate to restore the liver glyco- .

and prevent recurrence of hypoglycemia.
ll- aliens for Use, as a Diagnostig Aid: ‘ Reconstituteas in-_
ii. ted above. Discard any unused portion. When the diag-,- ;
I c procedure is over, give oral carbohydrate to restore“

_lver glycogen and prevent occurrence wof secondary hy;
jlcemia. I f L .

of maximal glucose concentration
avenous: 5 to 20,minutes,
nuscular: 30 minutes .1

I: I sons: 30' to 45 minutes .
let G! smooth muscle relaxation}; _ , ..

onous: 0.25 to 2 mg (IU)—-45 seconds.
muscular: . . '~ "1 Lu -» . c

Ll}—S to 10 minutes - .
[Ill—4 to Tl'ininutes

'loll of action—
_lycemic action—60 lo 90 minutes
_' llllust‘la roloxutlou—J

nus: . _ .
. 0.5 ing.[IUJ———9 lo 1'! milrutfis,IU}-—22 lo 25 minutes

useulur. _ .
: “lb—1.2 to 27 minutes

“ll-'3] to 32 minutes
.lnd_stornga_ - . .

_ scorrslilulion: Tbo (llucuflcnflh putting? may he '
up to 24 months all controlled room tompesrstn'ri': 20}

BESS" to 77°F) prior to remnstitutiou1 Avoid {ranging .
protect from light. GlucuGen® should not be used «her

 .{ngin
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Stemmilmion: Reconstitutcd-(llucoficofl should be
mmodlutsly. Dismrd any unused portion. If tho solo-
am” any slm__ol' gel formation or particles. it should

‘ arded. _ - - ' . ’
.W SUPPLIED .

-. HGlUcaGenCp Diagnostic Kit includes: _
'- - “whining _1 mull III} Glursfiendil'lglucng'un ”DNA

)for lnjorflo'ril ' ' ,
.- containing 1 ml Stir-rile Water for Reconstitution

tomorrow; ' '
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.flpiry date on the vials. l

Reck' . .- '1 . ---. .
WHE' Maryland. l‘lio Umlud S'nh‘“ Phnrmnm— . from healthy volunteers (N=12) and from patients with dis-

El Convention. Inc: lils’l: Vol 1,1filzlfilfi—Il318. .‘ ‘

“ Berlex, Inc.6 WEST BELT
' WAYNE,‘ NJ 07470 _. .

vvww.Berlex.com

Direct lnquiries'to:
1-(888) BERLEX-4

,BETASERON®
[bay-ta-seér-bn] .
Interferon beta-1b

;, DESCRIPTION : ,
Betaseron® (Interferon beta-lb) is a purified, sterile, lyoph-
ilized protein product produced by recombinant DNA tech-
niques. Interferon beta-1b is manufactured by bacterial fer-‘ mentation of a strain of Escherichia coli that bears a

genetically engineered plasmid containing the gene for hu-
man interferon betamu. The native gene was obtained from

' human fibroblasts and altered in a way that substitutes ser-
ine for the dystine residue found at position 17. Interferon
beta»1b has 165 amino acids and an approximate molecular
weight of 18,500 daltons: It does not include the carbohy-

- 'drate side'chains found in the natural material
The specific activity of Betaseron is apprordméatelyl32 mil-
lien‘ international units (IU)/mg Interferon beta-lb: Each

- ' vial contains 0.3 mg of Interferon beta—lb. The unit mea—
surement is derived by comparing the antiviral activity of
the product to the World Health Organization (WHO) refer-

“ence standard. 'ofrecombinant human interferon beta‘. Man-
nitol, USP and Albumin (Human). USP [15 mg. each/vial)"are added as stabilizers.
Lyopluliaed Bet’aseron'is a sterile. white to fifi-white‘powder,

‘ for subcutanedus injection alter reconstitution With the dil-
uent supplied (Sodium Chloride, 0.54%. Solution).

1 CLINICAL PHARMACOLOGYGeneral ,
-—I.nterferons-(IFNs) are a family-of naturally occurring pro-

‘ - ‘teins; produced by eukaryotic'icells in response to vital in-
fection and other biologic agents; Three major.groups of in-

~ » terferons have been distinguished: alpha, beta, and gamma. .
Interferons alpha and beta comprise the ’Iype I interferons

'and‘ interferon gamma is arfl‘ype II interferoi'i: Type I inter-
ferons have ionsidl‘erably ov lapping but also distinct bio-

-—logic activities. The bioacti Vties’of‘ IENs=’are mediated by
their interactions with speciiié receptois found on the sur-

  

' l'faces ofhuman cells. ‘Difi'erences'in bioacti‘vites induced by
 

“I , “likely-reflectdivergencesfin' the signal transduction
p cess induced by IFN-recepto‘r binding. ’ g.
Biologic Activities
 

. The mechanism of action of Interferon bola-lb in printing,with multiple sclerosis is unknown. Interferon beta-1h re- .
ceptor binding induces the expression of proteins that m3
responsible for tho plaiutroplc bionclivitiea of Inlorlcron
bets-1h. A number of thes'o proteins I‘ including rlmptorln',

_and Betaseron-treated healthy voluutoorfi. Immunomodula-
tor-y effects of Interferon betug‘lh include the enhancement
bf‘suppressqor T c'cll activity, reduction of pm-inflnmruuthry
cytokine production;'downireg'ulation of antigen premola-

' ' ' ' of lymphocytertrafficking into the new. .-l l; . . -
known if those cfi‘ucls plnynn

rl clinical activity of Bola-aurora

  
 

 
 

 

Because serum concentrations oilnlli’wrfcron beta-1h om low
'o'rj‘no't , ‘ab following subcutaneous administrutioo of
0.‘2 ’me or less (if Betaseron. phuroincoI-rinotic iolhrroation
in‘poiienla with MS receiving Lhorccom‘mended dose or
be soron is (not, available. Following single and rouitipl:l
daily subcutmieouaI'éidriiiniutraiiriria of 0.5 mg Botanic-ran to
healthy voluntcrzra‘lN-slzl. E'urulu Interferon buts-1b Enli-
centrations Were‘gbnefally below 100 lUlmL'. I‘cuk scrumInterferon beta-1b concentrations occurred between one to
eight hours, With a mean peak serum interferon concentra-
tion of* 40.1U/mLI' Bioavailabilityg-b'ased on a total door of
0.5 mg Betaseron given as‘two'subcutaneous injections at
different sites, was approximately 50%.Alter intravenous administration‘rof Betaseron (0.006 mg to
-2.0 ni‘g),gsimilar 'phai‘macokinetic profiles were obtained

1 Pharmacokinetics -l
l  

eases 'otherrthari MS (N=142). In‘p'atientsreceiving single
intravenous doses up to 2.0'mg, increases in serum concen-
trations ivere dose‘proportional. Mean serum clearance vall
ues ranged from 9.4 mIJinin-kgi‘l to 28.9 iuUmimkg" and
Were independent of dose. Mean'terminaleliminatio'n half-
life values ranged from 8.0 minutes to 4.3 hours and mean
steadyestate volume of distribution'rvalues' ranged from

' 0.25 L/kg to 2588 L/kgi Three-times-a—week‘intravenou's dost
ing-for two weeks resulted in no accumulation of Interferon
beta—1b in sera of patients:‘Pharmacokinetic parameters af-
ter single and multiple intravenous doses of Betaserén were
cbnrparable.’ ‘ .0”.
Following every other day subcutaneous administration of
0.25 mg Betaseron in healthy volunteei‘s,"biologic response

I marker levels (neopterin,. Bfmicroglobulin; MXA protein,f and the immunosuppressive cytokin'e, lL-lO) increased Sig.-

 
nificautly above baseline six-twelve hours after the fii‘st
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pg-niicr'oglpbulirl. MxA protein. and Ila-Ill) have been Inca» .'sured in'bldod fractions from Betasean-treated patients ‘ 
Betaseron dose. Biologic response marker levels peaked be-
tween 40 and 124 hours and remained elevated‘above base-
line throughout the seven-day (168~hour) study. The rela-
tionship betweenserum Interferon beta-1b levels or induced
biologic response marker levels and the clinical eflect‘s of In-
terferon beta-1b in multiple sclerosis is unknown; '

CLINIQALSTUDIES '. ‘ _, ‘ ’ ' ’

..

The safety and efficacy of Betaseron have been assessed in
three multice er trials. Study 1 evaluated Betasveron in
1relapsing-remitting MS (RRMS) patients and Studiesl2 and
5 assessed Betaseron'in secondary progressive MS (SPMS)
patients. 5 . . . ‘ . . '. ,
The efiectiveness. of Betaseron in» relapsing-remitting MS
(Studyhl) was evaluated in a double blind, multiclinic,,ra.u-
domized, parallel, placebo controlled clinical investigation
of two years duration. The study enrolled MS patients, aged
15 tpu50, who we're ambulatory (EDSS of S 5.5),. exhibited a
relapsing—remitting-vclinical course, met Poser’s criteria1 for
clinicallyldefinite andlorlaboratorysupported definite MS
and had. experienced at least two exacerbations over two
years preceding the trial without exacerbation in, the pre-
ceding month. Patients who had received prior immunosup-
’pressant therapy‘we're excluded.
An-leiracerbationma‘sdefined as1 the appearance Ufa new
clinical'sigjn/symptom or the clinical worsening ul'u previous
sign/symptom (one that had been stable for al. least 30 days)
that persisted for a minimum of_24 hours.
Patientsselected for, study were randomized to treatment
with either placebo (N423), 0,.05‘mg of Betasnruu 1N=l 25),
or. 0.25 mg of Betaseron (N=124) self-administered subcuta-
neously eyery other day. Outcome basod on the 372 random-
ized patients was evaluated after two years.
Patients _who required more than three Eg-duy courses of
corticosteroids were removed from the studyuMinor analge»
sics (acetaminophen._c deine), antidepressants, and oral ba-
clofen‘ were hallowed adlibitum, .but chronic nonsteroidal
anti-inflammatory drug (NSAID), use was not allowed.
The primary protocol~detined outcome measures were 1) fre~
lquency of exacerbationsper patientgand2) proportion of
exacerbation free patients. A number of secondary clinical
and magneticpresonance imaging (MRI) measures were also
emplpy All-patients underwent annual T2 MRI imaging
and a subset‘of 52 patients at one site had MRIs performed
eyer‘ysixuweeks for assessment of new or expanding lesions.
The study results are shown in Table 1.
[See table )1, at, top ofnext page}

‘ Qf theL 12;.R'RMS‘, patients randomized, 72 ililfiil failed to
complete two full years on their assigned treatments.
Oventhe twoyearperiod, there were.25 MS-related hospi-
talizations in the.0.25:mg Betaserpn-treated group com-
paredto .48 hospitalizations in the placebo group. Incom-
parison, non:M_S hospitalizations were7evenly distributed
among the groups, with 16 in the 025 mg Betaseron group
gnd 15in the'placebo group.,The average number of days .of
MS—related steroid use was 41_ days in the 0.25 mg
Betaseron group and 55 days in the placebo 'group
(p=0.oo4). " ’MRI 3data weré ‘alsot'analyzed for patients in this study. A
frequencydistribution of the observed percent changesvin
MRI area at the end of two years was obtained by grouping
the percentages in successive intervals of equal width: Fig-
ure 1 displays a histogram of the proportions of patients,
which fall into each of these inter-vols. The median percent
change in Mill urns for the ".25 mgg‘roup was-1.1%. which
was significimtly smaller Lhari the 16.5% observed for tlie
plunubu group (p=0.00llll.

Dism'bufiun a! Change in MRI Am
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In an evaluation of frequent MRI scans (every six Wankel un
52 patients at one site, the percent of scans with new or ox-
panding lesions was 29% in the placebo group and ME. in the
0.25 mgt‘reatment group (p::ll.ll_06,|. - '
The exact relationship'hetween MRI findings and. clinical
status of patients is unknown Changes in lesion urns often
do not correlate with changes in disability progression. The
prognostic significance uftho MRI findings in this study lidsnot been evaluated.

u . Continued on next page
_________—_.

Information on Berlcx products [appearing hero! ls based
on the most current information available at rho limo
‘ol publication closing. Further lnlormotlon {or these
and other Barlow: products can be obtained I'rom
Medical 8e Producl Services at Burl”. luc. by calling
1-83’3-BERLEX-4. '_—_____—_.——-
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Betaseron—Cont.

Studies 2 and :3 Were multicenter, randomized, double
blind, placebo controlled trials conducted to assess the effect
of Betaseron in patients with SPMS. Study 2 was conducted
in Europe and Study 3 was conducted. in North America.
Both studies enrolled patients with clinically definite or Inh—
oratory-supported MS in the secondary [iriii'rrémaii'e phase,
and who had, evidence of disability progression {both Study
2 and 3) or two relapses (Study 2 only] within the previous
two years. Baseline Kurtzke expanded disability status
scale (EDSS) scores ranged from .1." to [$5.2 Patients in
Study‘2_w_ere randomized to recoivofietaseron 0.25 mg
(nl=’360) dr placebo fn=358). Patients in Study 3 were ran-domized ' to Betaseron 0.25 mg (n=317), Betaseron
016 mg'lm2 of‘body surface area (n=314, mean assigned
dose 030 mg), or placebo (n=308). Test agents were odmim
istered subcutaneously, every other day for three years. '
The primary outcome measure was progression of disability,
defined as a‘1.0 point increase in the EDSS score, or a! 0.5
point increase for patients with baseline EDSS 2 6.0. In
Study 2, time to progression ln'EDSS was longer in the
Betaseron treatment group (p=0.005), with estimated annu»
alized rates of progression of 16% and 19% in the Betaseron
and placebo groups, respectively. In Study 3, the rates of
progression'did not differ significantly between treatment
groups, with estimated-aimualize‘d rates of progression 'of
12%, 14%, and 12% in'the’Betaseron fixed dose, surface
area—adjusted dose, and placebo groups, respectively
Multiple analyses, including covariat'e'and subset analyses
based on sex, age, disease duration, clinical disease activity
prior to study enrollment, MRI measures at baseline and
early changes in MRI following treatment were evaluated in
order to interpret-the discordant study results. No demo-
graphic ordiseaseirelated factors enabled identification of a
patient subset where Betaseron treatment was predictably
associated with delayed progression of disability.
In Studies 2 and 3, like Study '1, a statistically significant
decrease in the incidence of ‘relap's'es associated with
Betaseron treatment was-demonstrated. In Study 2, the
mean annual relapse rates were 0.42 'and‘0.63 in the
Betaseron and placebo groups, respectively (p<0.001). In
Study 3, the mean annual relapse rates were 0.16, 0:20; and
0.28, for the fixed dose, surface area-adjusted dose, 'and pla-
cebo groups, respectively (p<0.02). ' ‘
MRI endpoints in both Study 2 and Study 3 showed lesser
increases in T2 MRI'lesion area and decreased number of
active 'MRIleSions inpatients in the Betaseron groups. The
exact' relationship between MRI-findings and the clinical
status of patients is unknown. Changes in MRI findings ‘of-
ten do not correlate 'with changes in disability progression.
The prognosticsi'gniflcorica of tho-MRI findings in these
studies is not known. ' i _ '
Safety and “efficacy of treatment'with Betaseron beyond
three years 'are not know“. '
INDICATIONS AND' USAGE
Betaseron (Interferon_beta.~1b) -is.indicated for the treat—
ment of relapsing forms of multiple sclerosis to, reduce the
frequency _of clinical exacerbations. -

CONTRAINDICATIONS ; .
Betaseron, is, contraindicated in patients with n historyr of
hypersensitivity to natural or rcoofnbioont_intorfsrnn bum,
Albumin (HPmflnli,U,SP..flT.fl-PY other component of theformulation: ’ ' ”
WARNINGS

Depression and Suicide"
Betaseron (Interferon beta-lblshould be used with caution
in patients with depression, a condition that is common in
people with multiple sclerosis.‘ Depression'and suicide have
been reported to occur with increased frequency in patients
receiving interferon compounds, including Betaseron. Pa-
tients treated with Betaseron should'be advised to report

immediately any symptoms of depression and/or suicidal
ideation to their prescribing physicians. If a patientdevel-
ops depression, cessation of Betaseron therapy should beconsidered. ,
In the three randomized controlled studies there were three
suicides and eight suicide attempts among the 1240 pa-
tients in, the Betaseron treated groups compared to one sui—
cide and four suicide attempts'among the 789 patients in
the placebo groups. - -
Iniection Site Necrosis ‘ ’
Injectionsite necrosis (ISN) has been reported in 5% of pa—
tients in'co'ntrolled clinical trials (see ADVERSE REAC-
TIONS). Typically, injection site necrosis occurs within the
first four months of therapy‘although post-marketing re—
ports have been received of ISN occurring over one year af-
ter initiation of therapy. Necrosis may occur at a single or
multiple injection, sites. .The necrotic lesions are 'typically
three cm or less indiameter, but'larger areas have been re-
ported. Generally the necrosis has extended only to subcu-
taneous fat. However, there are also reports of necrosis ex-
tending .to and including fascia overlying muscle. In some
lesions where biopsy results are available, vasculitis has
been “reported, For some lesions debridementand, infre-
quently, skin gr'afting‘have been required. , , '
As with any open lesion, it is important tok'avoid infection
and, if it occurs, to treatthe infection. Time to healing. was
varied depending on the severity 'of the necrosis at the time
treatment Was begun. In most cases healing Was associated
with scarring.
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_ TABLE _1_ . - . _
, . >"T\\.In Year RRMS Study Results - .-
Piimary and Secondaryglinical Outcomes
 
 

 
 

 

 
 

 
 

    
 
   
 

 

 

  
    

  
   

. ‘ “ Statistical Comparison-3' ' ‘ '
Efficacy Parameters Treatment Groups p-valuo

Placebo 0.05 mg . ' 0.25 mg Placebo Fl 0.06 mg
_ l \ . _ vs vs

Primary End Points (N=123) (N=125)' . , (N=124l 0.05 mg 0.25 mg

Annual exacerbation rate 1.31 i l 1.14 '” 0.90 0.005 0.113
Proportion of exacerbation- l .1675: l l 318% 2535: 0,609 _l 0.25Il_|

free patients? . i ,L . ._ . ‘ 1 . '

Exacerbation or 20 _ , 22 20 0.151 0,017
frequency 1 32 ‘ " 31 (in
per patient 2 20 28 IT .' ' 3 15 15 H .

4 15 7 . H

25 21 ' 16 El J—. , _1_—
Secondary Endpoints‘i‘r

. Median number of months: 5 I 6 9 0.299 0.09?
to first on-studyexacerbatiou _ -

Rate ofmoderate 0.47 11.29 0.23 0.020 0.257 ' aim

or severe exacerbations per year I l _ _ _"_‘ Mean number of moderate l _ I16.1. 33.2 19.5 0.225 0.06s]. ' {Wt '-
oi- swore exacerbation) ' . "m ' -

days per patient - ‘

Mean change In EDSS 0.2]. 0.21 . l' 007 0.955 0.108

scorei at endpoint ,7 l
. IMMean- change in Scnpp‘s' 43.53 .0. o . g f)" 0.66 ' 0.541 0.051 '

scorn: at endpoint , I, ' ‘

Median duration in days ' 36 33 35.5 ND ND
per exacerbation, ' I

' %ichange in mean MRI. I i 21.4% -- 9.8% new: . 0.015 0.019..' I .I ‘

  
; i' lesion area atendpoint . - - »

  
 

ND Not done J C
'I‘ 14 exacerbation free-patients (0 from placebo, six from 0.05 mg, and eight from 0.25 mg)rd.ropped outofthe study I f

completing six months:of therapy. These patients are, excluded from this analysis. - '
_TT Sequelae and Functional Neurologic Status, both required by protocol, were not analyzed individually but are in! ---.'|‘ as a function of the EDSS; -

It EDSS scores range from 1-16, with higher scores reflecting greater disability. . a; g , A

l:‘

'ztt .Scripps neurologic rating scores, range from 0-100, with smaller scores reflecting greater disability. 2,. -
Some patients have experienbed healing of necrotic skin le-
sions while Betaseron therapy continued; others have not.
Whether‘tb discontinue therapy following a single site ofne-
ciers‘is‘ dependant on theoflont'offricerosis. For patients
whocpntinue therapy with Betaseron ufler'injoction'site ne'-
cro'sis’has occurred. Betaseron should not be administered
into‘the alfected area until it is fully healed. If‘ multiple
lesionsloccur, therapy should be discontinued until healingoccurs. 7 ‘ ‘ '
Patient understanmng and usoofnsoptic self-infliction tech-
niques and procedures should be periodically reapiihiated,
particular-mi! injection alto necrosis has occurred. ' ‘
Anaph'ylaxis _ _ ' .
Anaphylain's hnslheeh reported as a rare complication of
Betaseron use. Other nlleriric reactirlna._hnvo included din;-
pnea, bronchospasm, tongue édomo, skin rush and urticaria
(see ADVERSE REACTIONS}. _' ’
Albumin (Human), USP .
This product contains albumin, n derivntire nfhuman blood.
Based on effective don'nr screening and product manufactur-
ing processes, it carries on extremely remote rial; for trans-7
mission nfiviral diseases. A theoretical risk for transmission
of Qreutzfeldtglnkob dish-ass (cm: _ulmi' in considered u'x-
tremely remote. No case's of transmission ul'virol dismmus
or CJD have ever been idonflfiEdloi' albhmin. '
PRECAUTIONS .
Information for” Patients
All patients should be instructed to carefully read the sup.-
plied Betaseron Medication Guide. Patients should be cau—
tioned not to change the dose or schedule of administration
without medical consultation. "
Patients, should be made aware that serious adverse reac#
tions during the use of Betaseron have been reported; lif-
cluding depression and suicidal ideation, injection site ne-
crosis, and anaphylaxis (see WARNINGS). Patients should
be advised of the symptoms of depression-or suicidal idea-
tion and be told to report them immediately.to their physL
cian. Patients should also be‘advised of the symptoms of al-
lergic reactions and anaphylaxis. ' .' v ‘z ‘
Patients should be advised to promptly report any break in
the skin, which may be associated with blue-black discolor-
ation, swelling, or drainage of fluid from the injection site,
prior to continuing their Betaseron therapy. '
Patients should be informed thatflu~like symptoms are
common following initiation of therapy with Betaseron. In
the controlled clinicaltrials, antipyretics and analgesics
were permitted forvrelief of these symptoms. In addition,
gradual dose titration during initiation of Betaseron treat-
ment may reduce flu-like symptoms (see DOSAGE ANDADNIINISTRA’I‘ION). ‘ '

 
‘ instructions for safe disposal of full containers. '

Female patients should be cautioned about the nbi'li't
potential of BetaseronIsee PRECAUTIONS, P - :
Teratogenic Effects). , . " ' '.‘
Instruction on Self-iniectioh Technigue and Ptoéé'dtll‘fl '-
Patients should be instructed in‘the uso'ol‘ aseptic lecithin;
when administering Betaseron'.‘Appropi-iatd tsunami - ‘
reconstitution of Betaseron and self-injection Bho'tlld'lfi'fifl‘
yided, infiluding‘ careful review of the Betaseron Media'at'
Guide The first'injection should be'perfornied undo
supervision of an appropriately qualified health
professional. »‘ ’1 ' ' '
Patients should be cautioned against the re-use of
or syrin‘ge's‘and instructed in safe dispoSal pmc'o'dfll‘é! :'
puncture resistant container for disposal ofmaimed“,
and.'syi~inges should be supplied to the patient almlflfiu-

  

 

 

  

 
 

 

Patients should be advised of the importance of rotating I
areas of injection with each dose; ’ ' 'mize the “1‘59“th
of severe ' j2cvtion site reactions,.inclu g necrosis ELI“ ,- 1
'ized infection: (see’iPicking an Iniéctioh Site mucofif - I
Medication Guide). , . ' ' ., ' . '
Laboratory’Tests" ‘ V . - . . fit! I
In addition to those laboratory tests normally requl'fiIoS |monitoring patients with multiple sclerosis, complete-Ill.“ i
anddififerential white blood cell counts, platelet count? ’51“; '.
blood chemistries,’ including liver function tests’,_ar% Few}?
mended at regular intervals (one, three, and'six months);U ‘
lowing introduction of Betaseron therapy, and then p9“ .: -
ically thereafter in the absence of clinical symptqm";
Thyroid function tests are recommended every ail-m0“,
in patients ,with‘alustory of thyroid dysfunction or _615 9i"?
ically indicated. Patients with _myelosuppression 159633-313quire more intensive monitoring of complete hl‘fi- I "
counts, with diflerential and platelet counts. i :
Drug Interactions . ' _I’ >1
No,formal drUg interaction studies have been Cullillfmd'
with Betaseron. In the placebo controlled studies in Nb:-
ticosteroids or ACTH were administered for treatn‘u‘flIt Qt“: -
lapses for periods of up to 28 days in patients (1‘55“) r"
ceiving Betaseron. _ , , - .. ,5”
Carcinogenesis, Mutagenesis, and Impairment affix.
Carcinogenesis: Interferon beta-1b has not beenwfligl
its carcinogenic potential in animals. . "' Z
Mutagenesis: Betaseron was not mutagenic when 35 ”Id"
for genotoxiCity in the Ames bacterial test in the prose???“ 'absence of metabolic activation. Interferon beta~1b 035.5%

mutagenic to human peripheral blood lymphocytes {nullity
in the presence or absence of metabolic mam" 1'?Betaseron treatment of mouse BALBc-3T3. cells didfi?‘

 
, ‘,..'.
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:IRODUCT |NFORMATION BERLEX/895

,. - , 4 sad transformation frequency in an in vitrii like sym tom com lex at the end of the studies. For patients . . . ‘ ,u 111 l“ 33:12, transformation, . who expgrienced apflu—like‘ symptom complex in Study 1; the Weight gain ' 5% ' 7%
i; I. - 81. in”; of fertility: Studies in normally-cycling, fe- median duration “”5755 days. ' _M | k l ‘ l S ta j!" W} esus monkeys at doses upita’ 0.33 mg/kg/day (32 habofa’FO'Léb."—9'malmes ' ._ - . - ”solos e'egal Vie-m-
ll all“? I}; recommended human dose‘based on body surface In the three clinical trials, leukopenia was reported in 18% .- M: ,. th . 437 . ..I _ _flmesl 3 surface dose based on 70 kg female) had no ap- and 5% of patients in Betaseronv and placebo-treated , yas enia - » 0 . 46%

I lies. :Zdlzerse efl'ects on‘eith'er menstrual cycle duration or groups, respectively. No patients wereiwithdrawn or dose Arthral 'a 29,7 3.17
i Plen- ted hormonal profiles (progesterone and estradiol) reduced If” neutropenia in Study 1.,Three percent (3%) 0f ‘ . 1' g] o - 0

ocmdministewd over three consecutive menstrual cycles. patients in Studies 2 and 3 experienced'leukopenia and M al 'a 16% , 27%the“ E'dity orextrapolating doses used in animal studies to were dose~reduced. Other laboratory abnormalities included y g] , ‘ .,
l - The val) as is not known. Efiects ofBetaseron on normally SGPT greater than five times baseline value (10%), and Le cramr ‘ 27‘ 4,7. bun)” gas inn-females are not known, , , a: ‘ SGQT greater. than five times baseline value (3%).anStudy g ps 1 —' a 1']

cycling un- Terato enic Effems »_ . . . 1, twopatientswere dose reduced for increased liver en- Neivods S ' ‘ i ‘"c , .. ystem
P" "3 zyines; onegcontinued on treatment _and one was ultimately ' -

|

i
l Fifi ”an”, CategUU’ C: BetaseronZW‘as not teratogenic at
r '.' @555 up to 042 mg/kg/day when given to pregnant female

.j. rhesus monkeys on gestation days 20.to 70. Howe'ver, a'dose
later] abortifacient activrty ,was observed in these mon-

; re . when Interferon beta-1b was‘ administered at doses
' ”mg from 0.028 mglkg/day to 0.42 mg/kg/day (2:8 to 40
Ian; the recommended human dose based on body surface

. no; Comparison). The validity of extrapolating doses used
l animal studies to human doses is-not known. Lower doses

e not studied in monkeys, Spontaneous abortions while
- treatment were reported in patients (n=4) who partici-

iited in the Betaseron RRMS clinical trial. Betaseron given
:{a'rhesus monkeys on gestation days _20 to 70 did not cause
.Wfltogenic effects; however, it is not known if teratogenic

' meets exist in humans-There are no adequate and well-
I -. fintrolled studies in pregnant women.:lftthel:patient be-

fi'meg pregnant or plans to become pregnant while’taking
immseron, the patient should be apprised of the potential
‘hnlm'd to the fetus and it should be recommended that the

-,'p.§tient discontinue therapy
“min Mothers , g
{1 is not known whether Betaseron is excreted in human"11;. Because many drugs are excreted in human milk and

-use of the potential for serious adverse reactions‘in
lng infantsfrom Betaseron, a decision should be made
her discontinue'nursing or discontinue the drug, tak-

nto account the importance of drug to the mother: "atric Use . '
> ety and efficacy in pediatric patients .have‘not‘ been

. lablished. ' "

ileriotric Use '- .. , _ . .
I iinical studies of Betasei‘on did not include sufficient num-

. of patients aged 65 and over. to determine whether they
_ond differently than younger patients. "1 -

.. mmons 1'” ‘
lutudies, tho most serious adverse reactions with

were depression, suicidal ideationand injection
_ sis [sac WARNINGS). The incidence of depression

.SEl‘ciity was approximately 34% in both Betaseron-
_ patients and placebo-treated patients. Anaphylaxis
_Ither allergic reactions have been reported in patients
Betaseron (see WARNINGS). The most_commonly re-

: adverse reactions were lymphopenia (lymphocytes
O/mra'l), injection site reaction, asthenia, flu-like symp;
_omplex, headache, and pain.."l'he most frequently ref

_ i1_d_adverse reactions resulting in clinical intervention
_ Idiscontinuation ofBetaseron, adjustment in dosage, or
need for concomitant medication to treat an adverse re-

' 0!} symptom) were depression, flu-like‘ symptom» com—
x, injection site reactions,_leukopenia, increased liver en-

5, asthenia, hypertonia,‘and myasthenia.
-}1§e clinical trials are conducted under widely varying

“ dltl‘JnS and over varying lengths of time, adverse reac-
' rates °b59“'9d in the clinical trials ofBetaseron'cannot

' fibre-Guy compared to rates in clinical trials of other
', ES. and may not reflect the rates observed in practice.

 

 

  

 
  

 
 
 

 
 
 

 

 
 

 
 
 

 
 
  
 
 
 

 
 

 
 
 
 

 

 
 

 
 
 

 

 
 

 

 

“éever, provide a basis for identifying the'adverse events
appear to be related to drug use and for approximating

“1:31 dlescribed below reflect exposure to Beta‘seron in
ted fphacebo controlled trials of 1115 patients with MS

' to: 0.25 mg or 0.16 mg/mz, including 1041 exposed
:1 Erfthan‘ one year. The population encompassed an
tag: Tom 18~65 years. Sixty-five percent (65%) of the

1;. "an andegjfemale. The percentages of Caucasian, Black,
4 Ires _spanic patients were 94.0%, 4.3%, 0.2%, and
'lle bat ftctlvely. . l -

S 3:3 1Elgdiles for B-etaseron-treated patients with
own in 3/113 were Similar. Clinical experience with

've pati 0 er populations (patients with cancer, HIVants,

'ever, experience in non-MS popula-
applicable to the MS population.

 

  

din 86%? uinical trials, injection site reactions
i necros' 0 'Pahents receivmg Betaseron With injec-

Sitivit is in 5%. Inflammation (03%), pain (18%)
"I‘m-Specifil (3%linecroSis (5%), mass (2%), edema (3%)

n tregtreactions were significantly associated with
e i {Dent (Size WARNINGS and PRECAU-

ase Over tXimdenc-e of injection site reactions tended to
ting the file, With approximately 76% of patients ex-
Wilmer-9?; ent during the first three months of treat<‘0 approximately 45% at the end of the

,

 

  
 
 
 
  

  

 

° 5 mq0m Com lex
t: of flu‘lik p. he Ll\ree c

0V9]- time
c Symptom complex was approximately

Ontrolled clinical trials. The incidence de-
, With only 10% of patients reporting flu-

  

‘ . . . . . . . ‘
l"sacherse: reaction information from clinical Lnals does,  

withdrawn._,ln Studies 2‘and 3, 15% of Betaseron patients
were dose~reduced or, interrupted treatment for, increased
liver enzymes..’l‘hree (0.3%) patients werewithdrawn from
treatmentwith Betaseron for any laboratory abnormality
includingtwo (0.2%) patients, following dose reduction (see
PRECAUTIONS, Laboralogy Tests)... ’Menstrual lrre ular

In the three clinical trials, ”82‘ (141%) of the 51"? pro-nieno-
pausal females treated with Betaseron and 1'4 (18%) of the

-405 pre-menopausal females treated with placebo reported
menstrual-disorders. One event was reported as severe, all
other: reports were mildto moderate severity. No patients
withdrew from the studies due tormenstrual irregularities.
Table 2 enumerates adverse events and laboratory abnor-

 

 

 

Hypertonia 
. t I 1 in

_Dizzniess , _ .. 
Insomnia ' 
Incoordination . E! ri'i'

(“Anxiety . , . . . i..
Nervousness , _. J .
 
 

Respiratory System- 

 

 

 

  
  

nialities. that‘occurred aniongall patients, treated with Dyspnea. . — - . I 1.-.. — 4% . 7%
0.25 mg or 0.16 mgm2 Betaseron every other day for peri- ' . . ' ; .' . v. . ..
ods of up to three years in the controlled trials at an inci- 5km and Appendages ' : 1 ldence that was at leastv2%_ more than that observed inrthe .. » »- - ~ - ~ ~—— ~ - - —— . —-
placebo patients. ., 13351.1. . ‘ v: . ' 213% ‘

Skin disorder “A .
TABLE 2 _ ‘ ’* Adverse Reactions and Laboratory Abnormalities Sweating

Adverse Reaction ' Placebo ‘ Nopecinl Betaseron‘ ln=111§l

120%.Ul.
54% » ,.».‘61%;.

_ Flu-like symptom complex.i V Ill‘iiu 60%

Headache was i EH:
pan f

(n=789) 

Body as a Whole. l.. . . .

Injection site reaction 

 

  :Asthenia ‘ 

 

 
  

Fever , .,

'Chills‘ ' 

Abdominalipain a; ‘ 

‘ Chest pain 
Malaise 

 
Injection site necrosis. 

, Cardiovascular [System . 4; 

Peripheral edema 

 
  
 

 

 

  
Urogential System. 

 

 

  
 

 

 

 Urinary urgency 10% i '

Metrorrhag'ia‘ . .

' 'Menorrhzigia“,

Impotence’_M ‘ 7%‘ 1.9%"3

‘Ilrinarffrequency‘ ' r5917 “—l7 7% ‘
-"l?ysmenorrhea*i ‘ ~ 5% 17% 1 :

Prostatic disorder** 1% -3% ‘7‘

 
 

* pre—menopauaui women
** male patients

The following adverse events have been observed duringpostmarketing experience with Betaseron and areclassified
within body system categories:
Body General: 4*fatal capillary leak syndrome; Cardiovas—
cular: cardion‘iyopathy, deep vein thrombosis, pulmonary

,embolism; Digestive: hepatitis, pancreatitis, vomiting; En-
docrine: hypothyroidism, hyperthyroidism, thyroid dysfunc-
tion; Hemic and Lymphatic System: anemia, thrombocyto—
penia; Metabolic and Nutritional: Gamma GT increase,
hypocalcemia;hyperuricemia, triglyceride increase; NerL
vous: atain'a, confusion, convulsion, depersonalization, emo;
tional labilityn, paresthesia; Respiratory:bronchospasm,
pneum’onia; Skin and Appendages: pruritus, skin discolorA
ation, urticaria; Urogenital: urinary tract infection, urosep-

*The administration of cytokines to patients with a pro-
nx'isting monoclonal gaminop 'tliy has been associated with
the development. or this syndrome. ' 

 

 

 

 

 

 

 

 

 

 

 

 
 

 M with all therapeutic proteins. there- is a potential for iin~
muncgeninity. Serum samples were monitored for the devel-
opment of antibodies to Betaseron during the'RRMS study.
in patients receiving 0.25 irig every other day 56/124 (45%)
Were found'to have serum neutralizing actiyity at one or
more of the time points tested. The relationship between
antibody formation and clinical safety or efficacyI is not

These data reflect the percentage of patients whose test re-
sults were ._considered positive for antibodies to Betaseron
using 'a biological neutralization assay that measures the
ability of immune Kern toinhibil the production of the in,-
tei'ferondnducible protein, Mom. Neutralization assays are
highly dependent on the umsitivity and specificity of the as-
say. Additionally, the observed ilillllenCE‘OI‘ neutralizing ac-
tivity in an assay may he influenced by several factors in—
cluding sample handling, timing of sample collection,

Continued on next page
————_—.__—,,__h

Information on Berle: products (appearing here! is based
on the most current Information available at the time
of publication closing. Further inlormation [or those
and other Berlax products can be obtained I'mrn
Medical 8: Product Services at Borlair. Inc. by calling

'Vasodilationf‘vr': ; V~ if i -

HypertensiOn

{Peripheral vascular disorder 11% , 6% sis
Palpitation l ' 2% 4% ‘

Tachycardia 2% 4%- . i, , .' Immunogenlclty

Digestive Syalom I
Nausea 9.5% 21"}.

Constipation ' 15% 20'5-

Diairlieu 162% [— 19“.}.-’ known.
Dyspepsia 12% l-l‘T-fi

Hemic and Lymphatic
System -.‘ JV

‘ Lymphocytes cf lfiOWinm" 'Ffli‘t 5-391:

ANC.<[ mom I arr. i421-
'W_Bc c: 3000mm“ .m. 1-H-

. ,Lyniphadcnnpnlhy 49!. I 8th?-
Metabollc and NulrilionnlDisorders

SGPT > 5 limos hum-lino 1M- lll'fi-

SGOT > 5 times baseline 1-.‘f 3% 1-888-BERLEX-4._l_
U'N - IPR2017-01929, EX. 1033, p. 5 of 29
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PHYSICIANS’ DESK REFERENCE®
 

Betaseron—Cont.
 . . . l _ . .

concomitant medications,,and_underlyihg disease. ["us' Il---se_
reasons, comparison of the incident-<- oi nuuliorli- to
Betas'eron with the incidence ofantibotiifi loolhur rn' .. . ‘
maybe misleading. '
Anaphylactic reactions have rarely been reported with the
use of hetaseron.

DRE? ABUSE AND 'DEPENDENCE’
No evidence or experience suggesls' l‘nat 11in

  
 

 
 . __ ’__ .. . . ‘.‘. ur (loin-Irdence occurs with Betaseron therapy; huh". lllt‘ rial-2 of

dependence has not been systemalirr-illv l"\'l|l.li|!|ll'|'l
OVERDOSAGE

Safety of doses higher than 0225 'mg every other ‘day has not
been “adequately evaluated. The maximum muonnt-of
Betaserdii that can be safely administered has not been
detemms‘l .. _ . .. . ‘
DOSAGE AND ADMINISTRATION

The'recomniended dose of Betaseron is 0.25 mg injected
subcutaneously every other day. Generally, patients should
be‘started at’0.0625 mg’(0.25"mL) subCutaneously‘eVery
other)day, and increased over a six-week period -to 0.25 mg
(1T0 niL)'every'other day'(lsee Table 3). ' " ’ ' ‘
Table 3'. Schedule for Dose’ Titration 

 
   

“ '“' ’ ”Recommended ”Bedouin-nu Volume
Titration l'l

Weeks ‘1—2 , 25% 0.06251 mg 0.25 m].
Weeks‘3-‘4'M’ " ' 50%' ‘ ”.50 ml.Weeks 56 75% [Nil—I ml.ll] till. 
week 7+ "1' i 1.00% 

  'lb reconstitute ly hilized Betasernn l'or I'ujreuiiuu, lituuzh
thenpi'efilled syriiige containing the rlihu-ul. [Sodium Chip:
Tide;..Q-54%..S°ll.1l3_i9ll).l&9 the Br—tasernn Vin! usim; llu! vial
adapter. SlovVly’inject 1.2 inl, ol'rlilueni into the fitrinsoron
vial; Gentlysvyirlth‘e'yial to dissolye the drug nomNI-Li-ly;
do not shake. Foaming may occur during reconstitution or if
the yiallis swirled, oi‘_sh_aken tooqvigorously. _lf foaming oc-
curs, allow the vial_to sit undisturbed until the foamsettles.
Visually inspect the reconstituted product before use; '.dis-,
card the product if it centains particulate matter or is dis-
colored..Keeping the syringe and vial adapter in place,.turn
the assembly overjso that, the vial is on top.;Withdraw the
appropriate dose .of Betaseron solution.» Remove.the vial
from the vial adapter before injecting Betaseron;Qne mL of
reconstituted Betaseron solution contains 025 mg of Inter-
feron’beta-lb/mL. 7‘; ’ -

Betaseron is intended for use under the guidance and su:
pervision of a physician. It is recommended-that physicians
or qualified medical personnel train patientsin the proper
technique for self-administering subcutaneous injections.
Patients should be advised to rotate sites 'for subcutaneous
injections ‘(see PRECAUTIONS, Instructionjoh Shit-inject
rion Technique and Procedures).-.Concurrent use'of‘arfalge-
sics’and/or antipyretics mayhelp’am‘elioratefluilike symp-
toms on treatment. days. Betaserori~ should be Visually
inspected-for particulate matter and discoloration prior toadministration.‘ .2} 1 4.

    
_S_taflty_and Storage . 1'4: . n: '.j .
The reconstituted produ'ct'con'tains no preservative. Before
reconstitutioniwith diluent, store .Betaseron at- room‘tein-
perature'25"C (71°F). Excursions of 15° to 3050 (59“ to 86°F)
are permitted..Afier reconstitution, if not used immediately,"
the'product should ‘be refrigerated 'aan used within three
hours. Avoid-freezing. =‘ In '
pr SUPPLlED... 1 .
Betaseronlis‘supp'lie'dasm lyophilized powder unnlniuiug
0.3 mg of Interferon beta-1h, 15 mg Albumin (Human), USP,
and 15 mg Mannitol, USP. Drug is packaged innclear glass,
singleaulsewial, (3 mL, capacity). A pre-filled single-use sy-
ringe containing Lamb of diluent (Sodium Chloride, 0.54%
solution), two alcohol prep padshand onevial adapternvith,
attached.27 gauge needlegare included for eachyial of drug.
Betaseron ithefliluent'are for single-use, only, Unused
portions shouldlbe discarded. Store at room) temperature.
NDC 50419-523-25 .,_ . ,. 15‘blister units, 0.3 mg/vial
Rx only ’ ' . ..

REFERENCES?" ' ‘ . _ ‘ j l ., ‘ " ’
1. Poser CM, et ai. ' n Neurol 1983; 13(3): 227—23152:
Kurtzke JF. Neurology 1983; 33619314444452. ' ,
US. Patent NQJ‘4,588,585; V4,959,314;‘34,737,462; 4,530,781‘ ' ’ ' ”Medication Guide ' H ‘ "

BetaseronQ(bay-ta-seerg‘on) " “ ‘ .
Interferon beta-1b "

. (in—ter-feer~'on beta-orie~be)
Please read‘this leaflet carefully before you 'start to use
Betaseron® and each time your prescription is refilled since
there may be new information. The information in this med-
ication guide does not take the placeof talking with your
doctor or healthpare. professional. , . , . .
What is the most important information I should know
about Detaseron? ,, A, , . - I h
Betaseron will not. cure multiple SClel‘Obln (MS) but it hasbeen shown to decrease the numberbf flare—ups of,the dis-
ease. Betaser‘on can cause serious side effects, so beforeyou
starttaking Betaseron, you should talk to your doctor about

"I .

v a "'1
,« -‘.

 
the possible benefits of Betasero’n and its possible side.ef-
fects‘to decide if Betaseron isright fo'r yen. Potential serious
side effects include: . i I -' .3.. .' . 1. "
0 Depression. Some patients treated with interfe'rons, in-
‘cluding Betaseron, have ‘be'come‘seriOusly’ depressed (feel-

. ing sa'd). Some patients have thought'about or have 'at—
”tempted to kill themselves. Depression (a sinking of
ilis’pii'its 'o'r sadness) is not uncommon in people with multi:

plesclerOSis. However,- if you‘ are feeling'noti'ceably'saddef
Lor‘ helpless, or feel‘likehurtirig' yourself or others,»-you

' should tell a family member or' friend right'aw'ay’ and ball
' your doctor or health care provider as soon as possible.

Your doctor may1 ask that you'stop u'sin'g Betaseron'. Be— _
’3 fore starting Betaseron, you should also‘tiell your doctor if

you hav'e'ever had any mentallillness,"including‘depres-
i 'sion, and if you‘take'a'nygmedica'tions for” depression: .
'0 Risk to’prag‘na‘ncyfi’lf you become ‘pregnmu while taking
"Betasérbn you'should std'p’ilsing Bi‘lnserun imm-ltliahily

 

- ahd call'v'your ducto'r. Beta‘ssron may cause you to lose your .
baby (miscarry) or maycause harm in your unborn child.
You and your doctor will need In ‘li'i'ldll whether lllkl po-

‘*':te‘n'tiiil benefit’of taking Bl'llifit'rtlll i:-'. greater 1.11mi ”NJ 110-
h'tential‘risks in your unborn 11liilil.
9 Allérglc'raactions. Home patients taking Bfltflfinlrlm him:-
”had savor-- allergic I'Eluvl‘ionu' lending in difficulty breath-

" irig nnd swallowing: those ifiiiclioua rnn Imppr-n rLuiriltly.
Allergic reactions can happen alir-r your first dust.- nr may

’, not happen until utter ynu huVi‘ Lulu-n Hi In many
5‘- ti'me's. Leas. severe eillurgic nuiutinma mark as I .Ih. Etching.
”skin bumps or mulling of the muuih rim] harm-us can also

ha“ n. lfynu lhiuk you ure having an allergic reaction,
"*stop using Betaseron immediately and call your rlur". 1n- "
0 injection site problems. Betaseron may cause redness,
__pain or swelling at the place Where an injection was given.

Afew patients have_developed'skin infections or areas of
severe jskin damagejnecrosis). If ,one of yourinjection

(sites .becomesswdllen. and.painful or. the .area looks in-
.fected :and it doesn’t heal within a few,..days, you should

call your doctoral~ , . -
What-is Betasemn? - - -— m..." . ~- -- », --~ m» -
Betaseron isla type of protein called beta interferonlthat dc-
curs naturally in the body .It is used to treat relapsing forms
of m'iiltiple sclerosis'filt will not cure your MS butfm‘ay de<
crease“the*number of flare‘ups of the disease. MS is a life-'
long disiease' that affects your nervous system by destroying
the protective'coiiering (mye'lin) that’surrounds’your'nerve
fibers. The Way BetaSeron‘ works'in MS’is’ not kno '~' J
Wh‘o‘s‘h'b’fildno't take’Bétas'éron?” " " ’ '
PO. notSakaBEEFstthysw. . . . . _ ._
' Have had allergic-reactions such as difliculty breatx'ng,
”flushing or hives to another integferon beta or to human
albumin. , _> ? ‘ . , 5

If you halve'any of the following conditions or serious med-
ical prgblenis, youflshould tell your doctor before taking
Betaseronzfl . ., .. , . . . .. . W . .
' Depression (a sinking feeling or sadness),.anxiety:(feeling
«uneasy, nervous, or- fearful for no reason), or trouble

sleeping . j 1
' Liverdiseases "j ~ i " ' ‘ '1' " * ‘ _‘
- Problems with yoiir thyroid gland
' Blood problems "s_ucli"as bleeding or bruising easily and

anemia (loyv red‘blood cells) or low White blood'cells 1‘
3 Epilepsy" I" ' _. ' ._ ' ' “ i ' ' '
[Are pregnant, breast feeding, or planning to become
‘Prsgnant’ .. . ..
You should tell your doctor if you are taking any other pre:
scription or non-prescription medicines. This includes any
vitamin or’mineral supplements, or herbal products.
How should! take, Betaseron? _
Betasero‘n is‘ given by injection under the skin (subcutane-
ous injection) every other day. Your injections shouldbe ap-
proximately 48 hours (two days) apart, so it is best to take
them ‘at the same time each day, preferably in the evening
just before bedtime. “
You may be started on a lower dose when you first start tak-
ing—Betaserofi. Your doctor will tell you‘iwhaL dose ofBetaseron to use, and that dose may change based on how
yoliibddy respondsl_You should not change your dose with-
out. talking with ironssostor- ..... . . , .’ .
Ifyou miss a dose, you should take your next dose as soon as
you remember or are able to take it. Your'nex'tfinjection
should be'taken about 48 hours (two days) after that dose.Do not.take,Betaseron® bn twoconsecutive days. If,you
accidentally take more than your prescribed dose, or take it
on two consecutive days, call your doctor rightaway. _
You should always follow your doctor'sinstructions and ad-
vice about how to take this medication. If your doctor feels
that you, or a family member or friend may give you- the
injections, then you and/or the other person. should be
ltrained by your doctor or healthcare provider in howto give
an iiijection. Do not" try to give yourself (or'have another

 
 

 
 

 
t )5,

person give you) injections at home until you (or both of you)understand and are comfortable with how to prepare your
dose and give the injection.‘ ' ' " ' ' " ‘
Always use a new, unopened, vial of Betaseron and syringe
for each injection, Never reusé’vial‘s 'or syringes. ' -
It is importairt that you change your injection site each time
Betaseron is injected. This will lessen the chance of your
having a serious skin reaction at the 1spot where you inject
Betaseron. You should always avoid injecting Betaseron into.
an area of skin that is sore, reddened, infected or otherwise
damaged. _. '

u. .I L.....__I._.-..¢.. mu! animal-nan! adiiinn:
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At the end of this leaflet there are detailed instruizquns
how to prepare and give an injection'ofBetasonm 3,011
should‘become familiar with .these instructions flnll “111::
your [doctor’s-orders before injecting Betaseron.
Whatrshould I 'Bi/Did while taking Betaseron?
. Pregnancy.- You: should avoid becoming pregnant Whil

taking Betaseron until you have talked with your dOCloe
.’ Betaseron, can cause you to lose your baby (mis’carry) L
,0 Breast feeding. You should talk to your.doctor ifvaU'ar
.bréast feeding an infant. It isznot known if .the interferofi
[in Betaseron can beipaSSed than infant lll-mothe'r’s mill?
and it is not known<whetben the drugcofild harm the ln‘
fant if it is passed to an infant. 12m ‘

What are the'possibleside'eflecis UfBetaseroh?
. Flu-like symptoms. Most1patients-hdve flu—like sllflptoms
1, (fever,,;chills;j.sweating, muscle'aches and tiredness). Fm
.zmany=patients, .thes'e symptoms-will lessen or go aWa
overtime. You should-talk to your doctor aboutwhethe,
you 'shouldtake an over'the counter medication for Pain

3 ,or fever ,reduction‘before or after itaking your dose of':Betaseron.~m l v We h .il . . .1'I "1
0-Skin reactions;Soreness, redness,- pain, bruising or SWeli.

uing‘ may occur at the place. of injection...(s_ea “What is the
.' most important information l' should know abour
1':Be_tase.ran7”). .1.
{Depression and anxiety. Some patients taking ii-iu-i-femns
.. have becomevery‘depressed and/or anxious Therehave
.2 been patientstaking interferonswhmhave had thoughts

about killing'themselves. If you feel sad .or hopeless you
should' tell a friend or1family member right away and call

A;- your 'doctor immediately. (see ”What is the most impm.
, iant information I should know. about .Betaseroni"),
0 Liver problems. Your liver function. may bu ‘aifected.

Symptoms of changes in your liver include yellowing of
.i'the-skin and whites of the eyes and easy.bruising,
9 Blood problems‘..You may have adropin the levels of in.
.~ faction—fighting. whitegblood cells, red blood bells, or cells
3,,that’help you formhlood clots. If .drops’ injleveL-i are 39.
..avere, they Can leSsen your ability ,to fight/infections, make

you feel tired‘or sluggish or'cause y'ou'to-bruiau or bleed
easily. . . -.

a Tl'h'yroid problems. Your-thyroid function-may l'hunge,
Symptoms of changes in the function of your thyroid in-
clude feeling cold or but much of the time or chmign in 1'

~your; weight (gainior loss).without a change in your diet inamount of exerciseyou, are getting.
0 Allergic reaction.- Some' patientshave had hives. mall.

skin bumps or itching while they were taking Britannia]:
There is also a rare possibility that you can‘lauw ll life:
threatening allergic reactionfitsee‘”What is the'most im-
portant information I should know about Béta'seroni').

Whether you experience any‘of these side‘efi'ects 'or'not, you
and yop'r doctor should. perio'dicallytalk about your general
health: Your doctor may pantie monitor you more closely
and ask you to have blood tests donu‘m'ore frequently.
General ’ln'fo‘rriiatian 'About Prescription Medicines

Medicines are sometimes prescribed for purposes other than
those listed ini‘a'Medic‘ation‘Guide. This medication has
bben‘p'r‘escribed' for your particular‘médical condition. Do
not‘ e"it for another conditioni'orlgi‘ve‘ this drug‘to‘ anyone
else} f you have any Questions you should speak with your
doctor or health care professional. You may also ask your
doctor‘or pharmacist for a copy of the information provided
to‘theiii with the product.'Keep this and all drugs but of thereach of children. . »‘
Iiistrilctions for Preparing ari‘d Giving Vailrsel! an inform"of Betas‘sron

1. Find a clean, llat working surface that is well-lit and 601‘
lect all the'supplies' you will need to give yourself an'ill'
jeciiim. You will iiéed:
- Ono tray containing Betaserun. Malia: sum the trul’

ronlaius: A pro-filled diluent. syringe
0 A vial of Betaseron

,, ° Two (2) alcohol prep pads
' Avial adapter ’with’a 27 gauge needle atluclu‘d iii} the

blister, pack) , ' , 3" M
> f A puncture-resistant scalable contrunur tn rliapnfli'v °l
. . used syringes/needles
2. Check the expiration date on the tray lillml to insulin 6919
”that it has not expired.~Do not userit if the modicum,"has expired.
3. Wash your hands thoroughly with soap‘and water.
4. Open the tray by peeling off the label and take out all the
J-coutents. Make sure the blister pack containing thfl V‘a

adapter is sealed. Check to make sure the rubber cIIP 0“
the diluent syringe is firmly attached.

5. Turn the tray 'over, place the Betaseron vial in Iht‘ well
(vial holder) and place the prefilled diluent syrinut' in the
U-shaped trough. . . . _, j . ' "

ReconiitLing Bet_,asLon . " g 1'
1. Remove the Betaseron vial fromthe well and tnkf‘ ”‘9

~. cap offthe'vialu. _ 1': ‘
2. Place the vial back into the vial holdEr. Use an alcohol

prep' pad torclean the top of the vial. Move the prL‘P pa
in one direction. Leave the alcohol prep pad-(in 1.11M“ e
vial until step '5. - . '

3. Peel the label off the blister pack with the vial adapted
‘1 in it, but do not remove vial adapter The vial ndaptfll' ‘5

sterile; avoid touching the vial adapter.
4. Remove the alcohol prep pad "frdm the top of. the

; 'Bet'oseron'vial. Keeping the vial adapter-in tho mist”
. pack, place the ad'apteron top of the Betaseron viii1 9”
push down on the adapter until it pierces the ruhlJL‘l' lop
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Opucr lNFORMATlON- »i _—_

{the Betaseron vial and snaps in place (Figure 1). Re-
0 e the blister packaging from the vial adapter. .‘ : I moV

 
. . RemOVe the rubber cap from the diluent syringe using a.
._ . - {Wish and pull motion. Discard the rubber cap, . '
.5; Keeping the syringe assembly attached to the vial, re,-

'|l 'move the'vial from the tray. Be careful not to pull the
_ vial Adapter ofl‘ the top of the‘vral, ‘ g . i 3

!_ i" connect the syringe to the vial adapter by turning clock-. wise and tighten carefully. This will form the syringe as-
'. - sembmFlaur! 2i ':

.r’I- .

  
| Q" Slowly push the plunger of the diluent syringe all the‘ 3. way in. This will transfer all of the diluent in the sy-
.'|' n‘ngd to the Betaseron vial (Figure 3). The plunger may

return to its original position afier you release it.

 

. Hy swirl the vial to completely dissolve the white
of-Betaseron. Do not shake. Shaking can cause
" :1 to foam; even gently mixing the solution can
naming. Ifthcre in foam, allowI the vial to sit un-

flied until on flash: settled. .
"the echo is dissolved, look cloooly nl. the solution to' the solution is clear and colorless and does
,Imtam particles. If the mixture contains particles,
di __ lored, do not use, Repeat the steps to prepare
time using a new tray of Betaseron, profillod sy-
'. 'nl adapter 'jiiid alcohol prep pads. Contact

‘ 500-?88-1467 to obtain replacement product.. ill-g the ln'ection
b. ’e complet - the straps to reconstitute your

”.1“:de ' ady Tor the initiation. The injection
. given min diately after mixing and allowing any

r“ ' h” solution to settle. If youmust delny' giving your-
N1. ectron, you may refrigerate the sulution and use
._ liree hours of reconstitution. 'Do' not freon}.

LE“ the plunger in andhold it there; then turn the sy-
ge assembly so that the-vial in on top. {The syringe is

. zontalz) (Fl-give 4).
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. 8‘ $9 Bet
plunger back to withdrawiho entire ton-
asernn vial into the syringe. - . -

25 :19 Syringe barrel is marked with numbers
n'u L0 1.0. If the solution in tho vial cannot be

d Start) o the 1.0 mark, discard the vial and syringe
'. Nemfir with a new tray containing'a Betaseron
p hads' , . flilunnt syringe, vial adaptenvand alcohol
aifigifimnge. assembly zen. Lhnl the needle end is'
ll 0,. ml" Remove any air bubbles by tapping thelouter
| Her t: SYI'irige With your-fingers. Slowly push the

lint . W} 1 mL mark on the syringe .‘(or to the
‘. Pliescribed by your doctor]. ' " '
st6'1);ng much unlutiuu in [lLLILhL'tI into the vial, re». l' 4' and .1. . - ' '

‘ repent the aim Lu. prepare your dose, Choose and clean a

 
.. th '

“ling ewal
N -IPR20

adapter and the vial from the syringe by

‘ 7-01929,the Vial adapter as shown Elxli‘ifiusf’nggi-syigf .2 ghrow away the 1 mL syringe in the disposal container.

‘ remove the vial adapter and the vial from the syringe,
‘ but will leave the needle on the syringe (Figure 5).
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Picking arllniection Site '
Betaseron (Interferon beta-1b) is injected bother the skin
and into the fat layer between the skin and the muscles
(subcutaneous tissueJJ'The best areas for injection are
where the skin is loose and soft and aviay from the joints,
nerves, and bones. Do not use the area near your navel or
waistline. If you are very thin, use only the thigh or outer
surface of the arm for injection. _ _
You should pick a diflerent site each time you give yoiirself
an injection. The diagrams show diflerent‘areas for giving
injections. You should not choose the same area for two‘in-
jections in a row. Keeping a record of your injections will
help make sure you rotate your injection sites. You {should
decide where your injection will be given before you prepare
your syringe for injection. If there are any sites that are dif~
ficult for you to'reach, you can ask someone who hasbeen
trained to give injections to help you.

 

 m- IEEEI Elm .Hmkbdamm LuflAbdomon LBflAnn RlulnAmr‘
(leaveamul 2'an (leave abanrm upper cart (numbed, Iighl SIUE d navel) Ian side oi navel) roman)
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Do not inject in a site where the skin is red, bruised, in-
fected, or scabbed, has‘broken open, or has lumps, bumps,
or pain. Tell your doctor or healthcare provider if you find
skin conditions like the ones mentioned here, or any other
unusual looking. areas 'where you have ‘ been giveninjections. , '
Using a- circular motion, and starting at the injection site
and moving outward, clean the injection site with an alcohol
wipe. Let the skin area dry before you inject the Betaseron.
Remove the 'cap frdm the needle, ., A
Hold the syringe likela pen’cil’or dart in one hand.

‘ Z Gently pinch the skin around the site
with the thumb and forefinger of the
other hand. . . _
While holding your skin, stick the
necdlu straight into the skin [It ii 90°

angle with u quick, lh-rn motion.
' Once in your, skin, nlowly pull hock

oh the plunger. libIood appears in
I.Ill| hiring? it nit-on}- [lint you have
entered]! blwd Vinnie]. IJD nut inject

' Eo't'nsoron. Withdrnw Llw noodlu and

 

new Injccliun site. You should not use Ibo snrnc syringe; dis-
card It in your puncturispnurl'cuuufinun_

' ' ' ' ' " Il‘ mum appears. slowly push the
' plunger till the way, in until I-Ill‘ s)"—

n'ogé is clupty. _
Roi-nave the needle from Lin- skin;
then pl to :1 dry cotton boil or gauze
pad or he injustion cite.
[hintly “Hmong-o the injection liilt' for
I: flew moment-i Willi Lhn dry rutlun
hnll or abuse purl.
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Disposing of syringes and needles
Used needles and syringes may be placed in a container
made specially for disposing of used syringes and needles
(called a “Sharps” container), or a hard plastic container
with a screw-on cap or metal container with a plastic lid
labeled “Used Syringes”. Do not use glass or clear plastic
containers. You should always check with your healthcare
provider for instructions onhow to properly dispose of used
vials, needles and syringes. You should. follow any special
state or local laws regarding the proper disposal of needlesand—syringes. ‘ '
DO NOT throw the needle or syringe in the householdtrash or recycle.
Always keep the disposal container out of the reach ofchildren: V- V ' ‘ i -
How Should I’Sfore Betaseranf ,
Betaseron shouldbe stored at room temperature (77°F), but
may be stored between 59° and 86°F. Avoid’freezing.
This Medication Guide has been approved by the US. Foodand Drug Administration
Manufactured by}
Chiron Corporation .
Emeryville, CA 94608
US. License. No. 1106 ‘
Distributed by:,
Berlex', Laboratories ,
Montville, NJ 07045, >
© 2003 Berlex Laboratories All rights reserved. _Printed in USA. on recycled paper
Part Number 10004938 Revision date 10/03 , , .

‘ , 16052800, BERLEX)
Shown in Product Identification Guide, pageélOB 

CLIMARA® .. . : R[klf-rndrd] i = I
lestradiol transdermal system)
Continuous Delivery for -

. Once-Weekly Application

B only . . ,PRESCRIBING INFORMATION '“
Climara” estradiol transdermal system '
 

l—ESTBOGENS INCREASE THE RISK OF ENDOMETRIAL
: . CANCER ,
5 Close clinical surveillance of all women taking estrogens;
is important. Adequate diagnostic measures, including

, endometrial sampling when indicated, should be, unders
.taken to rule outmalig—nancy in all cases of undiagnosed
,persistent‘or recurring abnormal vaginal.;bleeding,
There is no evidence that the use of “natural” estrogens
resultsin a different endometrial risk profile than syn-

..thetic:estrogens at equivalent estrogen doses.
' CARDIOVASCULAR AND OTHER RISKS

Estrogenswith andwithout progestins should not be
used for the prevention of cardiovascular disease. . _
The Women’s Health Initiative (WHI) study reported in-
creased risks of myocardial infarction, stroke, invasive
breast cancer, pulmonary emboli, and deep vein throm-
bosis in postmenopausal women during 5 years of treat~

,ment with oral conjugated equine estrogens (CE
0.625mg) combined with medroxyprogesterone acetate
(MFA 2.5mg) relative to placebo (see CLINICAL'
PHARMACOLOGY, Clinical Studies).,0ther doses of

’ conjugated estrogens with medroxyprogesterone, and
.V otherrcombinations.anddosage forms of estrogens and
progestins were not studied in the WHI and, in the ab—
sence of comparable data, these risks shouldbe as-
sumed'to be similar. Because of these risks, estrogens
wither without progestins should be prescribed at the
lowest effective doses and for the shortest duration con-
sistent with treatment goals and risks for the individualwoman;

  
 
DESCRIPTION

Climar'a‘E, estradiol transdermal system, is designed to re-
lease l7B—_estr_adiol continuously upon application to intact
skin. Six (6.5, 9.375, 12.5; 15.0, 18.75 and 250 cm2) systems
are available to provide nominal in vivo delivery of 0.025, ‘
0.0375, 0.05, 0.060, 0.075 or 0.1 nig respectively of estradiol
per day. The period of use is 7 days. Each system has a con-
tact surface area of either 6.5, 9.375, 12.5, 150, 18.75 or
25.0 cm2, and contains 2.0, 2.85, 3.8, 455, 5.7 or 7.6 mg of
estradiol USP respectively. The composition of the systems
per unit area is identical. Estradiol USP (17B-estradiol) is a
white, crystalline powder, chemically described as estra-
1,3,5(10)~triene-3,17B-diol. It has an empirical formula of
C18H2402 and molecular weight of 272.39. The structuralformula is:

[See chemical structure at top of next column]
The Climara® ‘system comprises two layers. Prucecdlngfrom the visible surface toward,the surl'oco attached to the
skin, these layers are {ll a translucent polyethylene film,

, Continued on next page
I—__F-—._—"—'—"—""—'

Information on Berle); products [appearing here! Is hand
on the most current information ovallabia 31 the time
of publication closing. Further information For these
and other Berle): products can be obtained from
Medical & Product Services at Berlax. Ilnu. by calling1-888-BERLEX-4.m
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PHYSICIANS' DESK REFERENCEQ
 950/BlOGEN lDEC

Ame'viv'ei’Ccint'.‘  

PRECAUTIONS

Effects on the Immune System
Patients receiving othermeunosuppressiv'e agents or pho-
totherapy should not receive concurrent therapy with

AMEVIVE® because of the possibility of excessive immuno- ’suppression. The duration of the period following treatment
with AMEVIVE® before one should consider starting other '
imniunosuppres'sive therapyhas not been evaluated l
The safety and efficacy of Vaccines, specifically live or live I

4:

attenuated vaccines, administered topatients being treated .‘ '
withAlVEVl'VE® have not been studied. In a study of 46
patients With chronic plaque psoriasis, the ability to mount
immunity to tetanus toxoid (recall antigen), andan experi- , h i ' "
mental neo-antigen was preservedin those patients under- '
going AMEVTVE® therapy. :Allergic Reactions ’ N" _ __ l '
Hypersensitivity reactions (urticaria, angioedema) were as-
sociated with the administration of AMEVIV'E® If an ana-phylactic reaction or other serious allergic reaction occurs,
administration :IfAME V IVE® should be discontinuedImme-
diatelj.r 1nd appropriate I‘Jiorupy initiated.
Information for Patients
Patients should be informed of the need f 1r regular muni-

toring of white blood cell@(lyrnphocytel counts elm1111, “HT-apy and that AlVIEVIVE® mustlln administered IInIlor lhn

supervision of aghysician. Patients should also be inturmedthat VAMEVl'VE reduces lymphocyte couan. which could
increase their chances of developing an infection or a malig—
nancy. Patients should be advised to inform their physician
promptly ifthey develop any signs of an infer.lion IIr malig-
nancy while undergoing u course of treatment withANIEVTVEW.

Female pat1ents should also he advised to notify rln--1r phy-
sicians if they become pregnant while taking.I'I.D.‘[E\I'l"."li)‘a(or within 8 weeks of discontinuing AMEVTVIL 1 and III: IIrl-
vised ofthe existence of and encouraged to I‘Tll'llii in [he
Pregnancy Registry. Call 1-866-AMEVIVI: (1 BEN163-8483)
to enroll: into the Rcki-.‘Lry lat-e PRECAUTIONS,
Pregnancy).
Laboratory Tests
CD4+ T lymphocyte counts should be monitored weekly dur-
ing the 12-week dosing period 11ml used to guide dosing. Pa-
tients should have normal [1111+ ’l lytlurhocytu rullnts prior
to an initial or' a subsequent course of treatment with
AMEVIVE®. Dosing should be withheld if CD4+ T lympho-
cyte counts arebelow 250 cells/11L. AMEVIVE® should be

discontinued if CD4+ T lymphocyte counts remain below250 cells/11L for one month.
Drug lnteractions
No formal interaction studies have been performed. The du»
ration of the period following treatment with AMEVIVED
before one should Consider starting other immunosuppres-
sive therapy has riot‘beenflevaluated. L ,
Carcinogenesis, Mutagenesis, and Fertility
In a chronic toxicity study, cynomolgus monkeys were dosed
weekly for 52 weeks with intravendusalefacept _at 1 mg/kg/
doseor 20 mg/kg/dose. One animal1n the highdosegroup
developed a B-cell lymphoma that was detected after 28
weeks of dosing. Additional animals in both dose groups de-
veloped B-cell hyperplasia of the spleen and lymph nodes.
All 'a'nimalan the study were positive for an endemic pri'-.
mate gammaherp'es virus also known as lyr‘nphocryptovirus
(LCV), Latent LCV infection is generally asymptomatic, but ’
can lead [11 B-uell lymphumua when rmii'nula urn immune
suppressed.
In a separate’study, baboons given 3 doses of IIIIIfucupt 111.
1 'mg/kg every 8 weeks were found to have centmhlast pro-
liferation1n Bcell dependent. arose in the germinnl renters
of the spleen following u 11.6;day washout period.
The role ofAMEVIVE® in L111: development ofthe lynmhoid
malignancy and the hyperplasin observed in non- lnIIann
primates and the relevance to humanu is unknown.
Immunodeficiencyassociated lyniphocyte disuiders (plas-
macytic hyperplasia, polymorphic proliferation, and B-cell
lymphomas) occur in patients who have congenital or ac-
quired immunodeficiencies including those resulting from
homunosuppressive therapy. , .
No carcinogenicityor fertility studies _were conducted. ‘
Mutagenicity studies were conducted'In vitro anduruioo; no
evidence of mutagenicity was observed. ," . -
Pregnancy (Category B) I . , . .
Women of childbearing potential make up a considerable
segment of the patient population afl'ected by psoriasis.
Since the effect ofAMEV'IVE® on pregnancy and fetal devel-
opment, including immune system development, is not
known, health care providers are encouraged to enroll pa-
tients currently taking AMEVIVE® who become pregnant

into the Biogen Pregnancy Registry by calling 1866:AMEVIVE (1— 866-263-8483)

Reproductive toxicology studies have been performedin cy-
nomolgus monkeys at doses up' to 5 mg/kg/weck (about 62
times the human dose based on body weight) and have re-
vealed uo evidence of impaired fertility or harm to the fetus
due to AMEVIVE®. No abortifacient or teratogenic effects
were observedin cynomolgus monkeys following intrave-
nous bolus injections of AMEVIVE® administered weekly
during the period of organogenesis to gestation. AMEVIVE®
underwenttrans-placental passage and produced in uteri;
exposure in the developing monkeys. In utero, semm levels
of exposure in these monkeys were 23% of maternal serum
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‘1 j . Figure 1. Median PASI Score Over Time
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levels. No evidence of fetal toxicity including adverse effects
on immune system development was observed in any of
these animals.
Animal reproduction studies,-however, are not always pre-
dicti e of humanresponse and there are no adequate and
well-controlled studiesin pregnantwomen. Because the
risk to thedevelopment of the fetal_1mmune system and
postnatal immune function in humans is unknown,

All/IEV'IVE® should be used during pregnancy only if clearlyneeded If pregnancy occurs while taking AMEVIVE‘E._con-
tinued use of thedrug shbuld be assessed.Nursing Mothers

Itis not known whether All/[EVIVE®is excretedIn human
milk. Because many driigs are excretedin human milk, and
because there exists the potential for seriousadverse reac-
tionsin nursinginfants from ANIEVIVE®, a decision should
be made whether to discontinue nursing while taking the
drug or to discontinue the use of the drug, taking into ac-
count the importance of thedrug to the mother. 1' gGeriatric Use
Of the 1357 patientswho received Alt/EEV'IVE®1n clinical
trials,a total of 100 patients were > 65 years of age and 13
patients were > 75 years of age. No differencesin safety or
efficacy were observed between older and younger patients,
but there were.not sufficient data to exclude important dif—
ferences; Because the incidence of infections and certain
malignancies is higher in the elderly populatibn, in general,
caution should he used in treating the elderly.Pediatric Use ‘
The safety and eflicacy of Alt/[EVIVE®'1n pediatriopatients

have not been studied. ANKEVIVEQ-Is not indicated for pe-
diatric patients. x
ADVERSE REACTIONS
The most serious adverse reactions were:

. ,3.Lymphopenia (see WARNINGS)
' Malignancies (see WARNINGS)

. 0 Serious Infections requiring hospitalization (see
. WARNINGS) ' .

' Hypersensitivity Reactions (see PRECAUTIONS, Al-
lergic Reactions) .

Commonly observed adverse events seen in thefirstcourse
of placebocontrolled clinical trials with at least a 2% higher
incidence in the AMEVIVE®-treated patients compared to
placebo-treated patients were; pharyngitis,’diz‘ziness, in-
creased cough‘, nausea, pruritus, myalgia, chills, injection
site pain, injection site inflammation, and accidental injury.
The only adverse event that occurred at a 5% or higher in-
cidence among AMEVIVE'aatreated patients compared to

placebo-treated patients was chills (1% placebo vs. 6%

AMEVIV'EE). which occurred predominantly with intraveanous administration.

The adverse reactions which most commonly resultedIn
clinical intervention .were cardiovascular events including
coronary artery disorder in <1% of patients and myocardial
infarct in.<1% of patients. These events were not observed
in any of the 413 placebotreated patients. The total number
of patients hospitalized for cardiovascular events in the
AIVIEVTVE®»treate(l group was 1.2%(11/876):
The most comnion events resulting in discontinuation of
treatment with AMEVIVE® were CD4+ T lymphocyte levels
below 250 cells/11L (see WARNINGS, and ADVERSE RE-
ACTIONS, Effect on Lymphocyte Counts), headache(02%), and nausea (0.2%).

..:n 1.- _.._....__I_.. 1... ...__u_.__-_.- -._4 _..-._....,..-‘._.-:4=...r
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Because clinical trials are conducted under widel1 varying
conditions, adverse event rates observed1n the clinical tri
als of a drug cannot be directly compared to rate'5 in theclinical trials of another drug and may not reflect the rates
observedin practice. The adverse'reaction information does,
however, provide a basis for identifying the adverse events
that appear to be related to (hug use and a basis for approx-
imating rates.
The data described below reflect exposure to AMEVIVEOID
a total of 1357 psoriasis patients, 85% of whom received 1 (I1
2 courses of therapy and the rest received 3 to 6 courses and
were followed for up to three years. Of the 1357 total pa-
tients, 876 received their first course in placebo-Controlled
studies. The population studied rangedin age from 16 to 84
years, and included 69% men and 31% women The patients
were mostly Gaucasian (89%), reflecting the general psori-
atic population. Disease severity,at baseline was moderateto severe psoriasis. -
Effect on Lymphocyte Counts ,
In the intramuscular study(Study 2), 4% ol' paLiIInla ten
porarily discontinued treatment and no patients penna
nently discontinued treatment due _to CD4+ T lymphocyte
counts below the specified threshold _of 250 cells/11L. In
Study 2,10%, 28%, and 42%.of patients had total lympho
cyte,CD4+, and CD8+ T lymphocyte counts below normal
respectively.Twelve weeks after a course of therapy (12
weekly doses), 2%, 8%, and 21% of patients had total lym-
phocyte, CD4+,and CD8+ T cellcounts below nnrmul.
In the first course ofthe intravenous study (SI.tidy l l. 10% of
patients temporarily discontinued treatment nnil 2“ per
manently discontinuedtreatmentdue to CD4+ T lylupl“t
cytecounts below the specified threshold of 2.50 culls/11L
Duringthe first course cifStudy 1,22% of patients had total
lymphocytecounts belownormal, 48% had CD4+ T lympllfr
cyte counm below normal and 59% had CD8+ '1‘ lvmphocfle
counts below normal. The maximal effect on lyriiphocidwS
was observed within 6 to 8 weeks of initiation of treatment
Twelve weeks after a course of therapy (12 weekly doSBSJI
4% ofpatients had total lymphocyte countsbelow normal.
19% had CD4+ T lymphocyte counts below nornial, and 36’}
had CD8+ T lymphocyte counts below normal.
For.patients receiving a second courseof ‘AMEV'flT’l"
Study 1,17% of patients had total lymphocyte counts hell)w
normal, 44%, had CD4+ Tlymphocyte counts below normal‘
and 56% had CD8+ T lymphocyte c'ounts below normal
Twelve weeks afier completing dosing, 3% of patients had
total lymphocyte counts below normal, 17% had CD4+ T
lymphocyte counts below normal, and 35% had CD8+ T 1)“
phocyte counts belownormal (see WARNINGS, and PRE’

CAUTIONS, Laboratory Tests). ,
Malignancies f
In the 24-Week period constituting the first court!E 0
placebocontrolled studies 13 malignancies were dull-"‘05

I in 11 AMEVIVE®-treated patients. Theincidence ul I11alig
nancies was 13% (ll/876) for AMEVIVE®~treated patients
compared to 0.5% (2/413)1n the placebo group.

Among 1357 patients who received AMEVIVE® 25 worn”
were diagnosed with 35 treatment--emergent malignImClEF'
The majority of these malignancies (23 cases) were 11115211 6
or squamous cell cancers (17) of the skin. Three cases ‘3
lymphoma were observed, one was classified 35 “a“
Hodglcins follicle-center cell lymphoma and two worn {185‘

sifled as Hodgkin's disease.
lnfections cl
In the 24-week period constituting the first cuurfil‘0placebo--controlled studies, serious infections (infectrollfl “3
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Hiring hospitalization) were seen at a rate of 09% (8/876)
{in AMgVIVE®-treated patients and 0.2% ,(1/413) in the pla-
2:200 grail . In patients receiving repeated courses of

4EVIVE therapy, the rates of serious infections were
0 7% (5/756) and 1.5% (3/199) in the second and third course '
of therapy, respectively. Serious infections among 1357
AM‘EVIVEQtreated patients included necrotizing cellulitis,
eritonsillar abscess, post-operative and ‘burn wound

infection, toxic shock, pneumonia, appendicitis, pre-
sepia] cellulitis, cholecystitis, gastroenteritis and herpes
Sjmplcx infection. _
Hypersensitivity Reactions
in ‘clinical studies two patients were reported to experience
aDgioedema, one of whom was hospitalized. In the 24-week
period constituting the first course of placebo-controlledstudies, urticaria was reported in 6 (<1%) AMEVIVE®-'
treated patients us. 1 patient in the control group. Urticaria
resulted in discontinuation of therapy in one of the
AMEVIVEQ—treated patients.
Hepatic Events -
in post-marketing surveillance hepatic events, including a
case ofhepatitis associated with transient coagulopathy and ‘hyperbilirubinemia, have been reported.
|nlection Site Reactions 1 .
in the intramuscular study (Study 2), 16% of AMEVIVE®~
treated patients and 8% of placebo-treated patients re-
ported injection site reactions. Reactions at the site of injec-
(ion were generally mild, typically occurred on single
occasions, and included either pain (7%), inflammation
(4%), bleeding (4%), edema (2%), non-specific reaction (2%),
mass (1%), or skin hypersensitivity (<1%). In the clinical
trials, a single case of injection site reaction led to the dis-
continuation ofAMEVIVE®. .
Immunogenicity
Approximately 3% (35/1306) of patients receiving
AMEVIVE® developed low-titer antibodies to alefacept. No
apparent correlation of antibody development and clinical '
response or adverse events was observed. The long-term im-
munogenicity ofAMEVIV'E® is unknown.
The data reflect the percentage of patients whose test re- ~
suits were considered positive for antibodies to alefacept in
an ELISA assay, and are highly dependent on the sensitiv-
ity and specificity of the assay. Additionally, the observed
incidence‘of antibody positivityin an assay may be influ-
enced by several factors including sample handling, timing
of sample collection, concomitant medications, and underly-
ing disease. For these reasons, comparison of the incidence
of antibodies to alefacept with the incidence of antibodies to
other products may be misleading? ‘ ' g , ’7
Dther Observed Adverse Reactions from Clinical Trials
Less common events that were observed at a higher rate in
AMEVIVE®-treated patients include rare cases (9) of tran-
saminase elevations to 5 to 10 times the upper limit ofnormal.

OVERDOSAGE

The highest dose tested in humans (0.75 mg/kg IV) was as-
sociated with chills, headache, arthralgia, and sinusitis
Within one day of dosing. Patients who have been inadver-
tently administered an excess of the recommended dose
should be closely monitored for effects on total lymphocyte
mum and CD4+ T lymphocyte count.

DOSAGE AND_ADMINIS’I‘RA’I'ION
AMEVIVE® should only be used under the guidance and su-
pervision of a physician. . , .
The recommended dose ofAMEVIVE” is 7.5 mg given once
Weekly as an IV bolus or 15 mg given onceiweekly as an IM
mJecticn. The recommended regimen is a course of 12
Weekly injections. Retreatment with an additional 12-week
Course may. be initiated provided that CD4+ T lymphocyte
counts are within the normal range, and a minimum of a
12:“‘6ek'intervai has passed since the previous oeurse of
”9311119111" Data on retreatment beyond two cycles arellmitcd,, . , . i

The CD4+ T lymphocyte counts of patients receiving
AMEVIV'E® should be monitored w‘eekly before initiating
Flosuls’ and throughout the course‘ of the, 12-week dosing reg-
“nen- Dosing should be withheld il' {ID-1+ T lymphocyte
cflunts are below 250 coilsluh. The drug should he discon-
tm‘md if the counts remain below 25!} collea'uL for one
month (sec PRECAUTIONS, Laboratory Tam}.
Preparation Instructions ' '
M’IEVWE" nliould he reconstituted by 11 health cum profus-
Sims] PSiDR'use'ptic technique. Each vial is intended my sin-
gke patient use only. ' .
:0 not use an AMEVIVE‘ done lmy beyond the date

amped on the carton, em tray lid, Mir-Miro“ vial lune,
or diluent container label. I

QEEVNEE 15 mg lyophiiized powder for IM administra-
uBmSléOUlfl be reconstituted with 0.6 mL of the supplied dil‘
Siitué tonic Water for Injection, USP). 0.5 mL ofthe recon-
AMF Gd Sogition contains '15.»rug of alefacept.. .
“0“va 7.5 mg lyophiliz'ed powder. for IV administra-
Dentsoomd be reconstituted with 0.6 mL ofthe supplied dil-
ale 1" - -5 mL of the reconstituted solution contains 7.5 mg ofacept

Agni}? aziél other medications to solutions cnntniuiug '
dilue WE .. Do not reconstitute Mil-:Wl'l-i'b with other
ration?!” Do nut llltur reconstituted flullllillll during prepa-
All 11-... mimmistrnf-Juu. . . .
t e prqfll‘dures rcquifiv the usrl Iii-:mnptir. technique. Using

'(1 Smlllliied syringe and or”! Hi the mipplied needles, with-
. u ii“? lanesnailezsevfirfiiles‘wiii‘iedm f”

 
Injection, USP). Keeping the needle pointed at the sidewall
of 'the vial, .slowly inject the diluent into the vial of
AMEVIVEQ. Some foaming will occur, which is normal. To
avoid excessive foaming, do not shake or vigorously agitate.
The contents should be swirled gently during dissolution.
Generally, dissolution of AMEVIVE® takes less than two
minutes. The solution should be used as soon as possibleafter reconstitution. ' - w

The reconstituted solution should be clear and (colorless to
slightly yellow. Visually inspect the solution for particulate

A‘matter and discoloration prior to administration. The solu—
tion should not be used if discolored or cloudy, or if undis-
solved material remains. . ' ‘ V
Following reconstitution, the product should be used imme—
diately or within 4 hours ifstOred in the vial at 2—8°C (36—
46°F). AMEVTVE® NOT USED WITHIN 4 HOURS OF RE-
CONSTITUTION SHOULD BE DISCARDED. ‘ '
Remove the needle used for reconstitution and‘attach the
other supplied needle. Withdraw 0.5 mL of the AMEVIVE®
solution into the syringe. Some foam or bubbles may remainin the via].

1 Administration Instructions .
' For intramuscular use, inject the full 0.5 mL ofsolution. Ro-
tate injection sites so that a different site is used for each
new injection New injections should be given at least 1 inch
from an old site and never into areas where the skin is ten-
der, bruised, red, 9r hard.For intravenous use,

0 Prepare 2 syringes with 3.0 mL Normal Saline, USP for
pre» and post-administration flush. ,

~ Prime the winged infusion set with 3.0 mL saline and
insert the set into the vein. 7 . '

4 - Attach the AMEVIVE®—filled syringe to the infusion set
and administer the solution over no more than 5seconds. . i ' -» ' - ' "

I Flush the infusion set with 3.0 mL saline, USP.‘
"How SUPPLIED

AMEVIVE® for IV administration is supplied inbeither a
carton containing four administration dose packs, or in a
carton containing one administration dose pack. Each dose
pack contains one 7.5~mg single-use vial ofAMEVIVE®, one
10 mL single»use diluent via] (Sterile Water for Injection,
USP), one syringe, one 23 gauge, 3% inch winged infusion
set, and two 23 gauge, 1 ‘74 inch needles/The. NDC number
for the four administration dose pack *carton,.is,759627,-
020-01 The NDC number for the one administration dose
pack carton is 59627-020-02. _ . .. . .
AMEVIVE® for-IM administration is supplied in either a
cartoncontaining. four administration dose packs, or in a
carton containing one administration dose pack. Each dose
pack contains one 15-mg single-use vial ofAMEVIVE®, one
10 mL single-use‘diluent vial.(Sterile Water for-Injection,
USP), one syringe, and two 23 gauge, 1 M; inch needles. The

'NDC number for the four administration dose pack‘carton
is 59627-021-03. The NDC number for the one administra-
tion doseipack carton is 59627-021-04 " ‘ ‘ *
AMEVIVE9i5reconstituted-with 0.6 mL ‘of the 10 mL
single-use diluent. ' ‘ . > . r I . ‘ '
Storage ' j “ :. ' ’
The dose tray containing ’AMEVIV'EG’ (lyophilized powder)
should be stored at controlled room temperature (IS—30°C;
59—8691”). PROTECT FROM LIGHT. Retain in carton untiltime of use.
Rx only
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AVONEX® u . ; ,, - .. !. Bria-uuh-necksi
(Interferon ham-in}
IM injection

DESCRIPTION

AVONEX® (Interferon beta-Ia) is a 166 amino acid glyco-
protein with a predicted molecular weight of approximately

 
22,500 daltons. It is produced by recombinant DNA technol-
ogy using genetically engineered Chinese Hamster Ovary
cells into which the human interferon beta gene has been
introduced. The amino acidsequence ofAVONEX® is iden-
tical to that of natural human interferon beta.
Using the World Health Organization (WHO) natural inter-
feron beta standard, Second International Standard for In-
terferon, Human Fibroblast (Gb»23-902-531), AVONEX®
has a specific activity of approm'mately 200 million interna-
tional units (IU) of antiviral activity per mg of Interferon
beta-la determined specifically by an in vitru cytopathic ef-
fect bioassay using lung carcinoma cells (A549) and Enceph-
alomyocarditis virus (ECM). AVONEX® 30 mcg contains ap-
prom'mately 6 million IU of antiviral activity using this
method. The activity against other standards is not known.
Comparison of the activity of AVONEX® with other Inter~
feron betas is not appropriate, because of differences in the
reference standards and assays used to measure activity.
30 mcg hycphilized Powder Vial .
A vial ofAVONEX® is formulated as a sterile, white to olf-
white lyophilized powder for intramuscular injection alter
reconstitution with supplied diluent (Sterile Water for In-
jection, USP). Each vial of reconstituted AVONEX® con-
tains 30 mcg of Interferon beta-1a; 15 mg Albumin (Hu-
man), USP; 5.8 mg Sodium Chloride, USP; 5.7 mg Dibasic
Sodium Phosphate, USP; and 1.2 mg Monobasic Sodium
Phosphate, USP, in 1.0 mL at a pH of approximately 7.3.
30 mcg Prefiiled Sm'nge , . -
A prefilied syringe of AVONEX® is formulated as a sterile
liquid for intramuscular injection. Each 0.5 mL' (30 mcg
dose) of AVONEX® in a pr‘efilled glass syringe contains
30 mcg of Interferon beta-1a, 0.79 mg SodiumAcetate Tri-
hydrate, USP; 0.25 mg Glacial Acetic Acid, USP; 15.8 mg
Arginine Hydrochloride, USP; and 0.025 mg Polysorbate 20

‘in'Water for Injection, USP, at a pH of approximately 4.8.
CLINICAL PHARMACOLOGY ‘

General ‘ ’ _ _ ’ ' _, ,.
Interferons are a family of naturallyroccuri'ing proteinsand
glycoproteins'th'at are produced byeukaryritic cells in re-
sponse to viral infection and other biological inducers. In-
terferon beta, one memberpf this family, is produéed by 'var-
ious cell types including fibroblastslan'd 'macroph,ages.
Natural interferon beta and Interferon beta~1a are‘ 'giycosyl-
'ated, with each containing a single'N-linked complex carbo-
hydrate moiety. Glycosylation of other pioteins is known: to
affect theirvstability, activity, aggregation, biodistributiOn,
and’half-life in blood. HoWever, the‘eifects ofglycosylation of
interferon beta on these properties'klhave‘ not been fullydefined. ' ' ' "' i ‘

Biologic Activities . . . ‘ _ , ,
Interferons are 'cy'tokines that mediate antiviral, antiprolif-
erative and immunomodulatory activities in response to vi-
ral infection and other biological inducers. Three major in-
terferons have been distinguished: alpha, beta, and‘gamma.
Interferons alpha and beta form the Type I class of interfer-
ons, and interferon gamma is a Type II interferon. These
interferons have overlapping but clearly distinct biologicalactivities. '

Interferon beta exerts its biological eflects by binding to spe-
cific receptors on the surface ofhuman cells. This binding
initiates a complex cascade of intracellular events that
leads to the expression of npmerous interferon-induced gene
products and markers. These include 2’, 5'-oligoadenylate
synthetase, (32-microglobulin, and neopterin. These prod-ucts have been measured in the serum and cellular frac-
tions .of blood collected from patients treated withAVONEX®.

The specific interferon-induced proteins and mechanisms by
whichAVONEX® exerts its effects in multiple sclerosis have
not been fully defined. Clinical studies conducted in multi-
ple sclerosis patients showed that interleukin 10 (IL—10)1ev-
els in cerebrospinal fluid were increased in patients treated
with AVONEX® compared to placebo. Serum IL-IO levels
were increased 48 hoursafier intramuscular (1M) injection
of AVONEX® and remained elevated for I week. However,
no relationship has been establishEd betwcmr absolute lev-
els of IL-10 and clinical outcome in multiple sclerosis.Pharmacokineticx

Pharmacoklnetics ul‘ AVONEX® in multiple sclerosis pa-
tients have not been evaluated. The plmrmumklneticand
pharmacodynamic profiles ofAVONEX® in healthy subjects
following doses of 30 meg through 75 mcg have been inves-
tigated. Serum levels of AVONEX® as measured by antivi-
ral activity are slightly above detectablelimits following a
30 mcg IM dose. and increase with higher doses. .
Ali/er an IM dose, serum levels ofAVONEX®typically peakbetween 3 and 15 home and then decline at a rate consis-
tent with a 10 hour‘elimination half-life. Serum levels of
AVONEX® maybe sustained after IM administration due to
prolonged absorption from the IM site. Systemic exposure,
as determined by AUC and Cm“, values, is greater following
IlVI than subcutaneous (SC) administration.
Subcutaneous administration Of AVONEX® should not be
substituted for intramuscular administration. Subcutane~
one and inlramuscular administration have been observed
to bm'c- nun-equivalent pharmacokinetic and [ihnrmacody—
namic parameters following administration to healthyvolunteers. ' '

Biological response markers (e.g., neopterin and [32-micro~
globulin) are induced by AVONEX® following parenteral
doses of 15 rucg through 75 meg in healthy subjects and

Continued on next page
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treated patients'Biological response marker levels increase
within 12 hours ofdosing and remain elevated for at least 4
days. Peak biological response marker levels are typically
observed 48 hours after dosing. The relationship of serum
AVONEX® levels or levels of these induced biological re-
sponse markers to the mechanisms by which AVONEX® ex-
erts its efl‘ects in multiplesclorusin is unknown.Clinical Studies
—The clinical efi‘ects ofAVONEX®1n multiple sclerosis were
studied in two randomized, multicenter, double-blind,
placebo-controlled studies in patients with multiple sclero-
sis.” Safety and efiicacy of'treatment with AVONEX® be—
yond 3 years is not known.
In‘ Study 1, 301 patients received either' 30 mcg of
AVONEX® (n=158) or placebo (n=143) by 1M injection once
weekly. Patients were enteredjinto the trial over a 2V2 year
period, received injections for up to 2 years, and continued
to befollowed until study completion. ’l\v0 hundred eighty-
two patients completed 1 year on study, and 172 patients
completed 2 years on study There were 144 patients treated
with AVONEX®. for more than 1 year, 115 patients for more
than 18 months and 82 patients for 2 years.
'All patients had a definite diagnosis of multiple sclerosis of
at least 1 year duration and had at least 2 exacerbations in
the 3 years prior to study entry (or 1 per year if the duration
of disease was less than 3 years). At entry, study partici-
pants were without exacerbation during the prior 2 months
and had Kurtzke Expanded Disability Status Scale (EDSS?)
scores ranging from 1.0 to 3.5.‘ Patients with chronicpré-
gressive multiple sclerosis were excluded from this study.
The primary outcome assessment was time to progression
in disability, measured as an increase in the EDSS score of
at least 1.0 point that was sustained for at least 6 months.' A11mcrease in EDSS score reflects accumulation ofdisabil- .
ity. This endpoint was used to ensure that progression ru-
flectod permanent increasein disability mthur lhnri 11 min
sient sll‘ocl. due to an exacerbation; .
Secondary outcomes included exacerbation frequency andresults of_ magnetic resonance imaging (MRI) scans includ
ing' gadolinium (Gdl-onhnncnd lesion number'- and. volume
and T2-weighted {proton density) lesion volume. Additional
secondary endpulnts included 2 upper limb (tastedLn botharms) and fl lowin- Iimli function tests .
Twenty-three ofthe 301. patients (3%,! discontinued treat-
ment prematuroly. (if these, 1 patient treated with placebo ,(1%) and 6 patients treated with AVONEX® {4%) discontin-
ued treatment due to adverse events. Thirteen of these 23 .
patients remained on study and were evaluated for clinical '
endpoints.
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Time to onset of'suatained progression in'disahillty was sig-
niflcantly Iongrir in patientstreated with AVONEX® than In
patients rocoi‘rlog placebo in= 11.02]. The Kaplnn- Meier
plots of Lhasa data are presentedIn Figure l.I'['_lIo_K11plmI-
Meier estimate of the percentage of patient: progressing by
the end of 2 years was 34.9% for pia‘cebo-treittod patinas
and 21.9% for AVONEX® trt-nted patients, indicating a
slowing of the disease profess. This reprnsnnts a STE-rela-
tive reduction in the risk of occmnnlating Iiisnhilitjf in the

AVONF‘Cmiu-eatod group compared to the placebomatedgroup
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Confirmed Change from Baseline EDSS

The distribution of confirmed EDSS change fi'om study en-
try (baseline) to the end of the study is shown in Figure 2.
There was a statistically significant difference between
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'l . , :Table L :1 .I . I . .

~I. I "' Clinical and MRI Endpoints'1nStudy 1 ..1 r- '.."1. ' '
Endpoint . I n . Placebo -. fit: I AVQNEX®
REMEMEIE“ .-. -
Time to sustained progression
in disability (N: 143, 158)1
Percentage of patients progressing

‘ in disability at 2 years
(Kaplan-Meier estimate} ..
SECONDARY ENDEHNTS:DISABILITY .
.Mean confirmed change in EDSS 1 4* I

from'study entry to III-Id Iol'study - - ‘ '.(N.136,_150)l 11.20 - . -. . .
EXACERBATIONE: ' I-
Numberpf exacerbIILions in subset
completing 2 years (N: 37. 35,1

' 0 . 26% 38%
1 30%.. . 31%
2 11% .w . ..;=18% .

, 3 [4% ‘ ' - 7%
{- 24 , 18% 7%
Percentage of patients exacerbation- ' _. I'
free in subset completing 2 years .
(N: 87,-85) 26% 38%Annual exacerbation rate
(N:'143, 158)1 0.82 0.67
m
Number of_Gd-en.hanc'cd lesions: , .
At study entry (N: 132. 141] ..

' , Mean (Median) 2.3 (1.0) 3.3 (1.0!
Range .- 0-23 0-56

Year 1 (N: 123, 134) , ; c . v .
Mean (Median) ‘ I 1.6 (0) , .r w 1.010}
Range . 0~22 1 ; g . 0‘28 '

Year 2 (N: 82, 83) . -
‘ Mean (Marlins) 1.6 (0) 0.810}

Range 0-34 0—13T2 lesion volume:
Percentage clinngii from study
entry to Your 1 (N: 113, 123} ." Median " ' 41.3% 43.1%
Percentage nbnngu from study
entry to Year 2 (N: 53,131)

Median 45.5% -13.'3.% 

Note: (N:, ) denote; the number of evaluable placebo and AVONEX® patients, respectiunly.
lPatient data includedIn this analysis represent variable periods of time on study.
.zAnolyzed by Mantel-Cox (logronk) test: .:
3Analyzed by Mann-Whitney rank-sumtest.
4Analyzed by Cochi'an-Malitel-HaenszniJust.
5Analyzedby likelihoodratia test.

 
treatment groups in confirmed change for patients with at
least 2 scheduled visits (136 placebo-treated and 150
AVONEX®-treated patients; p = 0.006; see Table ,1), _ ~.
The rate and frequency of exacerbations were determined V
as'secondary outcomes] Forr all patients included in the
study, irrespectiveof time on study, the annual exacerbation
rate was 0.67‘per year in' the AVONEX®-treated group‘ and
0.82 per year in the placebo-treated group (p .= 0.04). ‘ 4 1‘
AVONEX® treatment significantly decreased the frequency
of exaceibations1n the subset of patients who were enrolled
in the study for at least 2 years (87 place 0--treated patientst . 
.Gd-enhanced and TZ-weightedI- (proton density) MRI scans

- of the brain wereobtainedIn most patients at baseline and

down of the blood brain. barrier thought to be secondary to
inflammation. Patients ated with AVONEX®demon-
strated significantly lowe Gd-enhauced lesion number af-
ter 1 and 2 years of treatment (p < 005; seeTable 1). Thevolume of Gd-enhanced lesions was also analyzed, and
showed similar treatment effects (p 003). Percentage
changein T2-weighted lesion volume from study entry to
Year 1 was significantly lowerIn AVONEX®treated than

 

placebdtreated patients (p: 0.02). A significant difference .
in T2--weighted lesion volume changewas notseen betweenstudy entry and Year 2. :4
The exact relationship between MRI findingsand the clihi-'
cal status of patients is unknown. The prog‘dosticsignifi-
cance of MRI findings in these studies has not been
evaluated. ' '

Of the limb function tests, only 1 demonstrated astatisti- ,cally significant difi‘eience between treatment groups-(fa-
von'ng AVONEX®). A summary of the eflects of AVONEX®

on the clinical and MRI endpoints of this studyis presentedin Table 1. , , . , , I
[See table 1 above] ' - ‘ ‘I’

In Study 2, 383 patients who had recently experienced an
isolated demyelinating event involving the optic nerve spi-
nal cord, or brainstem/cerebellmn, and who had lesions typ-
iCal of multiple sclerosis on brain MRI, receive‘d'either
30 mcg AVONEX® (n = 193) or placebo (11 = 190) by IM in-
jection once weekly. All patients received intravenous ste-
roid treatment for the initiating clinical exacerbation.~‘Pa-
tients were enrolled into the study over a two-year period
and followed for up to three years or until they developed a
second clinical exacerbation in an anatomically distinct re-
gion of the central nervous system.’ Sixteen percent of sub-

, to slow the accumulationof physical disability and dpqi'fiI 
 

jects on AVONEX® and 14% of subjects on placebo withdmfi
from the study_for a reason other than the developmonl‘cof a
second exacerbation; , - 1 '
The primary outcomemeasure was time to developmmiillife I
secondexacerbation1n 'an anatomically distinct regionor ithe central nervous system. Secondary outcomes were brain
MRI measures, including the cumulativeincrnosn in the
‘number of new or enlarging T2 lesions, T2 lsaiori \i'olunie
compared to baseline at 18 months, and the number :1erenhancing lesions at 6 months. -' I - ' “
Time. to development ofa “second: exacerbationwas signifi
cantly delayedin patientstreated with AVONEX® com-
pared to' placebo (11: 0.002)‘. The Kapla’u—Meier 'estimatesof
the percentage of patients' developing an‘ exacerbation-within 24. monthswere 38.6% in the placebo groupla'nd
21.1%in the AVONEX®. group(Figure 3). The relative rate

 

I .of developinga' second exacerbation1n the AVONEX® gTQUP‘

was 056 of the rate in the placebo group (95% confidence IIIinterval 0.38 to 081) The brain MRI findings are dahcribed IJinTa‘bleZ. ;, ..I a." i. ‘ I'IIi-_'
[See figure 3 at top 'of next page] ‘I
[See table 2 on next page] . .41

INDICATIONS AND USAGE"
AVONEX® (Interferon beta—1a)is indicated for the .,
ment of patients withrelapsing forms of multiple sch: .

m: it _.'
  

 
 

 
 

the frequency of clinical exacerbations. Patients with
tiple sclerosis1n whom efficacy has been demonsti’Intna,‘
cludepatients who have experienced a first. clinical01:
and have MRI features consistent .with multiple sclI'I
Safety and efficacyin patientswithchronic progressive“1
tiple Sclerosis have not been established.’ I . . . .

..I- J-.1. -

CONTRAINDICATIONS 7,,,U »» IUL.
AVONEX®1s contraindicated In patients with a histfll’i'. of
hypersensitivity.0 natural or recombinant interferon Wor any other component of theformulation ' ’
The lyophilized vial formulation ofAVONEX®1s mnudtu
dicatedin patients with ahistory of hypersensitivity VI “.1.bumin (human) <I -c . I. in.

WARNINGS , , i .Depression and Suicide 1' ' - “' - '.
AVONEX® should be used with caution1n patients with
pression or other mood disorders, conditions that a '
man with multiple sclerosis. Depression and- suicidu {We J -
been reported to occur with increased frequencyIn pout”
receiving interferon compounds, including-AVONEX® l7“
tients treated with AVONEX® should be advised to I'IIP‘th
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pRODUCT INFORMATION/_ .

.mmgdiately any symptoms of depression and/or suicidal
idention to their prescribing physicians. If a patient devel-
l 5 depression or other severe psychiatric symptoms; cessa-
film ovaNEX® therapy should be considered. In Study 2,
AVoNEx®—treated patients were more likely to experience
depression than placebo-treated patients. An equal inci-
deuce of depression was seen in the placebo-treated and
AvoNEX®-treated patients in Study 1. Additionally, there
have been post-marketing reports of depression, suicidal
idention and/0r development ofunew or worsening of pre:
existing ‘other psychiatric disorders, including psychosis.
Some of these patients improved upon cessation of
AVONEX® dosing. . . . , - .
Anaphyiaxis . . L. . ',
Anaphylaxis has been reported as a rare complication of
AVONEX®I use. Other allergic reactions have included
dyspnea, orolingual edema, skin rash andurticariaisee AD-
VERSE REACTIONS).' ' ' '
Decreased Peripheral Blood Cdums
Decreased peripheral blood counts'in all cell lines, including
rare pancytopenin Iind thrombocytopeniu, have been re-
ported from post-marketing experience (see ADVERSE RE-
AcTIONS). Some cases of thrombocytopenia have'had na-
dirs below 10,000/pL. Some cases reactor with rechallenge
(sec ADVERSEIREACTIONSJ. Patients should be moni-mred for signs of these disorders {see Precautions: Labora-’
tory Tests"):
Albumianumani ,. . .
The lyopidiized vial ofAVONEX® contains albumin. e de-
rivative of human blood. Based on eflective donor screening
and product manufacturing processes, it.c'ar'ries an ex-.
tremely, remote risk for transmission ofv‘iral diseases. Athes _
oretical nskfor transmission of Creutzfeldt:Jakob disease
(am) also is considered extremely remote. No, cases of
transmission of viral diseases or CJD have been identifiedfor albumin. The prefilled syringe of AVONEX®‘-fdoes‘not
contain albumin. . - y-v | , '.
PRECAUTIONS
seizures

Caution should be exercised when administering AV 0N FILE
to patients with pre-existi‘ng seiiui‘e disorders. In the‘ two
placebo-controlled‘studie's in multiple sclerosis-:4 patients
receiving AVONEX® experiencedtseizures,-_while no seiJ
zures occurred in the placebo, group; Three of‘these_4 pa"-,
tients had no prior history of seizure (seeADVERSE REAC;
TIONS). It is notknown whether these eventswere related
to the effects ofmultiple sclerosis alone, to AVONEX®, or to
n COlllblnathDIQf both._ The effect of AVQNEX® administrai
tion on the medical. management of patients with seizuredisorder is unknown.

Cardiomyopathy and Congestive Heart Failure
Patients with cardiac disease, such-asangin'a, congestive
heart failure, or arrhythmia, should be‘closelymonitored for
worsening of their'clinical'conditiori during initiation and
Continued treatment'with AVONEX®. WhilerAVONEX®
does not have any knowndirect-acting cardiac toxicity,.dur-
ing thepost-marketing period infrequent cases of congestive
heart failu’re, cardiomyopathy, and cardiomyopathy.:with
Congestive heart failure have, Been.reporte'd in patients
Without known predisposition to these events, and 'without
other known etiologies beingiestablishedf In rare cases,
these eventsghave been temporally related'to the adminis‘:
tratiOn ofAVONEX®. Income of theseinstances recurrence
upon rechallenge,vv'as observed.
Autoimmune Disd’r‘der's'v'.

Autoimmune disorders ‘of multiple target organs have been
reported post-marketing including idiopathic thrombocyto-
penis, hyper- and hypothyroidiSm, arid rare cases of auto-
1mmune hepatitis have’ also been reported. Patients should
be monitored for signs of these disorders (see Precautidns:
Laboratory 'Ilests) and appropriate treatment implemented
when observed.
Hapatic Injury
HEpatic injury including elevated serum hepatic enzyme
levels and hepatitis, some of which have been severe, has
con reported post—marketing. In some patients a recur,-

rence of elevated serum. levels of hepaticenzymes has
0CCurred upon AVONEX® rechallenge, In some cases, these
“EMS have occurredlin the presence of other drugs that

a“? 'been associated with hepatic injury. The potential of
additive eflects from multiple drugs or- other hepatotoxic
agents (as, alcohol) has, not been'determined. Patients
Should be monitored for signs of hepatic injury (see Precau-
AV ihLahoratory Tesla) and caution exercised when

OM‘JX® is used crim-Iunitantly with other Lll'llflfl nsnuui-
filed with hepatic injury. '
mmmation to Patients. Patients should be instructed lo I'l'llfl the Mun-axe;

giedlcation Guide supplied to them. Patients should be cau—
baled not to change the dosage or the schedule ui'odminis-.10“ Without medical consultation.

15116.an Should be informed of the most serious isce WARN-
WithS) and the most common adverse events associated
ci A)I’O'NEXQ) administration, including symptoms asso-

ited With flu syndrome (see ADVERSE REACTIONS).
5,leOnis of flu syndrome are most prominent at the initi-
ré‘m of therapy and decrease in frt-Bquency with continued

a“flout, Concurrent use of analgesics and/or. antipyretics
mal’ help ameliorate flu-like symptoms on treatment days.
Silents should be cautioned to report depression or sui~'dal ldeation (see WARNINGS).

’3-i
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PercentageofPatients WithasecondExacerbation. 

,. :. 7'“ _ V OnsetofSecondExacerbation byTimconStudy
~ ' '- (Kaplan-Meier Methodology).- ‘ . .. . :.
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Table 2 '» uzr‘ "
. ‘ Hrnin MRI Data According to_ Treatment Group .

,. .. f3; ,1 . “f1 : , , V 'AVO'NExc- Placebo

CHAN:GE_I_N'T2‘VOLIHVIE (3-1;) Morons: ’ 1'.“ ’ ' N = no N = 199 .
Azctual‘Chantgne (mmSP‘ ‘ ., . ' ' ' A. "

. Medi 1:25 %. 75‘1"}?! 290576, 357) 313 (5, 1140}
“Percentage Change“ ‘

' Median (25%, 75%) 1 (-24; 29) 16 (o, 53) FNUMBER OF NEW OR ENLARgiNC. ‘ s N = 132 N =~119.4. .- . . ...._ _, , , ,
T2 LESIONS @ 18 N “m . N “‘1'
.10.. "-s‘, i, . [iii-ill 112GB}

1—3 4] {3]} 4? Nil}
34,, n... .:,. . ., . . » 251 :22) so (-12»
,‘Mean (sop: . H g .. , . , 2,13 :3.19) 4.97 (7,71)
NUMBEnorGD-ENHANCING, kw N = 165 ,. _ g , .‘N ‘= 1.52 ‘
LESIONS @ 6 MONTHS_2*‘ - - ' N (%) N (‘70) . '-':'

0 »-‘c£ I "u ’ ’ '3 1 . 115 (70) 93 (61)
V 'i‘ ' 27 (16) 16 (.11)

” ' ‘- 23(14)‘: . 43 f‘ZB.)

..‘Meén"(S_D) ' 1.49 [3.14),
   

 
lBiwiliis <‘o.oo
2. value.<0.0 , . __ , , 1 .
*P value from Mann-Whitney rank-sum test

 
1‘~: ', -, 

Patients should be advised about the abortifacient potentiarl . ’
of AVONEX® (see_Pre.caut_ions‘: Pregnancy—Tei'ato‘genic
Effects). . H 7' ' .2 , A” ‘7‘ H
The prefilled syringe cap contains'dry natural rubber.
When a phyéiéialn,deadlinesthéflAVQNEm can bassesoutside of the physician‘s office, persons who will be admin-
istering AVONEX® should receive instruction in reconstitu-
tion and injection, including the review :of the injection pro-
cedures. If a patient is to self-administer, the physical
ability of that patient to self-inject intramuscularly should
be assessed, The first injection should be performed under
the supervision of a qualified health: care professional. A
puncture-resistant container for disposal of needles and sy-
ringes should be used. Patients should be instructed in the
technique and importance of propersy’ringe and needle dis~
posal and be cautioned against reuse of these items.
Laboratory Tests . ,
In addition to those laboratory tests normally required for
monitoring patients with multiple sclerosis, complete blood
and differential white blood cell counts, platelet counts, and
blood chemistries, including liver function tests, are recom-
mended‘ during AVONEX® therapy (see WARNINGS: De-
creased Peripheral Blood Counts and PRECAUTIONS: Car~
diomyopathy and Congestive Heart Failure, and
Autoimmune. Disorders). During the. placebo-controlled
studies in multiple sclerosis, these tests were performed at
least every 6 months. There were no significant differences
between the placebo and AVONEX® groups in the incidence .
of liver enzyme elevation, leukopenia, 'or thrombocytopenia.
However, these are known to be dose-related laboratory ab-
normalities associated with the use of interferons. Patients
with myelosuppression may require more intensive moni-
toring of complete blood cell counts,’with difierential and
platelet counts. Thyroid function should be monitored peri-
odically. If patients have or develop symptoms of thyroid
dysfunction (hypo- or hyperthyroidism), thyroid function
tests should be performed according to standard medical
practice. ' '
Drug Interactions
No formal drug interaction studies have been conducted
with AVONEX®. In the placebosontrolled studies in multi-
ple sclerosis, corticosteroids or ACTH were administered for
treatment of'cxacerbations in some patients concurrently
receiving AVONEX®. In addition, some patients receiving
AVONEX® were also treated with anti-depressant therapy

  
 

 
 ”eventsfw'e're associated

. available in animals or humans.

 
0.87'(2.28) ' .‘

..,- '. ,.. _;..-  
.3

 

    therapy. Nounexpected adverse
_ . _ _‘ > ' s-e concomitant therapies“

Cdrcinogenesis, Muted _ nd'lmpairment‘of” Fertility
Carcinogenesis: No carcinogenicity data for AVONEX® are

‘nd/or oral contracepti
 

Mutagenesis: AVONEX® was not mutagenic-when, tested in
the Ames bacterial test and in an in vitro cytogen‘eticia‘ss’ay'
in human lymphocytes inthe presence and absence of mist-abolic activation: These assays are designed to detectagents
that interact directly with and cause damage to, cellular
DNA. AVONEX® is a glycosylated protein that does not di-
rectly bind to DNA. ' , ' ‘
Impairment of Fertility: No studies were condudted'to
evaluate the eflects of AVONEX® onfertility inmorrnal
women or women with multiple sclerosis: It is‘ notknoWn
whether AVONEX® can affect human reproductive capacity
Menstrual irregularities were observed in monkéys admin-
istered AVONEX® at a dose 100 times the recommended
weekly human dose (based upon a body Surface‘a‘reaI'com-
parison). Anovulation and decreased serum progesterone
levels were also noted transiently in some drunials._These
effects were reversible afier discontinuation of dru . j -,
Treatment of monkeys with AVONEX® at 2 times the rep-
ommended weekly human dose (based upon a body‘surface
area comparison) had ‘no‘ efl'éct's on . cycle duration _ or
ovulation. ' T ‘
The accuracy of extrapolating animal doses to human doses
is not known. In’the placebocontrolled studies in multiple
sclerosis, 5% of patients receiving placebo and 6% of pa;
tients receiving AVONEX® experienced menstrual disorder.’
If menstrual irregularities occur in humans, it is not'known
how long they will persist following treatment! ' , ‘
Pregnancy—Teratogenic Effects . , ' ’ ,
Pregnancy Category C: The reproductive toxicity! of
AVONEX® has not been studied in animals or humans. In
pregnant monkeys given AVONEX® at 100 times the recom-
mended weekly human dose (based upon a body surface
area comparison), no teratogenic or other adverse eifects'o'n
fetal development were observed, Abortifacieri‘t activity wasevident following 3 to 5 doses at‘this' levcli No 'abortifacient
eifects were observed in monkeys treated at 2 times the rec-
ommended weekly human dose (based upon a body surface
area comparison). Although no teratogenic eflectfs u'I-r . seen

 

 

Continued on next page
Consull 2' I! (:5 PUH‘hsunplemenis and luture editions for revisions



SUN - IPR2017-01929, Ex. 1033, p. 12 of 29

954/BIOGEN IDECI 

Avone‘x—Cont.

in these studies, it is not known if teratogeiiic effects would
be observed in humans. There are no adequate and well-
controlled studies with interferons in_pregnant women. If a
woman becomes pregnant or plans to become pregnant
while taking AVONEX®, she should be informed of the po-
tential hazards to the fetus, and discontinuation of
AVONEX® therapy should be considered.
Nursing Mothers
Itis not known whether AVONEX®lS excretedin human
'milk. Because of the potential of serious adverse reactions
in nursing infants, a decision should be made to either dis-
continue nursing or to discontinue AVONEX®.Pediatric Use

Safety and effectiveness ofAVONEX® in pediatric patients
below the, age of 18 years have, not been evaluated.Geriatric Use
Clinical studies of AVONEX® did not include suflicient
numbers of patients aged 65 and over to determine whether
they respond differently than younger patients.
ADVERSE REACTIONS
Depression, suicidal ideation, and new or worsening other
psychiatric disorders have been observed to be increased in
patients using interferon compounds including AVONEX®
(see WARNINGS: Depression and-Suicide). Anaphylaxis
and other allergic reactions have been reported in patients
using AVONEX® (see WARNINGS; Anaphylaxis). -De-
creased peripheral blood counts have been reported in pa-
tients using AVONEX® (see WARNINGS: Decreased Pe-
ripheral Blood Counts). Seizures, cardiovascular adverse
events, and autoimmune disorders also have been-reported
in association with the use ofAVONEX® (see Precautions).
The adverse reactions 'most commonly reported in patientsassociated with the use of AVONEX® were flu-like and
other symptoms occurring within‘hours to days following an
injection. Symptoms can include_I1nyalgia,IIfever, fatigue,
headaches, chills, nausea, and vomiting. Some patients
have experienced paresthesias, hypertonia and myasthenia.
The most frequently reported adverse reactions resultingin
clinical intervention (e.g., discontinuation of AVONEX®, or
the need for concomitant medication to treat an adverse re-
action symptom) were flu-like symptoms and depression.
Because clinical trials are conducted under widely varying
conditions, adverse reaction rates observed in the clinical
trials ofAVONEX® cannot be directly compared to rates in

clinical trials of other drugs and may not reflect the ratesobservedin practice
The data described below reflect exposure to AVONEX®In351 patients, including 319 patients exposed for 6 months,
and 288 patients exposed for greater? than one year in pla-
cebo-controlled, trials. The mean age of patients receiving
AVONEX® was 35 years, 74% were women and 89% were»
Caucasian. Patients received either 30 mcg AVONEX® or
placebo.

 

 

  
.. \.

Table 3 enumerates adverse events and selected laboratory
abnormalities that occurred at an incidence of at least 2%

[higher frequency in AVONEX®-treated subjects than was
‘iobservedin the placebo group. Reported adverse eventshave been classified using standard COSTART terms

[See table 3 below]
No AVONEX®-treated patients attempted suicidein the two
placebo--controlled studies. In Study 2, AVONEX®treated
patients were more likely to experience depression than
placebo-treated patients (20%in AVONEX® group vs. 13%in placebo group). The incidences of depressionin the pla-

‘cebo-treated and AVONEX®-treated patients in Study 1
were similar. In Study 1, suicidal tendency. was seen more
fi‘equently1n AVONEX®-treated patients (4% in AVONEX®

group vs. 1%in placebo group) (see WARNINGS).Seizures

Seizures have been reportedIn 4 of 351 AVONEX®-treated
patientsin the placebo--controlled studies, compared to none
in the placebo-treated patients (see Precautions: Seizures).
Post--Marketing Experience ,_ .
The following adverse events have been identified and re
ported during post-approval use ofAVONEX® New or wors-ening other psychiatric disorders, and anaphylaxis (see
WARNINGS) Autoimmune disorders including autoim-

mune hepatitis, idiopathic thrombocytopenia, hyper- and
hypothyroidism, and seizures in patientswithout prior his-tory (see Precautions).
Infrequent reports of congestive heart failure, caidiomyop-
athy, and cardinlnyopathy with congestive heart failurewith riiru raises'bcing temporally related to LIII1 administra-

:tion of AVONEX® (see Precautions. Cardiomyopathy and
Congestive Heart Failure).
Decreased peripheral blood counts in all cell lines, including
rare pancytopenia and thrombocytopenia (see WARNINGS:
Decreased Peripheral Blood Counts). Some cases of throma
bocytopenia have had nadirs below 10,000/11L. Somebf
these cases reoccur upon rechallenge. '
Hepatic injury including elevated serum hepatic enzyme
levels and hepatitis, some of which have benn soverofhas
been reported post-marketing (see Precautions: Hepatic
Injury)
Meno- and metrorrhagia, rash {including vesicular 11111111
rare caSes of injection site abscess or cellulitis that may re-
quire surgical intervention have also been reportedin post-marketing experience. ,
Because reports of these reactions are voluntary and the
populationis of an uncertain size, itis not always possible
to reliably estimate the fiequency of the event or establish a
causal relationship to drug exposure.
Adverse Reactions Associated with Subcutaneous Use
AVONEX® has also been evaluatedin 290 patients with dis-
eases other than multiple sclerosis, primarily chronic viral
hepatitis B and C, in which the doses studied ranged from

~15 -n1cg to 75 mcg,~given SC, 3 times a week, for-up to 6
months. Inflammation at the site of the subCutaneous injec-
tion was observed in 52% of treated patients in these stud:

 

I Table 3-

Adverse Events and Selected Laboratory Abnormalitiesin the Placebo-Controlled Studies
I, ,7 I Placebo AVONEX® ,

Adverse Event ” WI: 333] ,(N I=I 351) I‘

Body as a Whole ' ‘ . ‘I I IHeadache ) ‘ 559(— 58%

Flu—like symptoms (otherwise unspecified)" 39% 49%' 'Pain 2] '1: 23%
" Asthenia 18'} 24%
I Fever 9'5- 20%
Chills 5% 19%

, Abdominal pain ' ‘ r 6% 8%
Injection site pain 6% 8%

I Infection 4% 7%
Injection site inflammation 2% 6%
Chest pai r1 . I2% 5%
Injection site reaction ,I ' I1% 3%

7 Toothache ' ' ‘ , . " 1% 3%
Nervous System ' ‘ .. ‘

Depression ‘I ' ' , 14% 18%
Dizziness ' ' ' ‘~ 12% , 14%

Respiratory System ‘I I .
Upper respiratory tract infection 12% I 14%Sinusitis ' I 12% 14% ‘ I I
Bronchitis ' 5% ' *I I 8%

Digestive System . . ' ‘ ”‘I‘ ‘
Nausea , I. .‘ l ‘ 19% ' 23%

Musculoskeletal System” " ‘ f ‘ ’l’ ‘I I l ' I I ' .
IMyalg-ia - j l‘ - , .' 22% , 29%
'Arthralgia ‘ - ., ‘ ‘ ‘ 6% 11%

Urogenital ,I 1 I ' f ; l . . - ,
Urinary tract infection I 4‘ " I . I' .‘ , ‘ ‘1‘ 15% . 17%
Urine constituents abnormal I' “‘ ‘ 0% ' I ' ll . 3% “,I'

Skin and Appendages ' ' > ' ‘ ' ‘
Alopecia I‘ 2% , ‘ 4%

Special Senses ‘ ‘I ‘ ‘ I
Eye disorder . 2% 4%

Hemic and Lyinphatic System ' II
Injection site ecchymosis I ‘l I ‘4% ' . ' , 6%Anemia 1% ‘ 4%

Cardiovasdular.,System ' ‘ l ‘ I , , .
- Migraine ' ‘ " _ 3% ' ‘ 5%

Vasodilation ‘ 0% ' " l 2%
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iesI Subcutaneous injections were also associated with {HIE
following local reactions: injection site necrosis, 111113110“site atrophy, injection site edema and injection site lien“,r
rhage. None of the above was observedin the multIipln scle.
rosis patients participating in Study 1. Injection site edema-
and injection 'site hemorrhage were observed in mulIuIme'
sclerosis patients participatingin Study2. .ilmmunogenicity . .1 '

Aswith all therapeutic proteins, thereis a potential lfli‘im
munogenicity. In recent studies assessing immunogenicily-
in multiple sclerosis patients administered AVONEX® f0; at
least 1 year, 5% (21 of 390 patients) shoWed the presence of
neutralizing antibodies at one or more times. The clinical

significance of neutralizing antibodies to AVONEX® 1; \lnknown. .

These data reflect the percentage of patients whose teat, re
sults were considered positive for antibodies to AVONEX®
using a two-tiered assay (ELISA binding assay followed by
an antiviral cytopatbic efiect assay), and are higth depen_
dent on the sensitivity and specificity of the assay Addition:
ally, the observed incidence of neutralizrng activityin an as.

handling, timing of sample collection, concomitantmedica
tions, and underlying disease. For these reasons, compari
son of the incidence ofantibodies to AVONEX® with the'In
Cidence of antibodies to other products may bemisleading
Anaphylaxis has been reported as a rare complication of
AVONEX® use. Other allergic reactions have included

dyspnea, orolingual edema, skin rash and urticaria (teeWARN NGIS: AnaphylanIIa).
DRUG ABUSE AND DEPENDENCE
Therers no evidence that abuse or dependence occurs with

AVONEX® therapy. However. the risk of dependence haIsnot been systematically evaluated - '

evennoslics, .
Safety of doses higher than 60 mcg once a week hflVflInot
been adequately evaluated. The maximumamaunt of
AVONEX® that can be safely administered hl'lil not been
determined. II
DOSAGE AND ADMINISTRATION

The recommended dosage ofAVONEX® (Interferon heLIIII- IIIIIIis 30mcg injected intramuscularly once aweek.
AVONEX®'is intended for use under the guidance and e112
pervision of a physician. Patients may self—-inject only if
their physician determines that it’ is'appro’priatennd with '
medical follow-u , as necessary, afier proper training in in-
Itra'm‘Iuscular injection technique. Sites for injection include
the thigh or 'upper arm (see Medication Guide).
Reconstitution of AVONEX® Vials 7‘ ' "' '
Use appropriate aseptic tec‘hnic’lue'duri'ng the preparation of '
AVONEX®. To reconstitute lyophilized AVONEX®, 'use a '
sterile syringe andMICRO-PIN®to inject 1.1 mL of the .
supplied diluent, Sterile Waterfor Injection, USP, into the
AVONEX® vial. Gently swirl the vial of AVONEX® to dis-
solve the drug completely. DO NOT SHAKE. The reconsti-
tuted solution should be clear to slightly’yellow without par-
ticles. Inspect the reconstituted product visually prior to
use. Discard the‘product itit contains particulate matter or
is distolored. Each vial 'of reconstituted solution contains
30 meg/1.0 mIS Interferon beta-1a. '
Withdraw 1.0 mL‘of reconstituted solution from the vial into
a sterile syringe. Replace the cover on theMICRO PTN®
and attach the sterile 23 gauge, 1% inch needle and 111180}
the solution intramuscularly. The AVONEX® and diluent VI
als are for. single--use only; unused portions should, be
discarded.‘
Using Avonex® Prefilled Smges
The AVONEX® prefllled syringe should be held updEhl
(rubber cap faces up). Remove the protective cover by turn
ing and gently pulling the rubber cap in a clockwise 1110110n
Attach the 23 gauge, 1% inch needle and inject the solution

intramuscularly. The AVONEX® prefllled syringe in forsingle-use only.
HOW SUPPLIED'

30 mcg Ly'ophilized Powder Vial
Avial ofAVONEX®is supplied as a Iyophilized powrlarill fl
single-use vial containing 33 mcg (6. 6 million IU) of inter-
feron beta-1a; 16. 5 mg Albumin (Human), USP, 6-1- 111::5°"
diuni Chloride, USP, 6. 3 mg Dihasic Sodium PhnEIIIIlfllIe
USP; and 1. 3 mg Monobasic Sodium Phosphate, USP. InIlIld ‘5
preservative-free. Diluéntis suppliedin a single- use Vlfll
(Sterile Water for Injection, USP). ‘
AVONEX® lyopbilized vials are availableIn the fullwllllil
package configuration (NDC 5962700103): A package 9"."
taining four Administration Dose Pa'ckIs (each cuntIinI‘llllg
one vial of AVONEX® one 10 mL diluent vial, two fllflll‘l!
Wipes, one gauze pad, one 3 mL syringe, one MICRE.‘ WW9,
vial access pin, one 23 gauge, 1% inch needle. 11111! on? “ll:hesive bandage). -
30 mcg Prefilled Smnge
A prefilled syringe ofAVONEX®is supplied as a sturlli! llq'I
uid albumin-free formulation containing 30 mcg {if inlel'
feron beta-121,079 mg Sodium Acetate ’I‘rihydrata, USP!
0.25 mg Glacial Acetic Acid, USP; 15.8 mg Arginine Hydr";
chloride, USP; and 0.025 mg Polysorbate 20 in Water fnl‘lll'
jection, USP. Each prefilled glass syringe contains 0.5 llll’.for IM injection. .
AVONEX® prefilled syringes are availableIn the follu'fi‘lml
package configuration (NDC 59627-00205): A package‘9"
taining four Administration Dose Packs (each contfllfll..,,,
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, How. should I take AVONEX®} ,
To get the most benefit from this medicine, it is important ‘

 

seizures before. It is not known whether the seizures were
related to the effects of their MS, to AVONEX®, or to a
combination of both..If youhave a seizure while taking
AVONEX®, you should stop taking AVONEX® and call
your doctor right away. '

- Heart problemst—'While AVONEX® is not known to have
direct efl'ects on the heart: a few patients who did not have
a history of heart problems developed heart muscle prob-
lems or congestive heartfailure after taking AVONEX®.
Some of the symptoms of 'heart problenis are swollen
ankles, shortness of breath, decreased-ability to exercise,
fast heartbeat, tightness in chest, increased need to uri»
nate at night, and not being able to lay flat in bed. Ifyou

ing AVONEX®, you shouldcall your dpctor right away.For. more information on possible ' side effects with

sible side effects of AVONEX®ITI in this:Medication Guide.
What is AVONEX®? " = ,1 ,
AVONEX® is a form of a protein called b'eta interferon that
occurs naturally in the bbdyfi It is used. to treat relapsing
forms of multiple sclerosis. It will,not cure your MS but may

occurrence of some ofthe physical disability that is common
in people with MS. MS is a life-long disease that affects your
nervous system by destroying the protective covering (myo-
lin) that surrounds your nerve fibers. The way AVONEX®
works in MS is not known. I' . -
Who should not take AVONEX®? ' I
Do not take‘AVONEX® ifyouhave had an allergic reaction
(difficulty breathing, itching, flushingIor skin bumps spread
widelonvIer the body) to interferon beta."
Do not take the‘vial formulation ofAVONEX® if you have a
history of hypersensitivity to albumin (human).

ous medical problems, you should‘ tell your doctor beforetaking AVONEX®:
° Depression (sinking feeling or sadness), anxiety (feeling

uneasy or fearful for no reason), or trouble sleeping
' Problems with your thyroid gland ,
' Blood problems'such as bleeding hr bruising easily and

anemia (low red blood cells)lor lowiwhite blood cells
‘ Seizures (for example, epilepsy)
' Heart problems
- Liver disease , .
0 Are planning to become pregnant
You should tell yo‘prdoctor if you are taking any other pre-
scription 'or nonprescription medicines.lThis includes any
vitamin or mineralsupplements, or herbal products.
You should tell your doctor ifyou have had a natural rubber
sensitivity since‘ the AVONEX® prefilled syringeic'ap cori-
tains dry natural rubber, which may cause allergicreactions. ' " " ' ’

that you take AVONEX® exactly as your doctor tells you. '
AVONEX® is given by injection into the muscle (intramus:
cular injection) oncea week, on the same day (for example,
every Monday right before bedtime}; If you miss a dose, you
should take your next dose as soon'as you remember. You
should continue your'regular schedule the following week.
Do not take AVONEX® on tvvo consecutive days. Take only
the dose your doctor has prescribed for you. Do not change
your dose unless you are told to by your doctor. If you take
more than your prescribed dose, call your healthcare pro-
vider right away. Your doctor may want to monitor you more
closely. , ' ' . . .
You 'sbould always follow your doctor’s instructions and ad-
vice about how to take this medication. If your doctor feels

injections, then you arid/or the other person should be in-
structed by your doctdr or, other healthcare provider in how
to prepare and inject your dose ofAVONEX®. Do not try to
give yourself injections at home until you are sure that you
(or the person who Will be giving yodrthe injections) fully
understands and is comfortable with how to prepare and in-
ject the product. At the end of this guide there-ate detailed
instructions onihow to prepare and give yourself an injec-
tionofAVONEX® that will help remind you of the.l instruc-
tions from your doctor or h'ealtbcare provider. ’ _
Alvvays 'use a new} unopened AVONEX® vial or pr'efillsd sy-

‘ ~ rihge foreacli injection, NeVar rnu’se'th's‘vials or syringes.
'It'fi's important to k'e’ep younwork area, your 'hendofi'andyour injection site clean to minimize risk of infection. You
should'v‘vasheyour hands prioFtO handling the syringe. 5"
It is important thatiyou change your injection'site'e'achweek.

ritated, reddened, bruised, infected or scarred in any way.
Use the alcohol wipe to thorolighly clean the skin at the in-
jection site youhaven chosen.,_Using a circular motion, and
starting at the injection site and moving outward, clean the
injection site with an alcohol 'wipe. Let the skin area dry'-'
before you inject the AVONEX. ,_ __ ' ‘ - ’ ‘
AVONEX® comes in two different forms (a powder in a
single-use vialand a liquid.in.a-prefllled syringe). See the

. attached appendix for detailed‘instructions for preparing
and giving a dose of AVONEX®. These instructions are spe-

 
so P

e single'use syringe ofAVONEX® and one 23 gauge, Ill/4
lbs Pncb needIE): and a recloseable accessory pouch containing 4
[on ”icobol wipes: 4 gauze pads, and 4 adhesive bandages.
2?: Ztabalmwdew
Inn 30 meg onpbibzed Powder Vial .
Dis “315 ofAVONEX® must be stored in a 243°C (36~4fi°F) re: ~

frigerator. Should refrigeration be unavailable, vials of
AVONEX® can be stored at 25"C (77°F) for a period ofup to 1

in _ 30 days- DO NOT EXPOSE TO HIGH TEMPERATURES.
IIIi DO NOT FREEZE. Protect from light. Do not use beyond
,5; the expiration date stamped on‘ the vial. Following reconsti-
#:1' tution, it, is recommended the product be used as soon as
{m possible within 6 hours stored at Z—8°C (36—46°F). DO NOTun- FREEZE RECONSTITUTED AVONEX®.

. 301m Préfiflgl’fi—DE .
ro- AvoNEX® in,prefilled syringesmust bestored in a 2—8°C

{XQ (36—4551?) refrigerator. Once removed'from the'Irefcigei-aItor,
l by AVONEX® in a prefilled syringe should be allowed to warm
Ien- 1:01.0qu temperature (about 30 minutes) and used Within 12
ion- huuifi- Do not useIexternal heat sources such as hot Water to
a". “Ehr'm‘ AVONEX® in a prefilled syringe. DO NOT EXPIOSE .

43],, TO_' HIGH TEMPERATURES;DO: NOT FREEZE. Protect
icaL film; )jghtuDo not use beyond the expiration date stamped -

m. on the SYHDge~ ' ' I .
iii" REFERENQES . . . .
{nib 1, Jacobs LD, et al. Intramuscular interferon beta 1:1.er
" "f - disease progression in relapsing multiple sclerosis _,AnnM Neural 1996;39(3):285—294.
'3“ 2, Jacobs LD, et a1. Intramuscular interferon, beta-1a initi-

ated during a first demyelinating event in multiple scle-
rosis. NEJM 2000;343:8,98~9045g ' , ,_ 7',

Villa 3. Kurtzke J'F. Rating ,neurologic impairment in multiple
has sclerosis: an expanded: disability status scale (EDSS).

Neurology 1_983;33:l44_4_—145__2.
hVONIE'XTEl' (Interferon bath-131

Manufactured by: l . .
not. -. BIOGEN, ma, '-

L fir. ' marge Ceihtur .. - - ,
”’“F‘ ' "swim 02142 osa ,

-_ _ Biogeu, Inc. All rightsmaorvod. .- I, (“II I
‘ rum-plasma ,:‘

4a] U,S;-_Pstant-.Pending . - L.
' _' 1610134! tissue date US$200“ '

in; Rarely ”7 - ' ' '
3n}. *Hii'm'anm is the lrirdemw'l: ofB. Bram! Medical In;
1 in- MEDICATION GUIDEIndia

‘tu

)u'ui Ill“ udnig' appendix \Vitb‘instructions for using AVONEX®
so a . . Prefilled Syringe or the AVONEX® vials] _
1315 ' Please read this guide carefully before you atorf. to use
r llll' _-4_YQNEX® ia-vuh‘neck'sl and each time your prescription is
dip I‘Efillz'id'since there may be new’information. The lufnirma-

nsti- lion in this guide does not take the place of talking with
pnrh' your doctor or bealthcare professional._ , ' I l)r to What is the most important-information I should know
31‘ a; about AVONEX®? ‘ -

.ains . u~AVONEX® will not cure multiple sclerosis (MS) but it bah ‘
been shown to decrease the number of flare-ups 'and slow

into the occurrence of some of the physical disability that is com-
‘INO 111611 in people 'with MS. AVONEX® can cause seribus side
ojoct elTECts, so before you start taking AVONEX®,l‘youfshoiuld
n. V}: talk with your doctor about the possiblel benefits of
i bl: AV0NEX® and its possible side effects to'decide if

{\VONEX® is right for you-Potential seriouslside effects
Includé; , , - ‘:‘u '.

ight 'IDepression—Some people treated with interférons, in—
,urm "Cluding AVONEX®, have become depressed (feeling sad, ,
tinn. f981mg low or feeling bad about oneself). Some people
)l-lul'l _ hliVe thought about killing themselves and a few have
I for ' Committed suicide. Depression is common in people with

MS. If you are noticeably sadder or feeling more hopeless,
yflu should tell a family member or friend right away and
call your doctor as soon as possible. You should tell the

_ dOCtor if you have ever had any mental illness, including
1:: 1i depression, and if youItako any medicines for depression.
3;: ' RlSK to pregnancy—Ilf you become pregnant while taking
:ll-Il'i AV0NEX®, you should stop using AVONEX® immedi-
nil is ately and call your doctor. AVONEX® may cause you to
vial 1059 Your baby (miscarry) or may cause harm to your on-

. 139“] child, You and. your doctor will need to decide
"I! , Wucuier the potential benefit of taking AVONEX® is

“IL: greater than the risks are to your unborn child.
ding ‘ Allergic reactions—Some paijents takingAVONEX® have
mg"; hadvsevere allergic reactions leading to difficulty breath» '
ill? mg- Allergic reactions can happen after your firstdose or
‘3 ml- may not happen until after you have taken AVONEX®
. ,many times. Less severe allergic reactions such as rash,

Itching, skin bumps or swelling- of the mouth and tongue
e “'1' can also happen. If you Lblnk you are having an allergic
ntEi“ agaglon, stop usingAVONEX® immediately and call youri . C' r. ‘ _ .

3;; ' glued problems—You may-have a drop in the levels of
yr In‘ mfect‘ion-fighting blood cells, red blood cells or cells that
3 mi: 11911) to form blood clots. If the drop in levels are severe,

\' . _.Lllr.‘,v' can lessen your ability to fight infections, make you‘
wing 'n'llk‘l tired or sluggish or cause you to bruise orI bleed easily.
an. '-'-:§.Illures——-Some patients have had seizures while taking

ibiug ‘ AVONEX®, including some patients who have never had ..  
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'cific'tovthe form of AVONEX® chosen for you by your7 healthcareprovider. -

develop these symptoms or any heart problems while tak- "

AVONEX®, please read the section on "What are the pos- ’

decrease the number of flare-ups of the disease and slow the .

If you have ever had any of the following conditions or seri- ‘

that you, or a family member or friend; may give you the ‘

Do not inject into an area of the body where the skin is ir- .,

What should I avoid while taking AVONEX®? . .
' Pregnancy—You should avoid becoming pregnant'while

taking AVONEX® until you have talked with your doctor.
. AVONEX® canrcause you to lose your baby (miscarry).
0 Breast-feeding—You should talk to your doctor if you are

breast-feeding an;infant. It is' not known if the interferon
in AVONEX® gets intp the breast milk, or if it could harm
yourlnursing babyfIIILI " , , " "V '

What are the possible side effects of AVONEX®? . ,
inn-urge, sI'yi'nptIpnis—IMost people who take AVONEX®

I have'flu—likesymptoms (fever, chills, sweating, muscle
if aches, and' tiredness) earlyduring the course of therapy.

' Usuaillfi'tbe‘sésymptohrs last for a day afier the injection.
'You may be able to manage these flu-like symptoms by
injecting your AVONEX® 'dose' at bedtime and taking
over-the-counter pain and fever reducers. For ‘rhany peo-
ple, these symptoms lessen or go away over time. Talk to
your doctor if these symptoms continue longer than the
first few months of therapy, or if they are' diflicult to

(mazna'gs'l'li "* x '“ - ' 3 ' 5 ‘0 Depression—Some patients taking interferons have be-
come severely depressed and/or anxious. If you feel sad or
hopeless you should tell a friend or-family" member right

trawayfiandmall‘your'doctor immediately. Your doctor or
.,, healthcareI provider may ask that you stop taking

AVONEX®, andlur may-recommend that you take a
“medication toILroat your depression, (See ”What is the

. ,most Irin'gpor’tant information I should know about
“Avowexor'l ' ’
3.. Blood problems-fin drop in the levels of White (infection-
i fighting) blood cells, red blood cells, or a part ofyour blood

.5 that helps tovfgrmblood clots (platelets)'can happen. If
.-this drop in blood levels is severe, it can lessen yourIabil-

.: ity to fightiinfections‘, make you fepl very tired or sluggish,
- or cause you Q bruise or bleedIeasily, Yourdoctor may

»I ask you to,_havII»_pei‘iodic bloodtests. (See f’lIlllhat is the
most important information I should knde. about

 

. TAvomexor'iII. , , . .. .
",Livgr‘problein __ ur liver function may be affected.
. Symptoms ,ofIthaInges in your liver include yellowing of

he §lnnIanIdI bites oftheeyes and easy bruising._
; ,hyr'oid problems—Some people taking;AVONEX®,,de-

velop changes in the function of their, thyroid: Symptoms
_;,»of these changesinclpde feeling cold'or hot all the’time, a

change in your weight (gain or loss) without a change in
your diet or amount of exercise you get; or feelingemotional. '

- Seizures—Some patients have had seizures while taking
AVONEX®, including patients who have never had sei-
zures before. It is not known whether the seizures were
related to the effects of their MS, to AVONEX®, or to a
combination of both. If you have a seizure while taking
AVONEX®, you should ’callI your doctor right away. (See
:”What is the most importaht information i should know.about AVONEX®?"l .,,. .

0 Heart problems—While AVONEX® is not known to have
. any direct efl'ects on the heart, a few patients who did not

iilfave‘a' history of heartipr‘ob lfirs.i'di-n'lelop'ed'he‘alr'tinfliscle
problems. or coiigéstive 'beart failur'é'i-'aftermtaking
AVONEX®. Some of the symptoms of heart problems are
swollen ankles, shortness of breath, decreased ability to
exercise, fast heartbeat, tightness in chest, increased need
to urinate at night, and not being able to lay flat in bed. If

- you develop theseisymptofiis or any heart problems while
taking AVONEX®;youA'should call your doctor right away.
(See "What is the most important information I should
know about AVONEX®?"l '

Ifyou get' any of the symptoms listed in this section or any
listed in the’section "What is the most important informa-
tion I should know about AVONEX®7", you should call your
doctor right away. Whether you experience any side effects
or not, you and your doctor should periodically discuss your
generalIbealth, Ygur'fin'ctor may want. to monitor you more
'closely or may ask you to have hln'nd loom more frequently.
QaneraladviceIIabout preacdpflbn medic-inns .
Med I es are sometimespreitriqu for purposes other [lienthose listed in '5 Medication Guide; This meditation has
been prescribed for your particular condition. Do not use it
for another condition or give this drug to anyone else. If you
have questions you'shuuld speakWitb your doctor or health-
:care professional. Yoilf'mnji'also' ask your doctor or pharma-
»cist for a copy of the information provided to them with the
product. ”

: Keep. this and all drugsIout of the reach of children.
This Medication Guide has been approved by the US. Food
and Drugndministrnrion. 1
Manufactured by: -.
Biogen, Inc. _
14 Cambridge Center . _' .
Cambridge, MA 02142 USA
©2004 Biogen, Inc. All rights reserved.1-800-4562255
1610181 iiu’Innuc dnteofil'dllfl'll

Medication Guide Appendll: Instructionslm:Preparing and
Giving a 0069 Wlllnm AVONEX® Prefilled Syrin_g_u
Storing AVONEX® Prefilled Syringes». _
AVONEX® in prefilled syringes should-begrefrigerated (36,—

"46“F or 2—8‘0). Once removed from the refrigerator",AVONEX® in a prefilled Syringe shouldbe allowed towarm
to room temperature (about 30 minutes) and used within 12
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Avonex—Cont.
. ,_ a ’ V i g , - ,~ .

hours. Do not use external heat sources such as‘hot water to
Warm'AVONEX®..in a prefilled syringe. Do‘not expose" to
high' temperatures: Do not freeze. Protect from light. ‘
How-do I prepare and inject a dose of AVONEX®7' .
Find a well lit, clean, flat work surface like a table‘ and col- ’
lent allthe suppliesfyou will need to give yourself or receive
an injectionITake one AVONEX® Administration Dose Pack
out of therefrigerator about 30 minutes before‘you plan‘on
injecting your dose to allow it to‘re'a'ch room temperature. A
room temperature solution is more comfortable to inject.
You' will need_the following supplies; I ‘
- single-use prefilled syringe_ A '
' sterile needle ‘ _’ .. _ 1".
",alcohol wipe ' ‘
', gauze pad. adhesive bandage . .
- a puncture resistant container for dispose“. of used syrin-

ges and needles ’ V
' 1 syringe diagram card
Preparing the AVONEX® prefilled syringe
It is important to'keep your work area, your han-
your injection site clean to minimize risk of info
should wash your hands prior to Im ndling the
1. Check the expiration date. 'i‘lu» [-Spir‘ilil-n r1.i - printed

on the AVONEX® prefilled syringe, syringe puckaga and
the carton. Do not use if the medication ie expired.

2. Check the contents of the syringe. The solution in the sy-
ringe should be'cle'ar and colorless. If the solution is col-
ored or cloudy, do not use the syriiige. Get a new syringe.

3. Hold‘the' syringe so the rubber cap is facing down. Take
the card with the drawing of the syringe and hold it next
to the real syringe so the drawing and the real syringe

- are sidelby-side. Check to make sure the amount'of liquid
' ’ in'the syringe is the same or very close to the 0.5 rnL-ar-

row shown on the card with the drawing of the prefilled
syringe. The top of the liquid may be’curyed as shown in
the drawing. The '0.5 mL'arrow should point near the
middle of: the 'curved liquid.’ If the real syringe does nothave the‘corréct amount of liquid, DO NOT USE THAT

‘ SYRINGE. Call your pharmacist. '
4. Hold the AVONEX® prefilled syringe upright. (rubber cap

facing up).'. i .

 4"

s, and
n You

r in gr.
  
  

 
5. Remove the prdtectiveAifiubber cap by turiiing and gently
. pulling the cap in‘a clockwisemotion; ‘ ‘f,'.‘-(.'. 41“?

 
'x’) '.'

6. Open the package with the 23 gauge 1% inch needlefAt;
: tech the needle by firmly prj’ess‘ing. it onto the syringe and
turning it a half turn’clockwise. ' ' ' '

NOTE: If you do not firmly attach the needle to‘the syringe,
it may leak,so ydurn‘ay not get'your.hill close ofAVONEX®.

Selecting an injection site 3 “ g g .1 ,
You should use a different site each time you inject. This can
be as simple as switching between thighs (if you are always
injecting yourself), or if another person is helping you, you
can rotate between your upper arms and your thighs: Keep-
ing a record of the date' and location of each injection willhelp you. .
Do not inject into an- are'u of the body where the skin is ir-
ritated, reddened, bruised, infected or scarred in any way.
The best sites for intramuscular injection are the thigh and
upper 'armz- ' ‘

Inlnrmarinn will be superseded by supplements and subsequent ed
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0” upper arm _

 
lniectingrthe AVONEX® dose
1. Use the alcohol wipe to clean the skin at the injection site

you choose. Then, pull the protective cover straight off the
needle; do not twist the cover off. ,

2. With one hand, stretch the skin out around the injection
site. Hold the syringe like a pencil with the other hand,
and using a quick motion insert the needle at a 90° angle,
through the skin and into the muscle. .

3. Once the needle is} in, let go of the skin andslowly push
the plunger down 'until the syringe is empty. ‘,

 
4. Take the gauze pad and hold it near the needle at the

injection site and pull the needle straight out: Use the

 
itions

6. Aflu-r 2. hours, chi-(tit the iri'octicm sire i'ur rednmirr, a .a_. . er.

  
 

gauze pad to apply pressure to the site for a fig-w
‘o’r rub gently in 'a circular motion.-

... ""‘l'irla

  
5. Iftlinre is inimdinlg iiiillm sitc, wipe i1. ufl‘ and. if nutte—

eary. apply rm mlln- ' 'i! bandage.
  

. ing or tenderness. ll' ynu have a skin function and it Films
not clear up in n l'u-w days, contact your rlnrtnr nr Hurst

’7, Dispose of the used syringe-and needle in yuur pom-1mg
,' resistant container. This is a single-use syringe. 1'10 NUT

USE a'syringe or needle more than once.
Disposal of syringes and needles
There may be special state and/or local laws for disposing uf
used needles'and syringes. Your doctor, nurse or phermnuist
should previde you with instructions on how to diam-39 of
your used needles and syringes: ' ' '
“Always keep your- disposal container out ol the reach of" children. '1 ' '
0 DO NOT throw used needles and syringe; into the llullse.
' hold trash and DO NOT REQYCLE.
Appe‘ndix'Revision Date: 05/2003
Medication Guide Appendix: Instructions for Preparing and
Giving 3 Dose with an AVONEX® flail
Storing AVONEX® Vials .
Prior to use, AVONEX® should be refrigerated iiiii ill-”F u;-
2—8°C) but can be kept for up to 30 da‘ys'a! mom il'lllL‘L'Tfl‘
ture (WT or 25°C). You should avoid exposingl’tVUNExl’l'J to
high temperatures and freezir‘rg."Afier mixing; :WUNlFKO
solution should he used immediately, within 6 hours when
stored refrigerated at 36—46°F Or 2—8°C. Donot free-m the
AVONEX® solution. ' I ' . . -.
How do I prepare and iniect a dose of AVONEX®?
Find a well-lit, clean, flat work surface like altable and cul-
lect all the supplies you will need to give'yourself or rI-rvire
an injection. You may want to take one AVONEX® Admin-
istration Dose Pack out of the refrigerator about 30 minutes
before you plan on injecting your dose to allow it. tr: mach
room} temperature. A room temperature solution is morecomfortableto inject.

You will need the i'olluwing supplies:
"'vial ofAVONEX® [white to ofl‘vwhirre powder or (skill
f’ vial of diluent. single-use [Sterile Water l'ur injection,,USP). '
I 3 mL syringe
.' blue MICRO PIN® {vial uucess pinl
° sterile needle
' alcohol wipes ’
{gauze pad ' f“
o adhesiyelbandage‘ ,
.7 a puncture resistant container for disposal of used syrin‘
, ' ges,.needles, and MICRO PINS.
Preparing the AVONEX® solution
It is important to keep your Work area, your hands. and
your injection site clean to minimize risk of infection. You
should wash your hands prior to preparing the medication.
1. Checkrthe expirationdate onrthe AVONEX® vial and

the vial of diluent; do not use if the medication or dilu-._ent is expired. .. . . .
2. Remove the caps from the'vial ofAVONEX® and illi‘ vial

of diluent, and clean the rubber stopper on the top 0f
each vial with an alcohol wipe. ~ - >

r v

 
3. Remove the small light blue protective coverfrom LIN

end of the syringe barrel with a counterclockwise Illl'fi-
K" iv, ,

 
4. Attach the blue MICRO PIN® to the syringe by tumiili.’

clockwise until secure. NOTE: Over-tightening can mutt
the MICRO PIN® difficult to remove.
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5. Pull the MlUltU l’leifi cove r straight ofl"; do not tui-tSun-(- the cover for later use.

/

6 Pull back the syringe plunger to the 1,1 inL mark

‘ Lt ml

\

T. Firmly push the MICRO PIN® down through the centei
of Ilia rubber stopper of the diluent vial.

a
B; Injtsrl. the air in the syringe into the diluent vial by

pushing down on the. plunger until it cannot be pushedany further.

it. Keeping the MICRO PlN® in the vial, turn the diluent
vial and syringe upside down.

It}. 'i'i'hile keeping the MICRO PING? in the fluid, slowly pull
back no the plunger to withdraw 1.1 ml. of diluent intothe syringe,

&
11. ix'énlly'tap the syringe with your finger to rank:- any air

bubbles rise to the top. If bubbles are present, slowly
UNIS! Ll"? plunger in Ito push just the buhlilen out.
through the needle}. Make sure there is still. 1.1 ml... of
diluent in the syringe.

_ (is
i: Slime put the MICRI'I rain out of the diluent mi.

- Cmfnllr mam the motto riNic through the center of
lhl: riibhei' stopper of the vial ot'AVONEXG‘J NOTE: Olf-
"T’m" flmrctai'cir can push the stoppcr into (lic rial. Iftlic

H :UIW’T falls into the via], do no! use.
'0va lflll‘t‘i the diluent mm the vial quV()NEX®. no

“(whim the stream of diluent directly on the
h‘.()1\}‘lx®pl)\klltlr 'noi Atmni M {user-.1 — c m... u s rt“... m m.

5'5"“ “'1‘“ the [murder may cause foaming, and make itlifiralt to withdraw AVONEX®

 
' Willinut i'einovnig the syringe, gently suirl the vial unlilLli-Av(‘.). .l l. i

' SUN - iiprlzid We‘iilfié’ltkfi’dflifl‘t’é of 29

' simple as switching bctueon thighs (it you .no always in-

lt}. lilll‘bk to see that all of the AVONEXQQ is dissolved.
(‘heck the solution in the vial ofAVONEX09 It should be
clear to slightly yellow in color and should not have any
particles. Do not use the vial 1f the solution is cloudy,
has particles in it or is a color other than clear to slightlyyellow

17. Turn the vial and syringe upside down. Slowly pull back
on the plunger to withdraw 1.0 ml, ofAV()NEX®. If
bubbles appear, push solution slowly back into the rail
and withdraw the solution again

‘ 1.0m

'\

i 18 With the vial still upside down, tap the syringe gently to
make any air bubbles rise to the top. Then press the
plunger in until the AVONEX® is at the top of the sy-
ringe. Check the volume (should be 1.0 niL) and with-
draw more medication if necessary. Withdraw the
MICRO PIN® and syringe from the vial

19. Replace the cover on the MICRO PIN® and remove from
the syringe with a counterclockwise turn.

20. Attach the sterile needle for injection to the syringe
turning clockwise until the needle is secure A secure at-
tachment will prevent leakage during the injection. .

(7

Selecting an injection site
You should use a different site each time you inject. This can
be as simple as switching between thighs (if you are always
injecting yourselt), or if another person is helping you, you
can rotate between your upper arms and your thighs. Keep-
ing a record of the. date and location of each injection willhelp you.
Do not inject into an area of the body where the skin is ir-
ritated, reddened, bruised, infected or scarred in any way.
The best sites for intramuscular injection are the thigh andupper arm:
0 thigh

 
[Si t' tirst tit: ice at top ofnoxt coliunnl- upper arm

[Si o si conil tigiuo at top ot'ncxt column)
You should iotate injection sites each week. ’l'his can be as

jwi‘ting \oiirrelt") lfanothcr person is helping you, you can
rotate among your thighs and upper arms Make mic that
the Slit‘ you choose is trot- from any skin ii‘iitati insinjecting the AVONEX® dose
1 l'se a new almhol wipe to clean the :»l.lll at one of tin

icconiuieiidi-d 'ntramuiculnr lliltt‘lltill “lit-s. l‘lion. pull

BIOGEN lDFC/957I _ . _

  
2 With one hand, stretch the skin out around the injection

site. Hold the syringe like a pencil with the other hand,
and using a quick motion insert the needle at a 90" angle,through the skin and into the muscle.

:1. Once the needle is in, let go of the skin and slowly push
the plunger down until the syringe is empty.

\

4. Hold a gauze pad near the needle at the injection site and
pull thiI needle straight out. Use the pad to apply pres
Ed-tri‘: to the site for u few Elttlnhds or rub gently in a circu-lar motion.

P ‘
Oh\H-t___.

.. l\ -«_._
“(x “Hm.

5. if there 1&4 blot-dim: iii the site. wipe it. Hit and. if nut-ca
sary, apply an adhesive bandage.

6. Dispose of tho u«ed syrinve. ltl'l iilv II'I'l | h--- \iii‘im
l’lNOU in your piini'turc resistant. container. [)0 NOT
I'SE a syringe, Mll ‘ll() PIN“), or rcctllc more than who
The AVONEXD .iinl (lilnrut vials should be put in thetrash.

Disposal of syiiiiges and needles

’l'hei e maybe special state and/or local laws for disposing at
usi d needles and syringes Your doctor, nurse or pharmacist
should provide you with Illull‘llt‘lllllih on how to dispose oftour used needles and syriiiycs.
0 Always keep your disposal container out at the teach ofchildren.

‘ lit) NUT throw list d net-altos and s) rinip-s into the Lou. 1*
hold lt‘il‘ll .llltl Ill) Nt'l'l' lil-ilf-‘t't‘ld'l

Appei dn it: Viritill lint“: Illbittllll

 
the protoi tin: rover straight till the [ll=t=dIr-: do no! I‘Yib-I

 
the c \\Il oil

Continued (Ill next page
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III dalgimsi It is produced by recombinant-DNA technology us-1 ing genetically engineered Chinese Hamster Ovary, cells

. Iof natural fibroblast derived human interferon beta. Natu~~

' cosylated With each containing a single N-linked complexcarbohydrate moiety.
I Using a reference standard calibrated against the World

Health Organization natural interferon beta standard (Sec-
orid International Standard for Interferon, Human Fibro-
blast GB 23 902 531), Rebii® has a specific activity of ap»
"proximately 270 million international units (MIU) of

iral activity per mg of interferon beta-1a determined
Ieciflrally by an in vitro cytopathic effect bioassay using

. WIS‘H'colls and Vesicular Stomatitis virus. Rebifm 22 mcg
' flIflI H mcg contains approximately 6 MIU or 12 MIU, re-

oiy, of antiviral activity using this method.
(”'(intei‘feron beta-la) is formulated as a sterile solu-
nIa prefilled syringe intended for subcutaneous (so) in-

! Each 0.5 mL (0.5 cc) of Rebif® contain either 22 mcg
i‘if mug of interferon beta-1a, 2 mg or 4 mg albumin (hu-
,’I‘.‘,Il USP, 27.3 mg mannitol USP, 0.4 mg sodium acetate,_ For Injection USP.

_ CAL PHARMACOLOGY

‘ _ rolls are a family of naturally occurring proteins that
flcpmduced by eukaryotic cells in response to viral infec—
“£0 and other biological inducers. Interferons possess im- I
munomodulatory, antiviral and antiproliferative biological
_ ties. They exert their biological effects by binding to
gfiemfic receptors on the surface of cells. Three major groups

interferons have been distinguished: alpha, beta, and
“lino. Interferons alpha and beta form the Me I inter-

_ s and interferon gamma is a Type II interferon. Type I
erfcrons have considerably overlapping but also distinct
logical activities. Interferon beta is produced naturally

Jb‘y various cell types including fibroblasts and macrophages,

P‘lfl'cascade of intracellular events that leads to the expres-
‘1 0f numerous interferon-induced gene products and
rkers, including 2’, 5’-oligoadenylate synthetase, beta

' 2-mlcroglobuljn and neopterin, which may mediate some of
the biological activities. The specific interferon-induced pro-

II tel“ alui'.|:n.echanisms by which interferon beta-1a exerts
i “fiffiflh'in multiple sclerosis have not been fully defined.'Ph acokinetics I I I I II

harmacokinetics of RebifE (interferon beta-la) in peo-
Eh multiple sclerosis have not been, evaluated. In

llyIVolunteer’ subjects, a single subcutaneous (so) injec-
. :i “f 60 nicg of RebifST (linuid formulation), resulted in a
393K Scrum concentration (Cum) of 5.1 i 1.7 IU/mL (mean
fiififi’ Witli a median time of peak: serum concentration

ISQIT) 0116 hours. The serum elimination half-life (tug) was37 hours, and the area under the serum concentration
'SEIIIIII lime curve (AUC) from zero to 96 hours was 294 i

lZIJ‘ll/JDL; Following every other-day sc injections in
by Volunteer subjects, an increase in AUC of approxi-
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el‘on beta»1a occurs after repeat administration. Total
nce is approximately 3355 Uhour.,There have been

—. served gender-related effects on pharniacolginetic pa-
_€T5_. Pliarmacokinetics of Rebii® in pediatric and geri-
_at1ents or patients with renal or hepatic insufficiency
1015 been established.

m_a'30dynamics - .
lefiSgIcaI response markers (e.g., '2’, FORE nt'tivity. Iii-op-
lift: and beta 2~m1croglobulin) are induced by interferon
bluniII fOllourlng parenteral doses administeredlo healthy

FollowI'Ie'II Subjects and topatients With multiple, sclerosis.
flee i115 n smgle'sc'admnustration of-60 mcg of Rebif-Ea in-
h' 11hr 21, 5‘-OAS activity peaked between 12 to 24

S=iu1rl bctzl-aniici'oglobulin and neopteiin serum con-
lions showed a maximum at approximately 24 to 48

I three markers remained elevated for up to four

 
  

 

copromin with a molecular weight ofcapproximately 22,500 ‘-

into which the human interferon beta gene has been intro— -’
duced. The amino acid sequence of Rebif® is identical to that ‘

ral interferon beta and interferon beta-1a (Rebit®) are gly- "

.lmling of interferon beta to its receptors initiates a com- I

y 240% was observed, Suggesting that accumulation of ,

antistatic?stutterrearranges” Wk-

  

 

 

 

 

     
 

 

‘ (1)IIntent-tIo»treat analysis

ysis (n = 185, 183, and 184 for the placebo, 22 mchtiIvv,
' (4) Cox proportional hazard model adjusted forfcentei‘

. (tiw) inhibited mitogen-induced release of pro-inflammatory
cytokines (lFN-y, IL-l, IL;6, TNF-a andITNF—B) by periph~
eral blood mononuclear cells that, on average,» was_near
double that observed with Rebif® administered once per
week (qw) at either 22 or 661mcg;{ g . i 5.9 J I. '. -'

.yThe relationships between serum interferon beta-la levels
and measurable pharmacodynamicfactivities to the mecha-

namic parameters have been observed“; ,, _

iCLlNICAL STUDIES .1 J ,
Two multicenter studies evaluated the safety‘and‘eflica‘c'y
'of Rebif® in patientswvitlfli relapsing-(remitting multiple

, sclerosis. I‘I'I I ‘ I II MIA. "I ‘_ Study 1 was a randomized, double-blind, placebo controlled
study in patients,with_ multiple sclerosis foriat least one

.year, KurtzlieIExpanded DiSability Stat II Scale (EDISIS)
scores ranging from 0 to 5, and at least 2' acute exacerba-

L‘Il

 

‘ gressive multiple sclerosis wereIéxcludedfi' in the study.
'Patients receivued sc, injections of,eitlier plal "(n 5 187),
,fiebiP 22 mag (in = 189), or Rebif® 44 mch (n 84) admin-

I’I istered tiw for two years. Doses of study agents were pro-
gressively increased to their target doses during the' first 4
to 8 weeks for each patient in the study. (see'IDOSAGE ANDADMINISTRATION). ‘ 'I ' ' ‘ ‘

,The primary efiicacy endpoint was the numliér of clinical
I exacerbations. Numerous secondary eflfibacy'ondppints were
‘also evaluated and included exacerbationLralntod param-
eters, effects of treatment on,progr_ession of disability and
magnetic resonance imaging (MED-relatedparameters.
Progression of disability was defined as, an increase in, the
EDSS score of at least 1_ point sustained foir‘v'at leas‘t' 3
months. Neurological examinations ,w’ retconipletled every 3
months, during suspected 'Eexacer‘biationsf’andLcoin'cjd‘ent
with MRI scans. All patients underwent proton density T2-

.Iweighted (PD/T2) MRI scans atr'baseline and I every 6
‘ months. A subset of 198 patients underwent PD/T2I and T1-

 

., weighted gadolinium-enhanced (Gd)-MRIIsIcIans’ii'i'ofithly for
,the first 9 months. Of the 560 patients enIrolled,533 (95%)
"provided 2 years of data and‘502 (90%) received I2 years ofI ’s’tudyIage'ntI.“ I- I I II I I“ I" I - "I" ' I
Study results are shown in Table 1 and Figure 1. RebifG’ at
do'sesI' of ‘22 mcg"and 44‘;iiicgt’:adiniiiistered's’c tiw~ signifi-
cantly ‘reduced the number of exacerbations ‘per‘ patient as
compared to placebo. Differences between‘the 22 meg and
44 inchgrbupsr'were'vnot significant (p $0.05). -
The exact relationship b'etvte'e‘n‘ MRI findings and the clini-
cal' status of patients is unknowntvCh’ahges inl'eI'sion'are'a
often do not correlate ivith‘chaiig'esi'in disability progres-
sion. The prognostic significance 'of tlicIMRI findings in
these studies has not been evaluated -. I‘ ! ' I-
[See table .1 above] I ~
The time to onéiet- of progression indis’ability sustained for
three month's was significantly longer.in patients: treated
with Re‘dii® than in placebo-treated patients: The Kaplan-
Meier estimates of thei proportions of patients with-sus-
tained disability are depicted in Figurel ‘ ‘ ' ' '
[See-figure lat top of next columnln ' ' i "i i
The safety and efficacy of treatment‘wilh Re‘bif® beyond 2
years have not been established? ' f; T.
Study .2 . was ‘ a' randomized, ' open-label, evaluator-blinded,
active ‘ comparator. study”) Patients with - relapsing-
remitting multiple sclerosis withEDSSIscIores rangingli-om
0 to 5,5, and at least 2 exacerbations in the previous 2 years

' “125‘

  

sive..multiple sclerosis ivere excluded fi‘Io'm‘tlie study. Pa-
tients were randomized to treatment with Rebii® 44 meg

 
tiw by so injection (n=339) or Avonex® 30 nicg qw by intra~
musculm' {in}! injection lnnfiiifi) Study duration wnn 48

(5) ANOVA on ranks adjusted for center. Patients with missing scans. were

nism(s) by: which ,Rebifg> e‘xertsits effects in multiple“scle'ro-- ‘
(sis are unknown. No gender-related effects on pharmacody—

tions in the previous 2 years“) Patients With‘secondary pro— ‘

.werc- eligible for inclusion. Patientswith secondary progres- .

 

PfibDUC-T INFOBMATION .I 2.; A. 'RFIZER/2523_,;-- f

N03VASC®-10 mg Tablets (amlodjpine besylate equiva. Table 1: Clinical and MRI Endpoints from Study .1 , 7' NC _
lent to 10 mg of amlodipine per tablet) are white,- round;- , _ . I I

. flapfaced, beveled edged engraved with both' f‘NORVASG’” L ‘I . Placebo _lI 22 meg tiw 44 mcg tiw
|‘ End “10" on one side and plain on the other side and sup- i .
'plied as f0110w5,- , , ' . I n = 187 I“. L. . ‘11:; 189 .. _ n = 184
.4 NDC 0069-1540-68 Bottle of 90‘ ”I , ‘ “’ " “ l . , ’ .

NDC 0069454041 Unit Dose package of 100* - ’1 Exacerbatwn‘related ! , . ~ ‘ ' 4- » .. . .
Store bottles iat controlled room temperature, 59°I to 86“Fl Mean numbzlarz ”f exacerbations Pei patient . 2'56 1-82“ L73”.
(15° to 30°C.) and dispense in tight, light-resistant contain- over 2 years I , ‘ ' ' a - -

’ crl [USPJ- , I g 3‘ E (Percent reduction) . , g ‘ l, (29%} {32%)

I. giézIdLVPFIZER INC I . II,. . . I_. I, , l Perceni:a_(,%)ofpatients exacerbation-free at Efi‘i't' 3290*”2 years - .. n ' '
Pfizer. Labs . ‘ ‘ r ‘ -*

. Dlmlg; 855%” Inc, NY’ NY 10017 Median time to first exacerbation» . H3” 9.6“'
I lIiIIIviIiZedIJune 2003 (months)IIIII‘ '5 I ' - "‘ I'I Ie . , . . 7 . i _,,

7- Shown in Product Identification Guide, page 329 “ I . REM _ '1 > “ .,l ‘ . _ n =- 171 .y - n = 171
_ sjlt/Iedian percent (”/0) change ofMRI PD-TZ 11.2“" —3.8*’“*.:. . 2 _ . if,“ . a.“ , .;lesion area at Zircon”

' i . . , ’ ,. r’ ' k . i I .3. . , _ _ , i I I
IL. 'fiEBIFo ‘ " " ' ‘ l‘ ’ ‘ ‘ B " Median'numbe‘r of active lesions perpatlent 2.25 U.75*““* 0.5"”

lfé'hg] b't 1 ) _ ., per scan (PD/T2; 6 monthly)" I I i I ‘
le em" ea- a _ .. . .. .. , .. ,.. . . , ,. u _w—u" ' ' “‘ ' ‘ ‘ " ' ' ' - * p.<.0.05 compared to placebo

_ EIEGRIPTION _ .. M" .2. . _ i I.I .. - ::*p§pi001 compared. to placebo _
I_ Rgbififintorferon beta-la) is a purified 166 amino acid gly- i- 13410001 compared to placebo In 1, ,5 '

' _I‘(2) Poissonregression modelradjusted for IceritIor and Itirne on study -‘
(3) ngistic rengessién adjusted forIcentérII Patients lost to follow-up prior toan exacerbation Were excluded from iliis unal-

and 44 mcg tiw groups; respectively) I'

excluded from-this analysis 7
J " -. -'_~j'i.

» floors 1; Proportions 'of Patients with‘sustained Disability Progression h05 "“I‘ I I

  

olfitiIiiv’ ' .‘ .'

 
 
 

 
0.!

   

‘ E

I' g n '
.5 ‘ cu ,Iii szNMn’Kg

K.’ ‘ aw ' u—gnmaiebop=o.oi -
,1 u mun ptambn p=0.M .

.‘7-0 I I . I I .an ‘0}. II I: ' ' :9

The primary eflicacy endpoint was the proportion of pa-
tients who remained exacerbation-iron at 24 Weeks. The
principal secondary endpoint was tho mean number per pa-
tient per mm of combined unique native MRI lesions
through 24 wooing, defined as any lesion that was 'l‘I active
or T2 active; Neurological elimination: were. pérformed ev-
ery three month's by a neurologist blinded to treatment as-
'sigmnnm. Patient visits were conducted monllily, and mid-

. month tolizphonc contacts were condo to” inquire about
potential cmcbrhotibns. Han exacerbation was suspected,
the patiu'nt' was usnluntod with}: ncumlo'ginul examination.
MRI 3c '3 were plfii‘ofmed monthly and analyzed in atruatmon —hlindod manner. ' ' I
Patients treated with Rebii" 4:1 [11¢ng tiw ware more likely
to remain mladée'ifree at 2A and 48 weeks than wait; pa—
tient treated wItl'. Ai‘uncx' 30 me; im qw [Table 21} This
study dons ilol support any conclusion reglu‘ding offs-:15 on
the accumulation of physical disability. -
[Sea 181le- 2 at top ufnxocf. pogo} '
The‘odverso reactions over 45 weeks were gonna-ally similar
between the two treatment groups. Emptinns included inv
jaction 'iiite' dinopdersififi‘}. of patients on Rnhii'_iu. 23% of
pationts'lln Amour“). he :ltic Eduction disorders 11.8% on
Ruliil’ vs. 10'}, on Krona: J. and leukopenia (G'e‘l- on Rehil®-
ts. <l't onAvonex"), which wane observed with mater fre-
quency in the Rebif® group compared to the Avonox" group.
INDICATIONS annusAos.
Rebif® .(interferon-beta-la) is indicated for the treatment'of
patients,\vith relapsing forms of multiple sclerosis t0'de<

crease the frequency of clinical: exacerbations and delay the
accumulation; of phy‘sicaludisability. Efficacy of Rebif®
in chronic4progressive -multiplc sclerosis has not been
established. . i- ' '

remoteness" _
Hohil‘“: {intorfeIrnn beta-1o} is contraindicated ln patients
with in history of hypersensitivity to natural or recombinunt
interferon, human niliumin, or any other tampon-:1: of thefommlulinn.
WARNINGS
Depression . - .
Rebifa (interferon beta-1n) should-be usud'with caution in
patients with depression, a condition that is common in peo~
ple with multiple sclerosis; Depression, suicidal ideatiofi,
and suicide attemptsihavebeen reported to occur with in-
creased frequency in patients receiving interferon com-
pounds, inclucling~Rebif®, Patients should be advised tore-
port immediately“ any, symptoms of depression and/or
suicidal ideation to the prescribing;physician. If a patient
develops depression, cessation of treatment withRebif”
should be considered.‘

Continued on next page
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Hepatic In'ury
A case of fulminant hepatic failure requiring liver trans-
plantation in a patient 'Ewho initiated Rebil® therapy 'while '
taking another potentially hepato-toxic medication has been
reported from a non-US. postmarking source. Symptomatic
hepatic dysfunction, primarily presenting as 'aundice, has
been reported as a raretcomplication of RebifCg use. Asymp-tomatic elevation of hepatic transaminases (particularly
SGPT) is common with interferon therapy (see ADVERSE
REACTIONS). Rebifa should be initiated with caution in
patients with active liver disease, alcohol abuse, increased
serum SGPT (> 2.5 times ULN), or a history of significant
liver disease, Dose reduction should be considered if SGPT
rises above times the upper limit of normal. The dose may_ ‘
be gradually rIe-escalated when enzyme levels have normal-
ized. Treatment with Rebif® should be stopped ifjaundice or
other clinical symptoms of liver dysfunction appear.
Anaphylaxis . I .
Anaphylaxis has been reported as a rare complication of
Rebif® use. Other allergic reactions have included skin rash
and urticaria, and have ranged from mild to severe without
a clear relationship to dose or duration of exposure. Several
allergic reactions, some severe, have occurred after pro—
longed use.
Albumin (Human)
~This prodIuEEn—tains albumin, aIdei'ivative ofhuman blood.
Based on effective donor screening and product manufactur-
ing processes, it carries an extremely remote risk for trans-
mission of viral diseases. A theoretical risk for transmissionof Creutzfeldt-Jakob disease (CJD) also is considered ex-
tremely remote. No cases of transmission of viral diseases
or CJD have ever been identified for albumin.
PRECAUTIONS
General
Caution should be exercised When administering Rebif® to
patients with pie-existing seizure disorders. Seizures have
been associated with the use of beta interferons. Arelation-
ship between occurrence of seizures and the use of Rebif®
has not been established. Leukopenia and new or worsening
thyroid abnormalities have developed in some patients
treated with Rebif® (see ADVERSE REACTIONS). Regu-
lar monitoring for these conditions is recommended (see
PRECAUTIONS: Laboratory Tests).Information for Patients

'All patients should be instructed to read the Rebit® Medica-
tion Guide supplied to them. Patients should be cautioned
not to change the dosage or the schedule of administrationwithout medical consultation.
Patients should be infunnud of the must mun-non and the
most sevet'e adverse reactions associated with the usu of
Rebif® (see WARNINGS and ADVERSE REACTIONS}.
Patients should be advised of the symptoms associated with
these conditions; arid to report them to their physician. IFemale patients should be cautioned about the abnrtifacient
potential of Rebif® (see PRECAUTIONS; Pregnanc‘f'l.
Patients should be instructed in tho use of aseptic technique
when administering Rebifg Approprinto'instmctinn for self-
injection or injection by another pcm_n__should be provided.
including careful review of the Reizuil‘D Madiceltign Guide. If a
patient is to self-administer Rebil“, the physical and ungai-
tive ability of that patient to self-administer and proporl‘v
dispose of syringes should be assessed'Thu initial injuizlirm

. should be performed under the supervision of MI appropri-
ately qualified health care professional. Patients should be
advised of the importance of rotating: sites of injection with
each dose, to minimize the likelihood of severe injection site
reactions or necrosis. A puncture-resistant container for dis-
posal of used needles andIsyringes shouldbe supplied to the
patient along with instructions for safe disposal of full ,éon-
tainers. Patients should be instructed in the techniqueIand
importance of proper syringe disposal and be cautioned
against reuse of these items. I
Laboratory Tests
In addition to those laboratory tests normally required for
monitoring patients with multiple sclerosis, blood cell
counts and liver function tests are recommended at regular
intervals (1, 3, and 6 months) following introduction of
Rebii"D therapy and then periodically thereafter in the ab-
sence of clinical symptoms. Thyroid function tests are rec-
ommended every 6 months in patients with a history ofthy-
roid dysfunction or as clinically indicated. Patients with
myelosuppression may require more intensive monitoring of
complete blood cell counts, 'iivith" differential and platelet
counts. ' ' '
Drug Interactions
No formal drug interaction studies have been conducted
with Rebif®. Due to its potential to cause neutropenia and
lymphopenia, proper monitoring of patients is required if
Rebit‘E is given in, combination with myelosuppressive
agents. _ -.
Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis: No carcinogenicity data for Rebif® areavailable in animals or humans.
Mutagenésis; Rebif‘) was not mutagenic when tested in the
Ames bacterial test and in an in vitro cytogenetic assay in
human lymphocytes in the presence and absence of meta»
bolic activation. . ~ , .
Impairment ofFertility: No studies have been conducted to
evaluate the effects of Rebifi’ on fertility in humans. In stud-
ies in normally cycling female cynomolgus monkeys given
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Table 2: Clinical and MRI Results fidm Study'z 

 

  

Rebif8 Avonex‘” Absoluti- Difference W
,, Rehllfi- miatiye to I I I

_, Avonuxt ,' ‘ ' . ',_.,_,, i’ _ ----— '-—' -'.-—_——._...__ I.
Relapses - N=:i_.'iil - l Nana - - _. . I. I.._\""‘.|
Proportion of patients 75’5” 53% I25? -. Dmi- -'
relapse-free at 24 weeks1 - . (EIIF'X‘ Cl: 5%, lfl‘i-J {95‘}. Elli-0.5»; lII‘IEI ‘Proportion of patients 52% lfl‘i‘i- 0.31] ' ‘ )-
relapse-free at 48 weeks: . i‘ on? CI: 2%, 1751-] (953‘- (TI; 0,3,3; 0 9I6) ._ I—__‘—'--_‘_'——_-h'\._~;
MRI (through 24 weeks) 14:32.”: N=32a -- «=-
Median of the mean number, ' '31
of combined unique MRI _
lesions per patient per scan2 0.1?" 0.33 -. '

"(25”, 75m percentiles) I (0.00, 0.57] . I000, 1.25) _ .. '

    

 

 

 
 
 
 
 
  

  
 
 
 

 

  
 

-'» * p <0.001, and M p =-o;009, Rebit® compared to Afimfix® .
(1) Logistic regression model adjusted for treatment and center, intent to treat analysis
.(2) Nonparametric ANCOVA model adjusted for Li‘entment center, with baseline combined unique lesions as the singleI . .covariate.
  

 
Body System

Preferred Term

Influenza-like Symptoms 5] r.I
Headache 63%
Fatigue 36%
Fever 16%
Rigors I351.
Chest Pain 5%
Malaise 1%

INJECTION SITE DISORDERS
Injection Site Reaction 39‘}-
Injection Site Necrosis 0%

CENTRAL '& PERIPI-I NERVOUS SYS’I‘EM DISORDERS I
- ‘Hypertonia 5%

Coordination Abnormal 2%
Convulsions 2%

ENDOCRINE DISORDERS
‘. Thyroid Disorder " ‘3%GASTROINTESTINAL SYSTEM DISORDERS
I Abdominal Pain 17%.

_ Dry Mouth ‘ . ' 1%LIVER ANTI BILIAHY SYSTEM DISORDERS
SGP'I‘ Increased 45%
SCOT Increased 4%
Hepatic Function Alinnrrnnl 2%
Biliruhinoomjn , , 1%'MIISCULGSKELETI‘AL SYSTEM DISORDERS
i‘alynlg'in 20%
Hack Pnin 20%

«Skeletal Pain 10%HEMATOLOI‘rI(I.E DISORDERS
Leukoponjn 14%
[,rrnphudonopaihy 8%
Thrombncylupuuin 3%
Anemia 3%

PSYCHIATRIC DISORDERS
Somnnluucu 1%

SKIN DISORDERS
Rush. Erythematous _ 3%
Rush -Mucuh}-I’npulnr _ 2%

ITRWAR‘I' SYSTEM DISORDER“; '
'Mlclurilinn Frequency 4%
Uri nun}- Iucnn finance 2%

VISION DISORDERSVision Abnormal ' 7%
Kismphlhnlmiu W:

daily so injections of Rehil" for six months at doses of up to
9 timesthgI recommended weekly human dose (based on
body surface area), no effects were observed on either men-
strual cycling or serum estradiol levels. The validity of ex-
trapolating doses used in animal studies to human doses is
not~established. In male monkeys, the same doses of
RebifE had nodemonstrable adverse effects on sperm count,
motility, morphology, or function.
Pregnancy Category C .
Rebii® treatment has been associated with significant in-
creases in embryolethal or abortifacient effects in ,cynomol-
g'us monkeys administered doses approximately 2 times the
cumulative weekly human .do'se (based on either body
weight or surface area) either during the period of organs»
genesis (gestation day 21-89) or later in pregnancy. There
were no fetal malformations or other evidence of teratogen»
'esis noted in these studies. These effects are consistent with
the abortifacient effects of other type I interferons. There
are no adequate and well-controlled studies "of Rebit® in
pregnant women. However, in Studies 1 and 2; there were 2
spontaneous abortions observed and 5 fetuseS‘carried to
term among ’7 women in the Rebit® groups. If a woman he-
comes pregnant or plans to become pregnant while taking
Rebif®, she should be informed about the potential hazards
to the fetus, and discontinuation of Rebit® should be consid-ered. . ‘r » .
A pregnancy registry has been established to monitor preg-
nancy outcomes of women exposed to Rebif” while pregnant.

Table 3. Adverse Reactions and Laboratory Abnormalities in Study 1 ~_

 
 

  

 

 
 

 
  

 
 

 
 

 

 

 
 

 
 

 
 

  

56% I
55% 70%
339:- «up;
we use,
67 '13s-
6% in;
in .- me

set!- '9ng -PHI 3% - '

7% 5‘}. .'.
an m.-
5% "1%

41. tit

22%. 20%
1a. to

20% new
10% no .-
4% 9%.
3% or

use _ 259i-23“ 25’}?

15% 10%.

23% an I
11% no
2% ,B‘Ih
3% an.
4% "-59:-

7% "5%.5% 4% .

2% in ' '
4% 2a

7% 13% _
3% 151*

Health care providers are encouraged to register Patient!“
line at rebifpregnancyregistrycom or by calling MS Life-Lines at 1-877-44—REBIF (1-877-447-3243I.

Nursing Mothers . 'kIt is not known whether Rebif® is excreted in human ml] '
Because many drugs are excreted in human milk, mum“
should be exercised when Rebif® is administered U) a mm
ing woman. . . _
Pediatric Use: The safety and effectiveness of Rl‘blfy ll] PcI
diatric patients have not been studied. ,
Geriatric Use: Clinical studies of Rebif“I

sufficient numbers of subjects aged 65vand over _ l2-
mine whether they re‘spond differently than 3/0““ng auld
jects. In general, dose selection for an elderly patient shall‘
be cautious, usually starting at the low end of the (1051).?
range, reflecting the greater frequency ofdecreased hepil 10’
renal or cardiac function, and of concomitant 61.39358 ;.
other drug therapy. I I

ADVERSE REACTIONS '

The most frequently reported serious adverse reactlDIIS n
Rebit® were psychiatric disorders including depresfilm‘fa‘ Z
suicidal ideation or attempt-(see WARNINGS)- qhe “lo I
dence of depression of any severity in the Rebiiw‘mn5
groups and placebo-treated group was approximately. up
The most commonly reported adverse reactions were IIIIfi'rI ,
tion site disorders, influenza-like symptoms (headflChZ'omr
tigue, fever, rigors; chest pain, back pain, myalglalr ab "

did not includeIto deter-

will!
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libel pain. depression, elevation of liver enzymes and
. 'hematologic abnormalities. The mostfrequently reperted _

adyerse rcactionsresulting in'chmcaldntewention'(e.g., dis:
antinuatitm ofRebiiw; adjustment in dosage, or'the need for

' 'co'n'comitant medication to treat‘an adverse reaction' symp:
' I mm) were injection site disorders, influenza-Iik'e'symptoins,

. 'depression and elevation of liver 'enzymes"(see WARN-l'. "5). -i l". .' - {’7‘

"gaudy: l, 6 patients "randomized :togRebiiQ, 44 meg tiw'
.1 (3%),vand 2 patients who received Rebif® 22 meg tiw.(1%)

developed injection site necrosis during two years of ther-
apy-Rebii's was.continued in. ‘7 patients and interrupted
briefly in’one patientill‘here Was one report of injection site
necrosis in Study 2'during 48 weeks of Rebift‘reatment; All
eventS resolved with consenvative-management; none re-
quircd skin debridement or graftingu ’. ..-’I‘he rates of adverse reactions andzassociationiwith Rebii®
iii: atients withirelapsinglremitting inultiple sclerosis are
dtawfi from the‘ pla‘ceboleohtfolled'study.(n: = 560) and the
gétive. comparator-controlled"studyem =.339): '
The population encompassedan‘agerrange from 1.8 to 55
years- Nearly three-fourths of the patients were female, and

| 'more than 90% were Caucasian; largely reflecting the gen-
erul demographics of the population of patients with multi-
pié sclerosis. . '. -u - .. .. .. . .
Becauseelinical. trials are cenductedunder widely Varying .
'conditions, adverse reaction rates observed in the' clinical
tails of Rebii® cannot be directly compared to rates in. the

I cliniCEl' trials of other drugs and may notwreflect the rates
observed in practice. - - - - .
Table 3 enumerates adverse events and laboratory abnor-

l firalitiesthat occurred atian incidence that was at least 2%
i. : more in' either RebfiQutrceted group than ,was observed in
-' the-placebo group-,- .-. -- _- --- . . 
 
 

 
 

 
 
 
 

 
 

 
 
 

 

 
 
 
 
 
 

 

 
 

 
 
 

 

 
 

[See table 3-ao‘pmvioua page] - - .- -. ._ .
' The adi‘éfiifi Eductidné'wei'u'g'cnei‘ally similarin‘Studl’m -.l,

' . find 2,:tiakin'g into achinnt the disparity. in study durations;
'ln-in'iunogenicity - :_-.. '- .. -i.' ' - -. '
Aglwith'all therapeutic proteins, there is a potential for im:
muno nicity. In stud 1, the'presence ofvneutralizing anti.

ié] (NAb), to Rebilfllywas determined-by collecting and am
' leer‘umipre-studyl’and at 6 month time intervals

m-Bqéars of the'clinieal trial. Serum NAb werezde-
. ‘ 15M'89 {31%).andi45/184 (24%) of'Rebifi‘l-treated
Hints-ht W332 meg and 44 meg tiw do'ses, respectively, .at

_ _ times during theistudy: The clinical significance
presence ol'NAb to Retirees unknown. -'-. '

- 'r uinei-o'mflact the percentage of patie'utswhose testimi
' ' wm'oumiidéred positive for antibodies to Rebii®.using

nutm'unl cytop'athicefleet assay, and .are highly depen:
. on the sensitivity and specificity of the *assay’Additione

. observed incidencem'f NAb positivityfin' an assay
influenced by seve’ral'factors including sample‘hanJ

' din timing of sample collection, cancomitant medications
lludiu arlying'disease'. For these reasons, comparison of
1&0, 'icidnnce of antibodies to Rebif® with the incidence ofto other products may be’ misleading. .-

laI-and other allergic reactions have been ob
the use ,of Rebii®' (see WARNINGS: Anaphy-

Anusiimn hummus
' limo evidence that-Ilium or dependence occurs with

more”. However, the rial: of dependence has not
' Wilton}! evaluated. . . ._ _ _ . Q

,YEBDOBAGE. ' _ - . -
Hosea higher M44 mtg ac llw has not been ad-
eimlnated. The maximum uniount of habit" that

_ befittibly'ndufinietcred hasn‘nt been determined.
D'fiigiqu' \. amfiNisTRA'i-ion . .. _, _ ,

1| ageanffiebw shown to be safe and effective are 22 meg94144 meg injected subcutaneously three times per week:
ebif‘3} Should-be administered, ifpossible, at the same time
referably in the‘late afternoon or evening) on the same

: hreeflays (e;g., Monday, Wednesday, and. Friday) atrleast
_ .48. hours- apart each week (see CLINICAL STUDIES).

Eerierallyggpatients should be started at§20,%.,of thepre:
£1“,de dose tiw and increasedoven a 4-week period tothe_..l'€_eteld-Idose, eitherr22 meg or: 44 meg tiw (see‘Table 4).
Iollowmgthe administration of each-dose, any residual
EO‘lUCt'I'emaining in the syringe should be discarded in a- be “”1 Draper manner. ; . . . . --..r. .

$38k Iliigglnyjule tor Patient-flilgation, \ '.

Bec'nninicndiid fifiniion li‘itrntliih' Int-niob-

   
 

 
 

 

 ':' 'l‘ltraLioni. . dos-elbo- am far .Volnma
. (it $3.31.... Eehi nehiP _

"Imus. ’lu‘ mag- . ,

 
  

4%? flier: .  
  

 _ I'll or elevated liver-function tests may necessitate
.. telluctionu of 205% until tu'aiicitj‘is resolved.(see

 
 
 

NINGS; Hepatlc lniury,:PRECAUTIONS: GEHEFGDJH.
. l3 mtflnded for use under the guidance-and supervi;

“physician. It is recommended that-physicians or

PF-lZER/2625 

qualified medical personnel-‘train patients .in the proper
technique for self-administering subcutaneous injections
usingithe prelfilled syringe: Patients should be advised to
rotate sites for se injections (see PRECAUTIONS: Informa-
tion for Patients). Concurrent use of analgesics and/or antid
pyretics may-helplameliorate flu—like symptoms on treat—
ment days. Rebifi’ should be inspected "visually for
partieulate‘v'matter and discoloration prior to admiflifif-I'a.tion. 7‘: if ' -- - - - '
Stability and Storage . '
Rebif® should be stored refrigerated between 2—8‘Cildfl-
46°F). DO NOT FREEZEdf a refrigerator Ina-not available,
Rebif® may be 'stored at'or below 25°C.]771‘Ffor up to 30 daysand awayvfrom heat and light. - : ' .
Do not usebeyondlthe expiration date printed on packages.
Rabid? contains no preservatives. Each syringe is intended
for single use. Unused portions should'be discarded.
HOW SUPPLIED

Rebiinis supplied £715» a. sterile, preservative-free solution
packaged in graduated, ready: to use~0.5 mL.pre-fllled syrin-
ges \vith_27__-gauge,w rich needle _for‘siibcutaneoun_ injec-
tion. The following p age presentations are available.
Rebif” (interferon beta -1a)'22_nr_ncg Pre-filled syringe,
~— One Rebii‘” 22 meg pre—filled syringe, NDC 44087-0022-1
— 'I\velve Rebit® 22 meg pre-filled syringes, NDC 44087-0022-3 ‘ ‘

Flebif® (Lnterferon beta -‘la) 44 mcg Pre-filled syringe ' ’
— One Rebitw 44 mcg pre-filled syringe, NDC 44087-0044-1
— Twelve Rebii® 44 meg pie-filled syringes. NDC 44087-‘ 0044—3 '
RX only.

REFERENCES ,
l. PRISMS Study Group. Randomized double-blind-plucebo-

controlled studyofiuterfnron fl-iuin relapsingfrcmitting
multiple sclerosis. Lancatl_1998;-352: 1498-1504. '

2. Data on. aim..- -_ 1i . --.
Manufacturer: Serena. Inc. Rocklnnd. MA 02370
anthem I? 1574_ ' i '
Co-Mllrkelcd by? " - ' '
Seroiicrlnc' ' ' _ '-
Rockland,‘ mosaic " " ' '-
Pfi‘zcflncl " : ' ' '
New York. NY'lilOlT' '

Revised: Miuch m0}:- .
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*‘Ai‘lo‘nex‘in is a registered trademark of Hinged; Inc. ' '
N67OOIOIB " ' ' ' ' " ' ' ' hero-i

RELPAX"'- - -- - _ n
[réltpdks] . . - - . -
(eletriptnn hydrohromide: r
Tablets.- .. - . _. ,5

DESCRIPTION _ . ., --
RELPAX® (eletriptani Trlblabi contain 'eleli'iplnn'
hydrobromide, which is a selective 5-hydro'xyt'ryptaminc
IB/lD (5-HTlB/1D) receptor agonist. Eletriptan is chemid
cally designated as (R)-3—i(l.~,Methy1-2—pyrrolidinyl]) meth-
yll-5-[2-(phenylsulfonylle[byll—lH-indole,- monohydrobro-
mide’, and it lute Lhel‘ollowing chumical structure: .

. . ‘. . .C'i-I,
(154.0 .

' 5 ' ' " "hay" .Hrir-

CI’WQUK L7 - .N .".\!'--.'- ..

The empirical formula is llfiH-gNgO-fi -. 'IIBr; ru'prtm'entingn
molecular weig'h't ”of-463,405 Eloti‘lptnn hyrlmbmiuido in _a
white to lighten-colored powdur'flinl-Ifi rilildily soluble Inwailif. ' I " ' "" ' -' -"

Each RELPAX Tnhllot'f‘or'orai udmifiiutrnhcn contains 21.2
or 4-3.5 mg nfuleh'ipton"iiydrobmmidu mun-neural lag in}:or '40 mg of olctriptnn; mfipt-ctivoly. Each tablet also can;
taina the 'll'iac'tive lngredicnta'micmcryrtulllne cellulose NF,-
lac’toéie' Nl". cub'cni'mollcseacdium NF.- _rn'_r|g'heai_nni_ atem‘nte
NF, titanium dimddc USP. hypromcllnsc; 'l.rialcl_:l_l.n' Ufii‘n‘nd
FD&CYelloiir Nillfi'nlilminu'nli Into. " '- ' ' - '1 -' '
CLINICAL pHAnmpbva, _
Mechanism of. Mice: ._ Rheumatism with him refiner.
*0 .5‘l71'l'm t319T”) “lid .5cl'11lxr--IT°WPW§J.I“?§ mfidfli‘i “mm-LI
for sum, snug. 5-HT” and fi-H’Pg_fe92pmrfi...qnd lime
or 11.0 affinitqur-BrliTm rarer-an. son-rem um!
5—HT5 receptors. Eletriptnnl.hue-,u_o_.slguificuntllimiting
or pharmacological aeiivi mtndmnurgic alpha}, nlpliay.
or bc‘ta‘ dopamiuorgic D1 or..D¢; mnncarinic; or. opioidreceptors, '.I .. ,

 

  
 

mt theorieshuve becii hippo: Idiocicplnin Llinzailirucij. of
5'HT.F¢DEPFQIy.agofliStS in _nI_l|;n1inp,.Ona theory, uggrwts
thtltactivntinnlpf I5-[-I‘l‘,.rornptul_'n located misuse: [Bl
blood vessels, including those on tho nrteriévo'nonn once -
mosgsylendahto vaso‘eonstriction. which is. correlated-with
the relief oi‘ migraine lieadacl:\\_..'_J;‘l_1c,othernliypothoeiu aug‘
gests that. activation of fi‘H’l‘l ruceptom‘ on signing nomi-
endings in the trigeminal system results in the inhibit? I I or
pro:inflammatorytn'europeptideieleasel...' r: '=
In the anesthetized dog, 'eletri’ptan has .licomnhown- to uh
duce carotid arterial blood flow, with only a smnllf increase
in arterial bleed pressure at high doses; While _lhn affect on
blood flovin'w’as selec'tiver—forjthe”carotid'arterial bed; de-
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creases in coronary artery diameter were observed. Eletrip-
tan has also been shown to inhibit trigeminal nerve activityin the rat. * ‘ '

Pharmacokineticszi ‘ ,. ,‘ ' - . . « .7 -
Absorption; Eletriptan is.w‘ell‘abso'rbed afief'oral admiii:
istration with peak‘plasma levels occurring approximately
1.5 hours after ddsing to healthy subjects. In patientswitli‘
moderateltoaseverermigraineithe median Tm'ax‘isZD hours:
The mean absolute bioavailability of eletriptan is approxi:
mately 50%.,The oralz-pliarmaeoldiietics are slightly more
than dose proportional' over the clinical dose range. The
AUC and Cmak of eletriptan are increased by approximately
20 to 30% following oral administration with -a high fat
meal. , , , V '. ,
Piélribdtibri;_ .. The" volumevo'f distribution 'of eletriptan ,fol-
lowingIV niiininist ation is 138L;’Pla‘sma protein binding is
moderate hind lipproi'dmately 85%.“; ‘7 ' _ _ _
Mérabol'fam.‘ The N-demethyla‘ted metabolite of eletrlplnn
is the only known active metabolite. This melallnlite musics
vasoconstric'llon similar to aletrlntnn in animal modeIs.
Though the half-lilac! the metabolite is estimated to lie
about 13 hours, the plasma tohcontmtion ul_'_lhe'N-demcth.
ylntcd metabolite is 10-20% of parent drug and iauniikcly
to coiitrlhtrtc signlflcnnfly on the overall effect nl’thc parent
compound. ' "' . ' ' '
In m‘frn studies iiidicotc that elotriptun is primarily metab-
olized by cytochrome [-2450 enzyme CYP3A4 [ace WARN»
INGS,’ DOSAGE AND ADMINISTRATION and CLINICAL
PHARMACOLOGY: Drug Interactions].
Elimination? The tiz'rminnl ' elimination half-llfe. of
elctriptaniaapproximately-1 hours. Moan renal diam-re
(0L5) 'l'nllowing _.ornl ndminiatratioh is approximately
3.9 Uh. Non-renal clearest-e accounts for about 9111M the
romeo-5m . . . - -
Special'Popullflon‘sz' .. _ _ . _ . __ _
Agar; ._T_lio_phlu'.i_nmcuki_nc_li_cs air clntriplnn'aufe generally on;
aflcnttfdllflfigu. ‘ ' _' , .. , I
Eletriplin‘hnblieen given to only l'il'l'pntientr} over the ego of
65. Blodd pressure was Increased to u gruntin- u'xlcnl. in'o ,-
dc'rly subjects thnnin young subjects. The pliannz'icokiiioti'c
disposition of eletripton in thueldcrly is similar to that seen
in younger adults (see PRECAUTIONS). I
Thereiis a statistically, significant. increased half-life (from
about 4.4 hours to 5.7 hours) between elderly (65 to 93 years
of age) and younger; adult.subjecte.(18 todfi years of age)
(see.PRECAUTIONS).~ . . .. .
Genderri The,_.pharina“cokmetics of eletriptan' are unaf-
fected by genden 2.": , l ' . _ ' '
Race: ~A-comparison of pharmaeokinetic studies-run in
western". countries With;thosélr-un in Japan have indicated
an‘a’ppro'ximate 35% reductioniiivthe'eié‘pdsure of eletriptan
in-‘Japanesermale volunteers compared to western males:
Population ,phariiiacbkinetic analysis of two clinical studies
indichtes no eir'idence of pharmacokinetie differences be-
tween Céuéasians and‘non Qaucasian'patients. ; ' ' ’“‘
Mehstrilal lecief In a study of 16 healthy females, the
pharmacokinetics "of 'elétript'an iremained consistent
throughoiit‘thé’fihases of the mastmncyder, ’ ‘
Rena] mpairmerlt'." Thereswas no significant change in
clearance observad iii subjects with 115' d, iiioderate or se-
verellren'al'imptiir'mentflthou‘gh’ blood'presSure elevations
were bserved in this population (see WARNINGS). .__ ‘4-
Help; fl; fmgfiirmbntfl The eflreetsqof severe‘hepatie impair-
met“. all eletriylnnnintabolism have not been evaluated.
subjects: will: mild or moderate hepatic impairment demon-
smea' an inc'n'sasc In_both AUG 134%) and half-lite: [The
Cm, was increased by 18% (see PRECAUTIONS and DOS-
AGEAND ADMINisTRAi‘ION). .. . ' ruin-1
Drug lnteraetio : I l l I ,
(ti/7’35! irihiliitdrs? 'Iri flit—fol studies have‘shownu that

- i

 

  
 

  

. eletriptan is metabolized by the CYP3A4 enzyme. Aclinical
study demonstrated about a 3-fold increase in Cm, and
about a 6-fold increase in.the AUC_ of eletriptanv when com:
bined with ketocbnazole. The half-life;increasedvfrom 5
hours to 83 hours and the me increased from 2.8, hours to
5,5,1 h’qurs..,Anothe1_' clinical study,d_emonstrated about a
2-fold increase in; Owl“: and about g. 51-fold- increase in AUG
when erythrgmyeinmas co-administered with; eletijiptan.;lt
has also, been shownithatco-administration aflveraparnil
andeletriptan- yieldsxabont a:_2-fold-.increa_se in; Cg,“ and
about a ld, increase in AI‘JC of .eletriptan,. and that co-
adminis ionpf fluconaque andeletriptan yields about a

; 1d increase in,C,,,,,,. and about a,2»fold_ increase in AUC,
ofeletripta . . :_ J,“
Eletriptan should not be used within at least 72 hours of

treatment with the followingpotent QXPIBAAI inhibitors: ke-
toeonazole, itraconazole,-. nefaeodonu. "-troleandomycin,
cl'aritlu‘omycin, iitonavir and nelfinavir. Eletriptan shouldnot be used within 72 hours with drugs that have demon-
strated potent CYP3A4 inhibition and have this potent ef»
fect described in the CONTRAINDICATIONS, WARNINGS
or PRECAUTIONS sections of their labeling (see WARN—
ING-S and'DOSAGE AND ADMINISTRATION). 4Proprano/ol: The C1mm and AUC of eletriptan were in-
creased by 10 and-33% respectively in the presence of pro-
pranolol; No interactive increases in blood pressure wereobserved. No dosage adjustment appears to be needed for
patients taking propranolol (see PRECAUTIONS). "
The effect of eletriptan on other drugs: The elIeet of
eletriptan on enzymes othenthan cytochrome P-450 has not
been investigated. In vitro human liver mierosome studiesm .

 
 

Continued on next page
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PRODUCT INFORMATION .

‘ Keep the needle pointing upright and push in the in-
‘ jection button completely.’Sto‘p pushingafter you hear

the’iirst click. A small amount .of liquid should cbme"
outof the needle indicating that the. Pen is ready for ,
use. The amount'of liquid seen at the needle tip is part ,

-. - of the extra medicine from-the pen. If no liquid ap— »
pears the first time, repeat these steps until liquidcomes out of the needle tip. . _

0 Replace the inner needle cap.
6. Select your prescribed dose by turning the dosage dial

(black numbers) to the proper dose mark on the dial in ‘3
front, of the arrow mark. Carefully check the dosage dial '-
before proceeding. Once you have set.the dose correctly,
load thePen by pulling out the injection button as far as.’it will go.

7. Check‘the red dosage confirmation scale on the injection
button to ensure the correct dose has been loaded and
that the accurate dose'will be injected. The loaded dose
is shownby the last mark (flat arrow) on the red dosage“
confirmation scale that is fully visible.

  
l; /Red dosagep no confirmation scale 'zfc: r‘

u »\ Black dosage dial. . . .

» '- If you. accidentally pull- out the injection—button with
an incorrect dose setting, do not inject. If the Set dose
is lower than the correct dose to be administered, you
can turn the dosage dial tothe'correct dose and pull
out the injection button again. If the set dose is higher

: , than the dose to be administered, discard the dose by
-—— ‘ pushing allethe liquid out into the safety container -

. . and repeat the previous steps for setting the -dDSe.
Injecting the dose .
Suitable injection sites on the stomach will be advised by
your fertility specialist. Occasionally, your fertility special-ist may suggest an alternative site. "

 
 

if) I;  
8; Clean the injection-site with an alcohol swab-and allow .ittoairdry. "'

9., Remove theinseLDeedlecapfroei thensedle on the. P9111;
Do not touch the needle or allow the needle to touch any. surface.“ ‘5 . -

10. To“inject,~ insert 'the needle into the skinat a [it]? angle
and 'push the injection button—you will hear the button
clicking. A’ftlifthé-la‘st ‘clickgstop‘applyinr: pressure onthe injection liuttori.‘Allow the needle to remain in the
skin for alleusl fi'woo'nde. This will ensuri- lel. you in-ject the full dose. ' ' '

 
ll. Aficr'thuirdouiiou is mmpletehrunmru the needle oul. of

your skin and apply pm‘QEUIl' using a gauze pritl.
12. Each time you finish an injection. muovunn'd discardthe used needle as follows. Hold the Gorml-i” EFF For:

firmly by the drug reservoir. Cart-fully replace the outerneedle cap onto the.needle. Gripping the outer needle
cap firmly, remove the.needle by’unscrewing the pen -
counter-clockwise and dispose of tho needle in yoursafety contaim‘r. ' ‘

13. Replace the pun can rind store properly. Ree
'HOW SUPPLIED." ' _

Parenteral drug products should 'Iis'inspt-ctcd visually for ~
particulate matter rind discoloration prior to administral ,
lion, whenever solution and mntninvr permit.

HOW SUPPLIEI) _ . .
Gonal-t" RFF Pen (follitropin alfa injection) is a' disposable,
pl‘efilled multiple-dose delivery system containing a sterile,
teady—to—usc liquid formulation of follitropin alfa. Each
Clonal-(‘5’ RFF‘Pen‘is filled with 415‘ IU,;568'IU;'or.' 1026 IU
follitropin alfa to' deliver a.minimu.m tbtal of>300 IU. in
0.5 mL, 450 IU.in 0.75 mL, or 900 IU=in.1.5 mL, respec-
tively. Each Pen is supplied in a carton containing 29G..X
112 inch disposable needles to be used for administration.- ..
The following package combinations are availabléu m
NDC 4408741134 One Gonal~t® RFF Pen'contains 415 IU «
to deliver aiminimUm total of 300"IU/0.5‘mL'and 5 single;
Usedisposable‘ZQG'X l/2’3 needles *1, ' -' ' " - .u .’ 4.:
NBC 44087—11124 One Canal—1:9 RFF. Pen contains 568 IU
to deliver aminimiun total of 450.IU/0.75‘mL and‘7‘ single-llse’disposable 29G x W’ needles . (,1 ’ ' . ..
Noe 44081-11144 One Gonal-f® RFF Pei! contains 1026 IU
to deliver a minimum total of 900 Ill/1.5 nIIi nml |.-1 mingle"

_ ‘_“Gon'a1-l® RFF contains no luteinizing hor

Store the Goiial-fa- RFF Peri refrigerated (2“i8‘lC/‘36"-46°F)
* until dispensed. Upon dispensing; the'patient'may store the
_pen refrigerated.(2°-8°C/36°—46°F) until the expiration date,
or at room temperature (20°~25“C/68°-77°F) for up to one

=.~month or. until the expiration date, whichever occurs first.
After the first injection, the pen may-be stored refrigerated

77°F) for up to 28 days. Protect from light. .130 not freeze.
Discard unused material afler 28 days: . _ . , =r .
Rxonly ;_._l ,_.

MA 02370Manufactured forr‘SERONO, INC., Rockland,USA , , - ‘ ,
Revised: May 2004 ,3”, . . ‘_,.

Shown in Product Identification Guide, page .333 _. . r,-.
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GONAL-F® RFF
lfollitrupin alfa‘for injection)
“revised formulation female
For subcutaneous injection  

DESCRIPTION; 5-’ e: . :‘r. "a
Gonal-f® RFF (follitropin alfa for injection) is a human fol-
licle stimulating 'h'ormonej(FSH) preparation of recomhii
nant DNA origin, which consists of two non-covaleiitly
linked, non-identicalglycoproteins designatéd'asthe ui‘and
B-subunits. The n: and B-subunits' haves? and 111 amino
acids, respectively, and their primary and'tertiary structure
are indistinguishable from those of human'follicle’stimuL
lating hormone. Recombinant FSH production otchrs in
genetically modified Chinese Hamster Ovary" (CHO) cells

" cultured in biorea’ctors, Purificationby'immu‘noch’romatfig-
raphy using an’antib’o'dy' specifically hmding'FSHl‘results' in
a highly purified preparation with a consistent FSH isijform
profile, and a high specific activity'Th’e biological‘activity of
follitropin alfa' is determined by measuring, the increase in

“ovary weight in female rats. ’I‘hé‘in v'iuo biological activity'of
follitropin alfa’ has‘heen'calibrated against‘the first Interna-

* tionalrStandard for recombinantmumanifolliclestimulating
hormone established in 1995 bylthe Expert Committee‘on

' Biological Stafdards‘of'tlfé Warld ’Hefilth~ Oigahiiat
' ' ne '(LH)"‘a

, . f Based ’oiiflavailable‘data‘derivsd fron‘fp ysicofchemical
tests and bioassays,’ fo‘lhtro iii alfa and follitmpin bcu1,jan'-

   

 

  

 (. . my

indistinguishable.,.,_.,g_ “ , ,{h ., >Gbnal-i®'RFF is a steiile‘, ’lyiiphiliied politder intended for
subcutaneous injectipnafter reconstitution. .
Each Gonal-i® RFF sirigleido'sé‘vial is fllledwith a2 IU(6 pg) follitropin alfa to deliv

(Soloigfsxicfosefa1f11’ing' dih‘asic sodium phosphate 'dihyi.
,- dram, 0.45 mg mpnobusic sodium phosphate'monohydrate,

0.1 mg'methionine, and 0.05 mg-polysorbate 20. Phosphoric
acid‘and/or sodium hydroxide may he. used prior to lyophi-
limtion for pH ‘ndjnstmnnt. Viola nrr roconuijtutod With
Sterile Water forVInjclfiliou, USP.
.Under current stdrago condiliuns, Gourd-['19 RFF “my con-
tain up=tdj10$fi of oxidizorl follitropin ull‘n. ' '
Thurapoiltic Class: lnfeflihty
HQWéSUPPLIEl-l . '
Gonal-KDRFF (follitropiri aha—for injection) is supplied in a
sterile; lyo‘philized form. in single-dose vials containing
82-TU' withxdiluentdSterfle Water for Injection, USP) in’a
pie-filled syringe. Following reconstitution lwith the diluent
asde‘scribed; up‘onzadrninistration eachrvial will deliver ‘adose of 75 IUL - ' - '

Lyophilized vials may be stored refrigerated 'or at room
temperature .(2°525°C/36°¥7U°F). Protect from light. Use
imm‘edidtelylafierfi‘reconstitution. Discard unused material.

 

syringe: Separate needles are providedtfor‘reconstitution
(18 (”and admiriistrdtilih (27 G].
'Note:‘ No 'antimic'robial'or other substance‘has heed-added
to the‘ Sterile Water for Injection for: the single-dosewials'.
SterileVWater foriInjection is ‘not suitable‘for intravascular
injectionrwithOutits-firs't having been made approidniately"isoto'ni'c. by the additiou of a suitable solute:
The following package combinations are available:
.1XVial Gonal-i® RFF 75m and 1 pre-filled syringe Sterile
Water‘fordnjectiori, USP, 1. mL, '1 reconstitution needle
(*18."gauge),. 1i'admi'nistratiori'lneedle (27 'gauge‘). NDC44087-90054 I '

' 10 vialsGlirial~t® RFl" 75 Il l'oncl 10 pre-fllled'syrmges Ster-ile Wa't‘er for Injection. USP, 1 ml'.. 10 reconstitution needles
(18 gauge), 10 administrationn‘e’edles (27 gauge);' NDG44087—900516
Rxoniy
Manufactured for:
US.-

SERQNO. INCL. RUEklIlilll. MA [Jill-370

Revised: May 2cm
 

NQVANTRONE“ -. - ‘
[716 min trdne]. ‘ . -;- D . . '.r u .. »‘ _-...'ru
(mitoxantrone) _ f 'n .. i '- 1’ "
forinjectionconcentrate, ' -,.'~w ‘9 - .. H. '4'..' 1.” “v -  

L

,W 'G _v ,, ._ ‘ . . . ,I .‘ NOVANTRONE® (mitoxaiitron‘é for injection concen-

 
USG gifilfiiabfiafigofi lyidlsglfi‘é ’ EX. 1 033 ’ P- 1 9 Of 2; trate) should be administered under the supervision of'a

(2°~8°C/36°-46°F) or at room temperature (20°-25°_G/68°.— '

 
. . recornmended that freqUent peripheral blood cell counts '

other recombinant follicle 'stimula'tihg'h'ormoneproduct. lire .

‘75 IU (5.5 {1%) and contains .

Sterile Water-for" Injection, USP is. provided in‘a“ p're-filled . 
SERONO/3‘l15

physician experienced in the use of cytotoxic chemother- 'apy agents. '

NOVANTRONE® should be given slowly into a freely
flowing intravenous infusion. It must never -be given
subcutaneously, intramusc‘ularly, or intra—arterially. Se-
vere local tissue damage may occur if there is' extrava-
sation during administration. (See ADVERSE REAC-

TIONS,» Gend’ral;‘*Cutaheoris and DOSAGE-AND .
-ADMINISTRATION, Preparation and Administration» Precautions). -’ .. » . ' I 7 7| ' -

1 NOT FOR INTRATHECAL USE: Severe injury'with
cpermanent' sequelae can result'fromintrathecal admin-

istratidn. (SEE’WARNINGS, General) - ’ x ' '
. Except 'for the'treatrherit of-acute nonlymphocytic‘leu-
‘ kemia, NOVANTRONE® therapylgene'rally should not

be ‘given to-patientswith baseline neutrophil counts of
less than 1,500 cells/mmli. In order to monitor the occur—r

'. rence of bone' marrow’suppression, primarily neutrope-
nia, which may be'se'vere'and result in' infection', it im-

 
be performed . on all patients.’ ," receiving-"VN0VANTRONE®. 4'." ' . 1 ."r '- “it 4 "' .
Myocardial toxicity; manifested in’its‘ most-severe form '
by potentially fatal congestive. heart failure (CHF); inaym

occ'ur eithei‘: during. therapywith. NOVANTRONE® or
months to years=aftei termination ofith‘e‘rapy. Use of .
'NOVANTRONE®-has been lassociat'ed‘with ca‘rdiotdm‘c-
ity; this-risk increasesyvith'CumiflatiVE‘do‘se. In cancer .
patients, the risk of’symptomatic’codgestive 'heart fail:

:'ure (CHF) was estimated to be 2.6% fofp'atients‘re'c'eiv-
‘ ing Lip-to 'a' cumulative dose ’of 140 mg/mszo'r this r'ea- '.

»' son, patients should be monitored for evidence of cardiac
. toxicity and questioned about symptoms of heart failure.
prior to initiation of treatment:'Patients‘withimultipl'e
sclerosis’who reach a-cuini'ilative dose of 100 nig/mzr
should he‘ monitored for evidence of cardiac toxicity
prior to each subsequent dose. Ordinarily, patients with
multiple sclerosis should‘not receive a cumulative dose
great'er'tlian 140 mg/mz. Active or ddrmant cardiovas-.
cular disease, prior or concomitant radiotherapy to the

mediastinal/pericardial areafxpr‘evious' therapy with
other anthracyclines or anthracenediones, or concomié

’ tant uselof other'cardiotoxic drugsi‘nd’y increase the'
J :ris‘k‘iioff cardiac Atoxicity.” ,C'ardiac j'toxicity' with

’NOVANTRON'E® mays'occura‘t low‘er ’cumulative doses
.“Whe'th'e'r‘or‘not cardihc" risk factors are 'present‘. For ad-

ditional information, see WARNINGS, Cardiac Effects,:'
1"and DOSAGEAND ADMINISTRATION.’ ' ’ '- V' ’

Secondary acute myelogenous leukemiaiAML) has been“
reported in cancer patients treated with anthracyclineSn
NOVANTRONE® is an anthracenedione, a related

:: drug. SecondaryAML has also been reported in dancer
patients and multiple sclerosis patients who have been
treated with NOVANTRONE®. The-occurrence of re»

‘ fractory’secondary leukemiais more common when an-
‘ thracyclines arel given in combination with-DNA:
damaging antineoplastic agents, when.patients have

wheen heavily pretreatedwith cytotoxic drugs, or when ‘
_ doses of anthracyclines have been escalated. The Cumu-
lative risk of.developing treatment-related AML, in

» 1774: patients withr breast'. cancer who. received .
NOVANTRONE® concomitantly with other cytotoxic

.agents- and radiotherapy, was estimated as 1.1%: and
1.6% at 5 and 10 years, respectively (see, WARNINGSsection).

 

   
 

DESCRIPTION

,NOVANTRONE® (mitoxa'ntrone hydrochloridoi'is n Hyu-
tlietic antineOplastic anthracenedione for intravenous use.
The molecular for'm'ula'is C22H55N405i2H'CI and 'the molec-
'ul'ar:weight is 517.41. It is'supplied as a concentrate’that
MUST BE DILUTED PRIOR TO INJECTION. The conced~
{rate is’a sterile; nonp‘y'rogenic, dark blue agueous solntion
mammal mitoxahtro'rio‘ ‘ hydrochloride equivalent to
23mg/mL-mitox‘antrone free base, with sodium chloride
(0.80% w/v), sodium'acetate (0.005% w/v), and acetic acid
(0.046% iv/v) as inactive ingredients. The‘ solution has a pH
of 3.0 to 4.5 and contains 0.14 mEq of sodium per mL. The
product, does not contain preservatives. The. chemical
name is Ltdil:ydroxy»5,8-bis[[2-l(2—hydroxyethyl) amino]
ethyllaiiiinojvfl,10-unthracenedioné dihydrochloride and thestructural formula is:

UH O NHCHQLJHZNHChZUHpOH

‘V‘ 0H; 0 HI-lCII,Crl_.llllt’tll:(:H:OHi. 'i’ ' . la 1
»r.

' r‘c'LuiICAI'L‘rHAnMACOLom’
Mechanism of-fiAction: Mito’xantrone, a DNA-reactive
agentthat intei'calate's “into deoxyribonucleic acid (DNA)
througlr.hydrogen bonding, c‘aus‘esicrosslinlgs and strand
breaks. Mitoxantrone also interferes with .ribonucleic acid
(RNA) and is a potent inhibitor of topoisomerase II, an en-
zyme responsible for" uncoilihg and repairing damaged
DNA. It has a cytocidal eflect on both proliferating and non-
proliferating cultured human cells, suggesting lack of cellcycle phase. specificity.

Continued on next page
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Novantrone—Cont. ‘ ' '

NOVANTRONE® has been shown in vitro to. inhibit B cell,
T cell,vand macrophage proliferation and impair antigen
presentation, as well as .the secretion of interferon gamma,
TNFd,andIL-21 ' ‘ ». -- .- . '
Pharmacokinetics‘: Pharmacokinetics'ofmitoxantrone ”in
patients following a single intravenous administration ofNOVANTRONE® can be characterized by a three-compare
meut model. The meanalpha half-life 'of mitoxantrone is 6
to 12 minutesfithe mean beta half~life is LIN-to 3.1.hours and
the mean gamma (terminal or elimination) half-life is 23 to215 hours (median approximately 75 hours). Pharmacoki:
netic studies have not been performed in‘humans receiving
multiple daily dosing. Distributionto tissues is extensive:
steady-state volume of distribution exceeds 1,000 L/mszis:
sue concentrations of mitoxantrone appear to exceed those
{in the blood during the terminalelimin‘ation- phase. In the
healthy monkey, distribution to brain, spinal cord, eye, and
spinal fluid is low. ' ' ‘
In patients administered 15—30 mgl/rnZ of NOVANTRONE®
intravenouslythere is a lineari'elationship between.dose
and the 'area under the concentration-time curve (AUC).:
Mitoxant'r‘one is 78% bound to plasma proteins-in the ob:
served concentration rangezofv26—455 ng/mLr This 'binding
is independent of concentration and isrnot affected by the
presence of phenytoin, doxorubicin, methotrexate, ‘pre‘dni‘
‘sone,.prednisolone, heparin, :or aspirin. ,j .. ,m :11: . ,
Metabolism andrfiliminafion: Mitoxantrone is {excreted-iii
urine and feces 'as either unchangeddrug or as inactiveme:‘tabolites.’In,hum'an studies,;11.% and 25%_of the'dosewere
recovered in urine and feceerespectively, aseither parent
drug or metabolite during the 5-day period following drug'
administration. Of the material-recovered in urine, 65% was
unchanged.,drug_.- The remaining 35% was, composed of
monocarboxylic and dicar‘boxylic acidderivatives and their
glucuronide conjugates. The pathways leading to thelmetab—
olism of NOVANTRONE® have not been elucidated:
Special Populations: 1;; . :~ . , = _—, -.f '1: ,. ‘
Gender—The effect of gender on mitoxantrone pharm'acoki-netics is unknown. , - - ,3 , ‘ ‘~ '-

IGeriatric—In ,elderlypatients with breast cancer, the sysl
temic mitoxantrone clearance was .21.3.J_./hr/rn2,'1compared
with 28.3 I_/hr/rn2 and 16.2 L/hr/m2 for non-elderly patients

. with naSopharyngeaL carcinomaandmalignantlym'phoma,
respectively. , " ’ ' f ., '- ’
Pediatric—Mitoxantrone pharmacokinetics'in the‘pedjatric
population are unknown. at , __,~r », ,- ' > 1 ‘
Race ~The eflect of race on mitoxantrone pharmacokinetics
is'unknown. . - . : ,. - " -' . r I-
Renal Impairment—Mitoxantrone. phar‘inacokinetics in'pai
tients with renal impairment areunknown. ,r. >13: 5' a
Hepatic ImpqirmenteMitoxantrone 'cléaraiicéis reduced by
hepatic impairment. Patients Zwithsevere- hepatic dysfuncL
tion (biliriibin >314 mg/dL) have an AUC more than three
times greater than that of patients withinorma'l.‘hepatic
function receiving. the same dose. Patients with multiple
sclerosis who‘have hepatic impairment should Ordinarily

 
.1u -." ' i';.i,i

'l "" r_-\»' .. ll 7 'l r

not be treated with NOVANTRONE®.- Other patients with ‘
hepatic impairment should be treated with caution and dos: ~
age adjustment may be required; ‘ , . r . . .
Drug Interactions: vIn‘vitro drug interaction‘studies have
demonstrated that mitortantrone' did not inhibit CYP450
m2, 2A6, 2C9, 2C19, 2D6, 2E1, and 3A4 across a broad con;
centration range. The results of in vitro inductionstudies
are inconclusive, but suggest that mitoxantrone may be a
weakvinducer of CYP450 2E1‘actiyity. .1 - - -
Pharmacokinetic studies '1on the; ; tera'ptlon ”pf
NOVANTRONE with concomitantly admimstered‘medical-

_ tionspin humans haye not been performed. The pathways
leading to the metabolism of NQVANTRONE have not been
elucidated. ,To date, post-marketing experiencehasnot re;
vealed any significant drug interactions in patients-who
have received .NOVANTRONE for treatment ufficancer. In—
formation on drug interactions in patients with multiple
sclerosis is limited. ‘ ,_ , . .. ». - ,

 

l
CLINICALTRIALS ' ' -' .. I ,
Multiple Sclerosis: " The" safety and ‘ eflicacy of
NOVANTRONE® in multiple sclerosis were assessed in two
randomized; multicenter clinical‘studies. ' ' * ~
One randomized, controlled study (Study 1) was conducted
in patients with secondary progressive or progressive re»
lapsing multiple sclerosis. Patients in this study demon-
strated significant neurological disability based on the
Kurtzke Expanded Disability Status‘Scale (EDSS). The
EDSS is an ordinal scale with 05 point increments ranging
from 0.0 to 10.0 (increasing score indicates worsening) and
based largely on ambulatory impairment in its middle
range (EDSS 45 to 7.5 points), Patients in this study had
experienced a mean deterioration in EDSS of about 1.6
points over the 18 months prior to enrollment. '
Patients were randomized to receive placebo, 5 mg/m2
NOVANTRONE®, or 12 mg/m2 NOVANTRONE® adminis-
tered IV every 3 months for 2 years. High-dose methylpred-
nisolone was administered to treat relapses. The intent-to-
treat analysis cohort consisted of 188 patients;’- 149
completed the 2-year study. Patients were evaluated every 3
months, and clinical outcome was determined after 24
months. In addition, a subset of patients was assessed with '
magnetic resonance imaging (MRI) at baseline, Month 12,’
and Month 24. Neurologic assessments and MRI reviews
were performed by evaluators blinded to study drug and
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Table 1: Efficacy Results at Month 24: Study 1.l

.‘- ’ r, .

v ' 1 l ' * ~ ‘ - , - NOVANTRONso p
=1 Placebo (N: 64) 5 mg/m2 (N = 64) ’- 1; rug/m2 (N a 60) NOVANTRONE®Primar'yEndpoints ‘ 9

Treatment Groups

PHYSICIANS' DESK REFERENCE®\

p-yalue

. Mov’ANTFiONeo Placebo vs 12 rug/",2

 

Primary efficacy multivariate =1 1
analysis* . ' -' ' .

Primary clinical variables. . ' 7' -' - _I
analyzed: '1 ,

EDSS change” (mean) !. , ‘Ambulation index
change“ (mean)

Mean number of relapses per
patient requiring
corticosteroid ”
treatment (adjusted for
discontinuation)

Months to first relapse
requiring corticosteroidtreatment (median
[13‘ quartilel)

Standard Neurological Status
-changeii*(mean),;‘.,: h; : - r - . . n J," . -

 

 

 S: ,1 4
MRI? .. .. -  

 

 

"- ”.0001

~ 0.13
0.30

U .U 194
0.0306

0.40 dorm

, .» '|u. . ,~ ~

00004

 0.0269

 

  No. ofpatients \ . .
(fwd-enhancing lesions ,.
Change in’numberof, ‘
.TZ'V‘ZQig ed .
r : lesions; mean in)"

1: “'.;‘1'5/32_'(ie%)j-
- "1.3.: :32:

‘ 4/37 (11%)

oes (a4)

Mil 0.022

0.25] (2?“ 0.02?

 
NR = not'res‘chod within 24 months: MR1 = magnetic rosonance imaging.L" Wei-Luchiu tosL
.“Month '2‘; value minus hoe-ellnu.
*. A subset of no patients was selected for MR] analysis. 5
MRI results were not available for rill patients at all lime points.
 

, . ~' .c:.
 

 
 
 Table 2::EfficvacyjResults'.”Study:2_ ,i '

 {. i 'ni,;v‘..
  

  
 

 

     

Primary Endp " l l. .‘Mf alone (N = 21) NOV +,MP (N = 21) p-value

. , ‘ ' ’- 5 (31%) 19 (90%) ' 0.001
, le , Is on:MRIs (p . ary endporn, -, ' ' ‘ i ‘ 1
Secondary Endpoints“ I. “ " .. .I‘d“ ‘ "
EDSS change (Month Silmimis baseline)* .: ., -1.1 0.013
mm“ ‘;,1.; ‘ ‘ , 'z- .

Annualized relapse ,i'ate (mean penpatient) ». ’, 3,0 . 0.7 0.003
Patie ts (f/ ' thout relapses: ' ;) E f... '7 (33%) 14 (67%) 0.031  

MP1]: methylprednisol'
ifRe’sults, at Mon'th'   

 

Idlinical‘outcome,,althoughthe diagnosi of relapse ‘
decision to‘ treat relapses with steroidswere ,made by n}
blinded treating physician A;multiv riatlé'arialysis of’five
clinical variables (EDSS, . tronlndex, [Al], number" of
relapses requiring treatment yy .11 steroids,,montlfs to first
relapse needing treatment With'steroids,’:and_ Standard
Neurological Status [SNSD was used to determine primary
efficacy. The AI is-_an ordinal scale ranging‘from 0 to‘9.in one
point increments to defineprogressive ambulatory impair-
ment. The .SNS: provideSvan'o'verall measure'of neurologic
impairment-and disability, with scores ranging from 0 (nor-
mal neurologic examination),to 99 (worst possible score).«, -‘
Results of Study 1 are summarized in Table 1. 1 ..
[See table 1 above] . . ' .’" mi ' , . ' i '.
Asecond randomized, controlled study (Study 2) evaluated
NOVANTRONE® in. combination with methylprednisolone
(MP) and was conducted inpatients with'secondary pro-
gressive or worsening relapsing-remitting multiple sclerosis
who had residual neurological,,deflcit betweenv relapses. All
patients had,experieuced at leasttjwo relapses with sequel
lae’ or neurological deterioration withiuthe previous 12
months. Theaverage deterioration in EDSS was 2.2 points
during the previous l2_months. During the screening pe-
riod, patients were treated with two monthly doses" of 1 g of
IV MP and underwent monthly MRI' scans. Only patients
who developed at least one~new Gd-‘enha'ncing MRI lesion

   

j '1'. .2 '2

during the,2-month screening period wereeligible for ran- '
doinization.-A total of 42_levaluable patients received .
monthly treatments of 1 g of IV MP alone (n = 21) or
~12 mg/m2 of IV NovANTRONE® plus' 1 g of xvi/[Pm =
21) (NOV +, MP) for 6,months.’ Patients were evaluated
monthly, and study outcome. was determined after 6
months. The primary measure of effectiveness in'this study
was a comparison of the proportion of patients in each treat.-
ment group who developed no new. deenhancing MRI.le<
sions at 6 months; these MRIs were assessed by a blinded
panel. Aldditional outcomes were measured, including EDSS
and number of relapses, but all clinical measures in this
trial were assessed by an unblinded treating physician. Five
patients, all in the MP alone arm, failed to complete the
study due to lack of efficacy “ 7 . ' 1“The results of this trial are displayed in Table 2.
[See table 2 above] . ‘
Advanced Hormone-Refractory ProstateCancervz" A multi-
center Phase 2 trial of NOVANTRONE® and low-dose pred—
nisone (N + P) was conducted in 27 symptomatic patients
with hormone—refractory prostate cancer. Using NPCP ,(Na-
tional Prostate Cancer Project) criteria for disease response,
there was one partial responderand 12 patients with stable

 

 

 
disease. However, nine patients or 33% achieve-d upslliative
response; defined on the basis'cf reduction in analgesic use
or. painietecsityg. - - ‘ ._. . - - -'
These findings ledto the initiation. ofln,randomimd multi-
center .trial.(_CCI-NOV22)" comparing .theefiectivencss of
(N a; P) to'low—dose prednisone~ alone (P): Eligible patients
were required 'to have metastatic’dr lh'cally.advancled dis-
ease that had progressed on standard hormonal therapy, a
castrate serum testosterone leyel, and at least mild pain at
study entry. NOVANTRONE® was administered at a dose
of 12 mg/m2 by short IV infusion every 3fweeks. Prednisone
was administered orally at adose of 5 mg twice a day. Pa-
tients randomized to the prednisone arin were crossed over
to the N + P‘arm if they progressed or if they were not ini-
proved alter a minimum of 6 weeks of therapy with predni»sone alone. ‘ - ‘
A total of 161 patients were randomized, 80 to the N + P
arm and-81 to the P arm: The median' NOVANTRONE®
dose administered was 12 mg/m2 per cycle. The median CU-mulative? "NOVANTRONE® dose" administered W35
73 m'g/rzu2 (range of 12 to 212 mg/mz). ' .
A primary palliative response (defined as a 2-point decrease
in pain intensity in a 6-point pain scale, associated with Sta-
ble analgesic use, and lasting a minimum of 6 weeks) was
achieved in 29% of patientsrandomized to N + P compare
to 12% of patients randomized to P alone (p = 0011). Two
responders left the study after meeting primary response
criterion for two consecutive cycles, For'hthe purposes of this
analysis, these twopatients were assigned a response dul‘a:
tion'of zero days. A secondary palliative response was de-
flned as a 50% or, greater decrease in analgesic use,.asSOCl-
ated with stable pain intensit , and lasting a minimum of 6
weeks. An overall palliative response (defined' as primary
plus secondary responses).was achieved in 38% of patients
randomized to N + P compared to 21% of patients random-
ized'to P.(p ; 0.025). " . . . . . -
The median duration of primary palliative response for P“‘
tients randomized to N'+ P was 7.6 months compared to 2.1
months for‘patients randomized to P alone (p = 0,0009): The
median duration of overall palliative response for patients
randomized to N + P was 5.6 months compared to 1-9
months for patients randomized to P alone (p = 0.000% ‘
Time to progression was defined as a 1~point increase in
pain intensity, or a > 25% increase in analgesic use, or 8V-
idence of disease progression on radiographic studiesY 01'3”?
quirement for radiotherapy. The median time to progressan
for all patients randomized to N + P was 4.4 months com-
pared to 2.3 months for all patients randomized to P alone
(p = 0.0001). Median time to death was 11.3 months for all
patients on the N + P arm compared to 108 months for
patients on P alone (p = 0.2324). .
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Foxty-eight patients on the P arm crossed over to" receive 7Table 3: Response Rates, Timeto Response, and Sdrvival in U.S. and International Trials _, . ‘ . , -' ~N + P. Of these, thirty patients had progressed on P, while ‘ '" ‘ i » A l“ ' ' ' ‘ ' r l i ' i
18 had stable disease on’P. The median cycle of answer Trial " % Complete‘Response (CR) Median Time ‘60 CR (days) Survival (dayS)
was 5 cycles (range of 2 to 16 cyclesi).,'1‘imeitrends for pain ‘ . . ' ' .
intensity prior to crdssover were significantly worse {or-pa. M DAUN NOV DAUN. - NOV DAUN
tients who crossed oVer than for those who remained on 15‘ U-S- ‘53 (62/98) 53 (54/102) ' 35 - 42 ,. ‘ - 312 . 237.
'alone (p = 0.012). Nine patients (19%) demon'stiate'd‘a pal; International ‘ ‘50 (56/112) 42 r. .. n. .230 ,liative response on N + P after crossover. The median time
to death for patients who crossed oVer to N + P was 12.?months. ‘

The clinical significance of a fall in prostate'specific antigen:
(PSA) concentrations after chemotherapy is unclear. On the
CCI—NOV22 trial, a PSA fall of 50% or greater for two con-
secutive follow»up assessments after baseline was reported
in 33% of all patients randomized to the N + P arm and 9%"
of all patients randomized to the P arm. These findings
should be interpreted with caution since PSA responses
were not defined prospectively. A number of patients were
inevaluable for response, and there was an imbalance be-j'
tween treatment arms in the numbers of evaluable patients.
In addition, PSA reduction did not correlate precisely with"
palliative response, the primary eflicacy endpoint of this"
study. For example, among‘the 26 evaluable patients ran-
domized to" the N + P arm'who had a 50% reduction'in PSA,
only 13 had a primary palliative response. Also, among 42
evaluable patients on this armwho did not have this reduc-.
tion in PSA, 8 nonetheless had a primary palliativeresponse.

Investigators at Cancer and Leukemia Group B (CALGB)
conducted a Phase 3 comparative trial of NOVANTRONE®
plus hydro'cortisone (N +’ H) versus hydrocortisone‘alone (H);
in patients with hormone-refractory prostate‘ cancer'
(CALGB 9182). Eligible patients were required to have‘
metastatic disease that had progressed despite at least one'
hormonal therapy. Progression at study entry was defined
on the basis of progressive symptoms, increases in measur-
able or osseous disease, or
NOVANTRONE® was administered intravenously at a dose
of 14 Ing/rn2 every 21 days and hydrocortisone was admin~
istered orally at a daily dose of 40 mg. Atotal of 242 subjects ‘
were randomized, 119 to the N + H arm and 123 to the H
arm. There were no differences in survival between the two
arms, with a median of 11.1 months in the N + H arm and.
12 months in the H arm (p = 0.3298). R . .,
Using NPCP criteria for response, partial responses were
achieved in 10 patients (8.4%) randomized to the N + H arm
compared with 2 patients (1.6%) randomized to the H arm

rising PSA levelsL

(p =, 0.018). The median time to progression, defined by ‘NPCP criteria, YOr‘patients randomized to the N + [l and
was 7.3 months compared to 4.1 months for patients ran}domized to H alone (p = 0.0654). » ‘
Approximately 60% of patients on each arm required anal-
gesics at baseline. Analgesic use was measured in this study
using a 5-point scale. The best percent change from baseline
in mean analgesic use was -17% for 61 patients with avail»
able data on the N + H arm, compared with +17% for 61
patients on H alone (p = 0.014). A time.trend analysis for
analgesic use in individual patients also showed a trend fa»
voring the N + H arm over H alone but was not statisticallysignificant.

Pain intensity was measured using the lily-rumour Distress
Sculu,t$DS,1 Pain Item 2 (a 5-point scale). The best. percent
change from baseline in mean pain intensity was-14%,;for
37 patients with available data on the N + H arm, compared
with +8% for 38 patients on H_ alone (p = 0.057). ,A.time
trend analysisjor pain intensity in individual patients
showed no difference between treatment arms.
Acute Nonlymphocytic Leukemia: In two large random:-
ized» multicenter trials, remission induction~ therapy
for acute; .nonlymphocytic’ leukemia (ANLL) with
NOVANTRONE® 12 mg/m2. daily for 3 days as a 10-minute
intravenous infusion and cytarabine 100 mg/m2 for 7 days
given as a continuous 24-hour infusionwas compared with
daunorubicin 45 mg/m2 daily by intravenous infusion for 3
days plus the same dose and schedule of cytarabine-used
with NOVANTRONE®. Patients who had an incomplete an-
tileukemic response received a second induction course in
which NOVANTRONE® or daunorubicin was: administered
for 2 days and cytarabine for 5 'days using the same daily
dosage schedule. Response rates and median survival infor-
mation for both the U.S. and international multicenter tri-als are given in Table 3:
[See table 3 above] _ -
In these studies, two consolidation courses were adminis—
tered to complete responders on each arm. Consolidation
therapy consisted of the same drug and daily_dosage. used
for remissioninduction, but>only_.5 days of cytarjabine‘and 2
days of NOVANTRONE® or daunorubicinnvere given. The
first consolidation course was administered 6 \veekslafter
the start of the final induction course if the patient achieved
a Complete remission. The second consolidation course was
generally administered'43veeks later. Full' hematologic rel _Covery was necessary for patients tou‘eceive‘ consolidation
therapy. For the U.S. trial,.median granulocyte nadirs'for
patients receiving NOVANTRONE® + cytarabine for consol-
idation edurses 1 and 2‘were 10/mm3‘ for both courses, and
{01‘ those patients receiving daunorubicin + Cytarabine-na-
Ilirs were 170/mn13 and 260/min3, respectively. Median
platelet narlirs for patients who received-NOVANTRONE®
1' L')‘Iiu'ol:im\ for consolidation courses 1 and 2 were 17.000l-
mm" and 1-IJJUO/nuna, respectively, and “'i'l'l' ."IRJ'IllIHnun"
moi 21!,ullnhnnl'l' in course: 1 and 2 for tl'lilnl: audit-nu: wlmJ'uwived daunoi-ubicin + cytarabine. The bent-lil-IIT‘ riiri'coli-

51 (62/123) ‘ 36A. 192
 NOV = NOVANTRONE® + cytarabine

DAUN = daunorubicin +‘cytarabine L ' - l_

remission remains controversial. However, in theonly well-controlled prospective, randomized multicenter tii'als‘with
NOVANTRONE® in ANLL, consolidation therapy'was
given to all patients who achieved ‘a complete‘remission.
During consolidation in the US. study, two myelos‘pppr'eS-
sion-related deaths occurred on the NOVANTRONE® arm
and one on the daunorubicin arm. However," in the
international study there were eight deaths‘ on the
NOVANTRONE® arm during consolidation which we‘re re-
lated to the myelosuppression and none on the daunorubilcin arm where less myelosuppression occurred. ‘ ‘ ’ ‘ ‘ ’

INDICATIONS AND USAGE , r i
NOVANTRONE® is indicated for reducing‘neurologic-dis-

. ability and/0.15.019 frequency of eliiiiicéleielapées inmatients
with secondarylclttoeis) progressive, progressive relapsing.

, or worsening relapsing-remitting multiple sclerosis (i.e.;-pa~
tients whose neurologic status is significantly abnormal bet-
t'ween relapses). NOVANTRONE®~is notindica‘tedin the
treatment of patients with primary progressive multiplesclerosis. ,. . .7 -
The clinical patterns of multiple sclerosis in the studies

-were characterized as follows; secondary- progressive-and
progressive relapsing disease were characterized by- gradual
increasing disability with or without superimposed. clinical
relapses, and wersening relapsing-remitting:diseasewas
characterized by clinical relapses resulting in .a step-wise
worsening of disability. ’1‘ -. . ,=
NOVANTRONE® in combination'with corticosteroids is in-

dicated as, -initial~chemotherapys for the treatment of, pa-
'€tients with painfrela’te'dprostate cancer. '
NOVANTRONE® in

 

"1!: b m: n

combination with- other approved
l-drug(s)Visiinflclic:a't‘ediii the ini Iallrtherfapy: of cute nonlym—‘ca gory includesphocytic leuliemiad'OXNLI‘i)hiniadultsf’l'hi ( . ‘

d' erythroid acutemyelogenous, promyelocytic, monocytic’, :leukemi as. '
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CONTRAnVDIcATIoNserg ..,_
NOVANTRONE®-is contraindicated In patients who have
demonstrated prior hypersensitivity to it. - . . {I 4 '

WHEN NOVANTRONE® IS USED IN IIIoI-I DOSES
(_>. .14 mg/mZ/d x 3 days) SUCH As INDICATED _FOB THE
TREATMENT OF LEUKEMIA, SEVERE MYELQSUP:
PRESSION, WILL OCCUR’,§,THEREEORE,,1TIS RECOM-
MENDED THAT NOVANTRQNE® BE ADMINIsTERED
_ONLY "BY PHYSICIANS EXPERIENCED IN, THE
CHEMOTHERAPY OF THIS DISEAsE, LABORATORY
AND SUPPORTIVE SERVIgEs MUST .BE AVAILABLE
FOR. HEMATOLOGIC AND CHEMISTRY MONITORING
AND ADJUNCTIVE THERAPIES,T INCLUDING ANTIBI-
OTICS. BLOOD_,AND BLOOD IgRODUCTS MUST BE
AVAILABLE TO SUPPORT PATIENTS DURING .THE EXT
PECTED‘ PERIOD or MEDULLARY' HYPOPLASIAANDSEVERE MYELOSUPPRESSION. PARTICULAR CARE

 

LOGIC RECOVERY BEFORE UNDERTAIflNG CONSOL-
IDATION THERAPY‘UE' THIS TREATMENT IS _USED)
AND PATIENTS SHOULD BE‘MONITORED VCLQSELY
DURING THIS 'PHASE'.“ NOVANTRONE® ADMINIS-
TERED AT ANY'POSE CAN CAUSE"MYELOSUPPRES~SION. ' ' ' ' ' ' '

General: Piitients'ivith preexisting myslo'supprossion as
the result of prior drug therapy should 'not: 'receivie
NOVANTRONE® unless it is felt that ‘th'e'possiblé benefit
from fiIIClI treatment warrants the risk“ fortlier‘medullary
shpprcssiun; . “’1 j' - j
The safety'ul' NOVANTRONE® {mitoxantrdne‘for injection
Concentratol lnvpntir'nls with hepatic insufiiciency i’s not‘esn
tablish‘ed tsee CLINICAL PHARMACOLOGY). ' ' .
Safety for use by routes other than in‘trm-nnmm m'lminish‘a;
tion has not been established; _ ' ' ‘
NOVANTRONE®‘is not indicated For siiliclitruirL-mm, JnLrn-
nius'cula'r,‘ or intra-ai'te'ria'l‘injection. 'l‘liorfi hove-been ro-
ports of'local/ regional nem‘opnlliy. some irreversible, I'ollow-
ing intro-arterial injection. - - -
NOVANTRONonmust not be gin-u by iuti‘atliecal injec-
tion. There have been reports of m-iuoiuuLhy and neurotox:
icity, both 'central and peripheral,‘following iiitratliecal in»
jerliml. These reports have included seizures lending to
coma inid “I‘Vlfrl' I'll-ul'islngir eeqmllm', nnrl pnrnlynis with
bowel and lJlLIl-Idt'l' dysfunction. ' _ .
pooisomol'nct- II lnhibitortl. including NO'tu'r‘lNTROIfIl11®y
h‘ave‘ been-associated with [he clotuquimont uf'ncute leuke-
mia and my'elodysplafilu. ' r. ‘ ‘
cardiaciEfleéts‘: Because of the no: "lo danger of cardiac

 

doxranlhirin. tho boiiefit-to-risk ratio of NOVANTRONE®
{hr-mp3: lu MlL‘ll pull-mm ulnuukl ho ll|'ll“rl[|if|l-[J hpjim- Hum.hip; tht'rnpy '

-' l'l'lrmnl mrrlim Elilngoil Including (lucrca. . in IL-l'l' ‘1!-   

 
l‘I'imlnr :Ijr-l'liml I'rni'l'illu ILVI'IFI [Inrl il'rovnl'nililn mum-nlii'i‘

Ilution therapy in ANLL patients who achieve a cornplctri 29heal'l failure can occur with NUVANTRONE®. Cardiac [fox-0SUN - lPR2017-01929, Ex. 1033, p. 2
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SHOULD BE GIVEN TO-ASSUR‘ING FULL~HEMATO- .

eflects in patients previously trmitcd With (launoriibicin'or -

 
  

icity may be more common in patients with prior treatment
with anthracyclines, prior mediastinal radiotherapy, Or with
preexistingcardiovascular disea’sefSuch' patients should
have regular cardiac monitoring ofLVEF from the initiation
of therapy.’ Cancer patients who received cumulative doses
011140 m'g/m2 either alOne or in combination with "other'che-
motherapeuticagents had a cumulatiVe 26% probability of
clinical congestive heart failure. In comparative oncology
trials, the overall cumulatiye probability rate ,ofmoderate or
seVeredec-rieases in LVEF at'th'isdose was:,1'3%. . , ‘
Multiple Sclerosis; ,FIipctional cardiac changes may occur
in“ patients with Nmultiple' sclerosis treated: with
NOVANTRONE®.Jn' one controlled, trial (Study; 1; see
CLINICAL TRIALS Multiple Sclerésis),v'two patients (2%)
of127 receiving NOVANTRONE®, one receiving 3.15 _mg’lni2

' ‘ ' leceivingnthe 12 rug/m2 d ’e, 'had’LV'EE
’ sed_to below’_50%.°A:n addi ppal’patient

"12 g/m2;_who’ did not haVe LVIEF ine'asgfi'reLd, had
.7 , a another chocardiogra‘phic meainreme'nt of
ventricular function‘(frac'tional shortening) that led " _s-'
continuation from the trial (see ADVERSE RE TIO S;
Multiplé'Sc’lero's here were no reports of‘congestive
heart failure iniel” er (cOntrolledtii-alf ' ' f ‘ .1, ' f1”;
Evaluat‘on‘bf LVEF (by echocard grain or MUGA) i rec-
Omiiréndedlprior td administrat , Of the‘iriitial dos’e’of
NOVANTRONE®. ordinarily, {inultiple'sclerdsis patients
with a baseline LVEF of < 50%,‘sho‘uld' n'othe treated with

 

  
  

 

 

 
 

NOVANTRONE®: Subsgdi‘i‘eht 'LVEFievaluatiori' are rec-
ommended if si s 'or‘syi'npton‘is ofgonges ve heart failure
develop, and‘pri 0 all dOSes‘adiniIustered patients who
have. received a ic'umulati'Ve ‘dose of) L " 100 Trig/m2;
NOVANTRONE® shouldmot ordinarily Levadniinister‘ed to

'patients Who‘have redeived a cumulative

  

, . emay Occasionally
occur in patients treatedlwith NOVAN TEQNE® for ANLL.
Infill ine comparative‘trialaji'of NOVANTRONE® + cyl
tarabin’ vs’ :daunoriibicimt cytarlibino in udult patients
in" V» ' . uSly treatedHANLL,‘ therapy was associated
wit congestive eart failuré‘in'6.5%'6f patients on each
arm A causal relationship between drug therapy and cai-
diac efi‘ectia is difficult to establish in this setting since my-
ocardial function is frequently depressed hy'llic anemia. fe~
Ver and infection, and hemorrhage that «Ron accompruiythe underlying disease.‘

Hormone-Reflectorylfrggtate Cancer: Functional cardiac
changes such as: decreases in LVEF and congestive heart
failure Inlay occur in patients withhomiooe-mf‘mdory pros—
tate cancer ti'ieated'with NOVANTRONE®. In a randomized
comparative trialb’fNOVANTRONE® plus low-dose predni-
sone vs low-dose prednisonef'i Of 128 pnliente: 15.5 %)
treated with NOVANTRONE® Had a cardiac. mm defined
as nnyLdecre‘ase in LVEF‘ below. the normal range, conges-
tive h’ea ailure in '= 3]. or myopprdihl isdicmin. 'Nn pa~
tients ,ha'd‘a prior history of cardiac diHi—‘ilfie. The total
NOVANTRONE® (lose‘administéred to pnliunte Willi car-
diac cfl‘octe ranged from 2-18 to 2121mm“.
Ambrig 112' ‘ patients ‘e‘Valuabln for safety uli Llie
NOVANTRONE® T hydrocortisone arm ofthe CALGB trial,
18' patients (19%‘Ihnd in reduction in cardiac function, 5 pd»
tient (5%) lint! - ' dim: ischemia, and 2 patients (2%] exp»-

’ ’ “ ry _L-t'lemn. The range of total
NOVANTRONEthiseé' administered tr! [hose pnlionls is
not available. , > .. fi _, , _I
Pregnancy: NOVANTRQNE® may cause fetal harm when
administered to apreg‘nan't woman. Women ul‘cllildlycarilig
potential should be adviser! to avoid becoming pregnant. Mi-
toamntrone is considered a Iron-min] human ternlngon ho-
causje‘ofitH mechanism of action and the rim‘ulnpmontal of—
:Iii'Ls denimmtrn ii by rillatuii agents. Treatment of
prognonl rota timing the urgunugr-nmlia pi'l'iflli ol‘gr'ctminn
woe. associated with _fL-lnl growth retardation Ill doses
:~ LL] mgfltghlny [0.01 Home the remmmendod huliian dose

    
 

 

  

‘ on L1 nighn':I basis). When pr'lmrmnl rnllhitu were treated dur-
ing: organogenesis, an int-rinsed inniriiinre of prernuluro dc-
livery was observedJal- dimer '2 l_l.1 nig.'li'5_y'di_iy {011] times
the recommended liponuii iinm‘. on II mgIm' [Innis]. Nu lorn‘
togenic eflects‘were’obseived in these studio“. hut llu- moxi-
mum doses tested were well below the reconmIouLiorl human
dose (0.02 and 0.05 times in rats and rabbits, respectively,
on'l‘a ”mg/mzrbasis):"l‘liere are nondeQuato and well-coir-
trolled studies iii‘pregnant"wornén. Women with multiple
sclerosis who are biologically capable of becoming pregnaht
should have a pregnancy test prior to each dose, and the
resfilts ShOuld be'k'nown prior to administration of the drug.
If this drug is need! during pregnancy or if the patient be-
comes pregnant while taking this drug, the patient should
be apprised'of the potential risk to the fetus.
Secondary Leukemia: Secondary leukemin has lu-on .-.:'-
porlml i|1 concur patients :Ilnl multiple solemn-is. pinirlits

Continued on next page
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trrated Willi NOVAN'l‘ltUNI‘li‘», 'l'lre largr st pabllshid re
port lll\’Ul)(‘(I 17'” patient i vvith liieast cancer treated with
NOVAN'I‘RONI‘W) in combination with iiiethotrexato With or
Without Illtltllllytlll. In this study, the cumulative prelrahil
rty of developing secondary leukemia was estimated to be
LN and 1.6’} at 5 and 10 years, re ypertively The second
largest report involved 44‘.) patients with breast cancer
treated With Nt )VANTItt )NE®, usually in combination with
radiotherapy and/or other cytotoxic agents. In this study,
the cumulative probability of developing secondary leuke-
mia was estimated to be 2.22? at 4 years
There are insufficient long-term follow-up data to estimate
the risk of leukemia or myelodysplasia in patients with miil
tiple sclerosis treated with NOVANTRONE®
PRECAUTIONS
General: Therapy with NOVANTRONF.® should be ac»
companied by close and frequent monitoring of hematologic
and chemical laboratory parameters, as well as frequent pa‘
tient observation.

Systemic infections should be treated concomitantly with or
just prior to commencing therapy with NOVANTR()NE®.
information for Patients: NOVANTRONE® may impart a
blue-green color to the urine for 24 hours after administra-
tion. and patients should be advised to expect this during
therapy. Bluish discoloration of the sclera may also occur.
Patients should he advised of Lhe. signs and symptoms of
myclnsuppreasieo.
Patients with multiple sclerosis should be provided with the
Patient Package Insert at the time that the decision is made
to treat with NOVANTRONE® and prior to and in close
temporal proximity to each treatment. In addition, the phy-
sician should discuss the issues addressed in the Patient
Package Insert with the. patient.
laboratory Tests: A complete blood count, including plate-
lets, should be obtained prior to each course. of
NOVAN’I‘RONE® and in the event that signs and symptoms
of infection develop. Liver function tests should also be per—
formed prior to each course of therapy. NOVAN’I‘ItONE®
therapy in multiple sclerosis patients with abnormal
liver function tests is not recommended because
NOVAN'I‘RONEtR) clearance is reduced by hepatic impair-
ment and no laboratory measurement can predict drug
clearance and dose adjustments
In leukemia treatment, hyperuricemia may occur as a re-
sult of rapid lysis of tumor cells by NOVAN’I'RONEOD
Serum uric acid levels should be monitored and hypourice-
mic therapy instituted prior to the initiation of antileukemictherapy.
Women with multiple sclerosis who are biologically capable
of becoming pregnant, even if they are using birth control,
should have a pregnancy test, amt the results should be
known, before receiving each dose of NOVANTRONE® (see.WARNINGS, Pregnancy)
carcinogenesis, Mutagenesis. Impairment of Fertility:
Carcinogenesis— -Intravenous treatment of rats and mice,
once every 21 days for 24 months, with NOVANTRONE®
resulted in an increased incidence of fibroma and external
auditory canal tumors in rats at a dose of 0.03 mg/kg (0.02
fold the recommended human dose, on a mg/m2 basis), and
hepatocellular adenoina in male mice at a dose of 0,1 nig/kg
(0,03 fold the recommended human dose, on a mg/in2 basis).
Intravenous treatment of rats, once every 21 days for l2
months with NOVAN’I‘RONE® resulted in an increased in-
cidence ofexternal auditory canal tumors in rats . t a dose of
0.3 mg/kg (0.15 fold the recommended human dose, on a
mg/m2 basrs).
liIittrigcriesis~-N()VANTRONECE) was clastogenic in the in
vrvo rat bone marrow assay. NOVANTRONE® was also
clastogenic in two in vitro assays: it induced DNA damage
in primary rat hepatocytes and Sister chromatid exchanges
in ()hinese hamster ovary cells. Nt)\’ANTIt()NE® was mu
tagenic in bacterial and mammalian test systems (Ames/
Salmonella and E. coli and LG 171W 'I‘K+/-mouse
lymphoma)
Drug Interactions: Mitoxantroiie and its metabolites are
excreted in bile and urine, but it is not known whether the
metabolic or excretory pathways are saturable, may be in-
hibited or induced, or if mitoxantrone and its metabolites
undergo entcroliepatic circulation. To date, post marketing
experience has not revealed any significant drug interac
lions in patients who have received NOVAN'I‘ltUNI‘ltill for
treatment of cancer. Information on drug interactions in pa-
tients with multiple sclerosis is limited.
Following concurrent administration of N()VAN'lltt)Nl‘lU‘)
with lllllitl/‘ris “all, .i, W” mm at drier interactions hasbeen obserwed,
Special Populations:
Hepatic Impolrnieril- I‘atientr' “Ill! mintiple stlero in; who
have hepatic iiiipaii'ment should ordinarily not be treated
with NtWAN’I‘ltUNI‘Y“) NUVAN'I'I“ )NI‘I'IU should be admin
istered with (.llllIUII to other patient.- with hepatic impair-
iiieiit Inpatients with severe lit p rtic iiiipoiriiii iii, the Al t‘
is more than three times greater than the \.due observed in
patients with normal hepatii tin.ct.mr
Pregnancy: Pregnancy (tats-gore l) l «ee WARNINGS:
Nursing Mothers. NOVAN'I'IU )NI'," is excreted in human
milk .iiid significant (‘Ulll entr'rt .on- I Ll rig/nil ' II we been
reported tor ‘lh .lavu atlr-i the la~t rillIHIIH-ill'rllllill It. ”ruse
oftheéiotential for serious .rdienar react.on rII infant tioin017-01929, EX. 1033, p. 22 of 29

  
Table 4a: Adverse Harris of Any Intensity Occurring in a b

Placebo

Preferred Term (N -- 64)

Nausea iln
Alopecia .ll
Menstrual disorder ‘ ilii
Amenorrlien‘ .t
Upper respiratory tract (if?infection
Urinary tract infection 13
Stomatitis ti
Arrhythmia 8
Diarrhea II
Urine abnormal 0
ECG abnormal 3
Constipation 6
Back pain (i
Sinusitis 2
Headache 5

* Percentage of female patients.

l‘IIYSJIClANS' nrsK Hl.t-I:HEN(:E®

"it of Patients on Any Dose of NOVANTRONE® and Tim

Wore Nurnerically Greater Than in the Placebo Group Study 1
Percent of Patients

5 mg/m’ NOVANTRONE® 12 mg/mi‘ novamngnm 
(N —. 65) (N .- on

5:; 7i; “'
so oi
5i oi
28 4:;
51 5:;

:io 32
15 is
(i 18
‘dr 16
5 ii
5 l]
14 1t)
6 8
a o
6 6

____.__——.______—a————-_______———*—
Table 4b: LaboratOry Abnormalities Occurring in 2 5% of Patients' on Either Dose of NOVANTRONE® and That Were
More Frequent Than in the Placebo Group Study 1

Percent at Patients

 
Placebo 5 'mglrriz NOVANTRONE® 12 mg/m2 NOVANTRONEQ

Event (N = 64) (N = 65) (N = 62)

Leukopenia‘ 0 9 19
Gamma- (i’l‘ increased 1 3 15
SGOT increased 8 9 8
Granulocytopeniab 2 6 t5
Anemia 2 9 6
SGI’I‘ increased 3 6 5
" Assessed using World Health (')rganization (WHO) toximty criteria.
a. ’. 4000 cells/mm3
I). < 2000 mus/mm3

NOVAN'I‘HON E61), breast feeding should be discontinued be-
fore starting treatment.
Pediatric Use: Safety and etl'ectiveness in pediatric pa-
tients have. not been established.
Geriatric Use: Multiple Sclerosis: Clinical studies of
Novantrono did not include sufficient numbers of patients
aged 65 and over to determine whether they respond differ-
ently froru younger patients. Other reported clinical exper
ience has not identified differences in responses between the
elderly and younger patients.
HormuneRe/ractory Prostate Cancer: One hundred forty-
six patients aged 65 and over and 52 younger patients (-1.65
years) have been treated with Novantrone in controlled clin-
ical studies. These studies did not include sufi‘icicnt num»
bers of younger patients to determine whether they respond
diflerently from older patients However, greater sensitivity
of some older individuals cannot be ruled out
Acute Nanlymphocytic Leukemia: Although definitive
studies with Novantrone have not been performed in geri-
atric patients with ANLL, toxicity may be more frequent in
the elderly. Elderly patients rm: more Iilre'}r lo have age-
related comorbidities due to disease or disease therapy.
ADVERSE REACTIONS
Multiple Sclerosis: NOVAN’I‘RONEG) has been adminis-
tered to 149 patients with multiple sclerosis in two random-
ized clinical trials, including 21 patients who received
NOVANTRIWEGO in combination with corticosteroids
In Study 1, the. proportion of patients who discontinued
treatment due to an adverse event was 9.7% (n = 6) iii the
12 mg/m" NOVAN'I‘RONEIR) arm (leukopenia, depression,
decreased LV function, bone pain and cmesis, renal failure,
and one discontinuation to prevent future complications
from repeated urinary tract infections) compared to 3 1‘1 tn
= 2) in the placebo arm (hepatitis and myocardial infarc
tion). The following clinical adverse experiences were signif~
icautly more frequent in the NOVANTIt()NE® groups: nau-
sea, alopecia, urinary tract infection, and menstrual
disorders, including amenorrhea.
'l‘able Ala summarizes clinical adverse events of all intensi-
ties occurring in .- 5"? of patients in either (lose group of
NOVANTRUINEQU and that were numerically greater on
drug than on placebo in Study 1 The majority of these
events were of riiild to moderate int ensity, and nausea was
the only adier ic event that occurred with severe intensity
in more than one patient (three patients [5’1] in the
I” ~ ,rsJ urn-mi rrr' “rite 'lltlllt‘t‘lr’l consisted of mild hair
AH ...,, ,,

  

thinning
'IVin of the lit? p itients treated With NUVAN'I‘ItONI‘l‘U in
Study 1 had derreased INEF to below 50‘} All, some point
during the ‘! years of treatment. An additional patient re.-

' eeivirig It! rug/ml did not have liVl‘ll“ measured, but had an
other ei‘hocardiogi iphic men rllI'I (it \eiitiicular function
lfractioi‘al shortening) that led to tlnt‘tnllllllldiltnl from the
itiidy
(See table do allow]
‘l'he proportion oi patients expr rim-11cm), any infection diir
mg Study l our. 01': for the placebo group, as»: for the
f) irig/mt' group, and ttl‘l for the 12 nip/m" group However,
(I w 01 the e infections required l,o-.pitaliz.itioii one plat ebo
patient ttoiiiilritis) Illllt Ir rug/in” patients (t‘lllt‘rllli, nii-

 

 
  

nary tract infection, viral infection), and four 111 mic-“nil pa-
tients (tonsillitis, urinary tract infection (twirl, I-ndullluiriti
Table 4b summarizes laboratory abnormalities that
occurred in I: 5% of patients in either NWANTRI’JNEGE)
dose group, and that were numerically more frequent thanin the placebo group.
(See table, 4b above]
There was no difference among treatment groups in the in-
cidence. or severity of hemorrhagic events.
In Study 2, NOVANTRONE® was administered once a
month. Clinical adverse events most frequently reported in
the NOVAN’I‘RONE® group included amenorrhea (53% of
female patients), alopecia (33% of patients), nausea t 290- of
patients), and asthenia (24% of patients). Tables fin Il'nd 5b
respectively summarize adverse events and oratory
abnormalities occurring in > 597: of patients in the
NOVAN'I‘RONE® group and numerically more frequentthan in the control group.

 

Table 5a: Adverse Events of Any Intensity Occurring in
> 5% of Patient‘ in the NOVANTRONE® Group and
Numerically More Frequent Than in the Control GroupStudy 2

Percent of Patient!

 
Event MP N + MP

in = 21) (n = 2'”

Aiiicnorrbeaa 0 5.1
Alopecia 0 I53
Nausea () an
Asthenia 0 Eli
I’haryngitis/throat 5 It]infection

(last raig'ia/stoniach 5 I -1
hurn/epigostric pain

Aphthosis t) It!
(lutaneous mycosis 0 ill
Itliinitis 0 it!
ltlenorrhagia‘ t) 'I‘
_._.. _——__.._.._‘..._ _ _.,,.___ . _— __'_'_,_‘_,_.-
N 7' NOVAN'I'RUNI‘KR), MI’ ‘ iiiethylprediii doin-

 
. t . - . . \
"As: ‘sed using National (‘ancer Illitltuit' a“ It “17mm"(O‘tlt‘lty criteria
a. Percentage of female patients

 

Table 5b: Laboratory Abnormalities Occurring in > 5:7" “It
Patients’ in tire NOVANTRONE® Group and Numttr‘m' 't‘
More Frequent Than in the Control Group Study ‘3-

Percent of Patients

Event MP N t MPin -' 21) In = 3” __..

Wllt‘ low ‘ I I lIJt}
ANI‘ rm" to NH]
Imiipliocyte low Li Uf-
llemoglobin Inn 18 till
Platelets lim‘ 0 (l3

 



SUN - IPR2017-01929, Ex. 1033, p. 23 of 29

 

  

  
 
 

 

PRODUCT lNl ORMATlON SHiONO/3119

SHUT high 5 15 Table 6: Adverse hvents 0:1.“an in ANIJ Patients Receiving NAVANlllOle® or Daunoruhicin
‘ ‘ 7‘ '1 r ' ' ' ’ '

:liir dolilllihi 510 113 Induction Consolidation
Potaksnim low 0 10 [99 pts entering Induction] [“6 pt; entering induction]

N0 l)AlJN NOV DAUN
N , Nomm‘nomxo, MP , inethylprodnisolono ”em N f" N ‘ "’2 N = 55 N = 49
t 3;}:rxilxts‘ifl: National (‘anoor institute (Ntll) uunmon (‘ardiovasoular . £6 %" ll 21
a 4000 (‘olls/rnmJ :fill ”1qu 2 fl (I) it)b 1500 cells/111ml in ..{~ , y H :47 ll ‘o. ' 100 000 ('olls/nnn’ H‘ m" . l . £0 6

’ (11 ll) 11’. 2 2
Lookolwnia and noutroponia wore roported in tho N +Ml’ I l’t‘W‘hiaP/f‘fl'hvmosos I 9 ll 2
group (see Table 51H. Noutropenia occurred within 3 wz-oks (lastrmntestinal . . X” 85 5" 51
after NOVANTRONEGSJ administration and was always re- 1 [\film‘il/VUHNHHK 72 “7 31 31
varsihle. Only mild to moderate intensity infections wore ro- ““1711?“ 47 47 13 8
ported in 9 of 21 patients in the N +MP group and in 3 om] Abilonnnal Wm . . 15 9 9 1
pationts in the MP group; none of these required hospital- I Mucosxtis/stomatitis 29 33 18 3
izat‘ion. Then- was no difference among troatinent. groups in llopatn: . 1“ ll 1‘1 2
the imidonco or sovority ufhemorrhag’io events There wow I Jaundue 3 8 7 0
no Withdrawals from Study 2 for aafoly reasons. I infections 66 73 60 43
Leukemia: NUVANTRONE‘!) lam 1mm: studied in _nppmi- U'l‘l . 7 2 7 2
mntely 600 patients wiLhANIL Table 6 represents the ad- Pnoumoma H 7 9 ()
vorzio reaction experience in the large US. romptiratli'o SUP-“S . -' 34 35 'il 18
utility of mitoxuntrone + cythrahine vs daundruhiain + cy- I _ Fungal Hlfi‘l‘tlmls 15 13 9 6
tarahiac. Experience in the large internationn] study was Renal fa‘h‘m - 3 ‘5 it 2
similar. A much wider'experinnoo in a vnriuty ofothér tdmor FM" . - 78 71 2‘1 13
types revealed no hdditional important reactions other than Alopecia ' ' - 37 40 22 16
cardiamyopol-lil' [flee WARNINGSJI. It. should he 'nppraci- 11‘“me ' 13 43 24 14
ath that the listed adverse martian calegoriea include avar— - Cough 13 9 9 '9
lapping clinical symptoms related to Lh'o same condition, - Dyspnm 18 20 6 0
o.g,,'dyspnoo. cough and pneumonia. In addition} Lha listed CNS . .10 30 3‘3' 35
adverse reactions cannot. all net-essarjly be attributed to Hmzuros 4 4 - i2 8
chemotherapy na il.‘ ia' ufien impossible to distinguish ofl'acls Headache 10 9 I3 3
of the drug and affects oftlm underlying: diatom. IE indoor. lye . . _ . 7 6 2 4
however, that. the oombinalion of NmaNTRom +‘_ c}'- ('Oniunctmtls 5 1 0 0tamhino was mspunaiblfl for nausea and vomiting'fnluporia,
muomidot'sloinfititio. and myelosuppreaaion. _
Tath '6 mammal-ins adverse reactions occurring in patients
treated with NOVANTRONEQ + firtuxnhihe in comparison
with Lhasa who ra'uei'vod dnunnro‘nia'm + cytarahine for thor—
npy oI'ANLL in n large inuIficantur randomized prosponlivo .
U3. trial. . _ _ _
Adverse mam are presented oi; mnlnl' categories and set
looted dxnmpltia of clinically trigniflcant subcategoriau
[See table II nl._ righll
Hormone-Reflector}! Prostate Cancer: Detailod'aafotv ia-
fon'natioo is uvailnbla for .“. total of 353 pntiants with
hormone-refractory _ prostate cancer treated. With
NOVAN'I'RDNECE'. inciv'ding'gT-t' patients who received
NUVANTRUNE® in combination o-ith'curticoatt-rpido.
Table 7 Imnimai'izus ndvérse' i'niactiflud of all grades occur-
ring in a fi%'nfpilt.iont.n in Trial cm-novzz,

‘fnbln' r: Adverse Events of AI'I'H': Intensity Occurring'in
 

 

z 5% of Patients Trial cot-NOV

N + P _ - P
" ln=_8l}l ', ln=81l

Event it" . ' “A:

Nansoa ItSl : , . .. 35
Fatigue . 39 .14
Mopecin __ 29 ' ' It} '
Anorexia ' 25 fl
Constipatioh 1_fi M
1.3mm“ ' n 5. .
Naillxid changes _ 11 til IEderna ' 1D 4
Systemic infecljon' lit 1'
Mucblillfifl In a
eri ' . o -t l
Emmi» 9 EIl’tfin . 8 '3
Flavor _ _ _ _ a _ 3Hemorrhngaf'hmiao ti 1
Antimia t') a
(laugh 5 ' 0.
Do'creaaud LVEF 5 t]

.Kmidtyl'depmsainn 5 H
Dyspepsia 5 I 6
Skin infection 5 __ ' 3

_HliirrIl.ld vision 3 ' ii 

N. a NOVAN‘I‘RONEQ. P --=
No :ionhemntologic adverse (wants of Grade 3.44 were soon iin 5‘1 ofpationts,
Tahie ti suminarizos "(th’lh't‘ wants of all gratin-s occurringiii 5'? ufpatimilo in Tliai (HUGE 91.82.
[Soo tahlo 8 at right] 'General:

Alliugz‘r Itouotion» Hypotonsion, urticaria, dyspnoa, and
losing. have hoon reportod occasionally. Anaphylaxiu/ana-
Iiliylaot )itl react ions hm o hocn roporte-d iaroly.
("zriim nus Extramsation at tho inlusion site has boon re-
1) mo yl, “hirh may rosult in or_\thoina, walling, pain, hum-
Ilu. and/or hluo d a oloiation ot'tho skin. Extravasaiion van
r! all in thuuo iooroUis “ith rosultant uood for ilohrido
ihont and i-l.l[l grafting! l’hlohitis has also boon iopoitod attho nito of tho intu~ ion

_ II: mutuloyn' ’ltmuimnioraso ll inhibitory, lllt‘llltllll;{
Ni HAN I‘ltt )hl'lu ', in manhination With olhor autinooplai til

 

 
ilants haw lu-on a sw'mtod with the (h \olopinont ofacuti

NOV *— NOVAN’I‘RONEGD, DAUN daunorubn‘m 

m

Table 8. Adverso Events ofAny Intensity Occurring 1n 2: 5‘71 of Patients, 'I‘rial CALGB 9182

 

 

 

N + H H
tn, 7 .112) in F [13)

Event N % n %

Decreased WBC 96 8'] .1 4
Granulocytes/bands 88 79 3 8
Decreased hemoglobin 83 75 42 39
Lymphocytes 7B 72 27 25
Pain 4.”: 41 14 39
Platelets 43 39 8 7
Alkaline Phosphatase Ill 37 42 38
Malaise/fatigue H? 34 16 M
Ilyperglyciemin -_ 3:: 31 32 30
Edema '_ . lit 30 lo 14
Nausea . . ' 23 26 9 8
Nmraxin ' 24 22 16 14
HUN _ . . I 2-1 . 22 22 :eo
T‘ransaiiiiime 23 - 20 - 16' 14
Alopecin _ 2ft _ 20 ' l 1
Cardiac nmuaon ... - 1o _ is . - o o .-
lnfection . Ilfl 1"? 4 . d '
Weight loss _ , ' 18 ' 17 13 12
Dyspnea 16 [ti ‘ tl ' H -
Diarrhea IU 14 4 t
Fever in absence ol'infettion '15 I4 7 (3
Weight gain . . ' '- 1r: 1.4 . 1o 15
Creatininc " 1-1 13 '1 10
Other gastrointestinal ' 13 14 11 ll -
Vom1ting ' 12 ll ti 5 '
Other neurologic _ 11 11 F» ' ' . r‘i
Hypocaloomia ' 10 Ill 5 fi -
lloinatuna ' 9 11 5 I3
llyponatrornia ii 9 .t - 3
Sweats El 9 2" 2 -
Other liver 3 8 B B
Stomatitis it: o 1 1
Cardiac dysrhytlunia 2‘ 7 3 3
llypokalomia 7 7 4 1
Nouro/constipation 7 7 2 2
Neuro/motor 7 7 3 f!
Nauru/mood ti (5 2 2
Skin 6 ti 4 At
(‘ardiar isohoinia 5 5 l l
(‘liills 5 5 0 (l
Ilomorrhago 5 5 ‘l 3
Myalgi' s/arthralgi'is ti 5 .l 3
"PM Hilary/llama. .: 7 3 l
(lthor ondorrino 5 I) ll 4
()thor pulmonary 5 5 3 .‘i
liyportonsion Al Al 3 .‘1
linpotonoo/hhiilo t 7 1‘ 3
l’rotoinuria 1 ti 2 3
Htoi'ility .‘l 5 2 it
N NUVAN’I‘RUNI‘I'") ll liiitroiortisuno
—._ __ .__- . .________;_.——..—
Ia liki'mm l\l_\'olo uppii ”mun is rapid in onsot and is oon
distont with tho roquiionlont to lil‘O'lllt‘t‘ slunitii ant marrow
hgpoplasia in orilor to aohim o a roaponso m aouto h ula nua..
l'l.o inonlonoos of inliotion and llltt‘tllnl! not H in tho l'b.
trial ul't‘ oonsislont vuth tho 1o roportod {or othor standard

 

Ioulugfiwi Ungfiléib'fyibfi 929, Ex_ 1 033’ P- 23 oflzodumliou roglmone.

IIurmom-Jtofrintolv [Huston (‘uaou In a iandonuzod
study whoro do ,o I‘Ht alation was ioquirmi fox noutrophil
iounts )‘I‘tht‘l than llllltl/nnn‘, (irado 4 noutroponia (AN(‘

500 /nun") was obit 1H (1 in 5 l‘z ot' patioan ti'oatoil with

Continued on next pagn
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Noyantrone—Cont.

NOVANTRONE®’+' low-dose prednisone. In a separate. ran» _
domized trial wherepatients were treated with 14 mg/m2,
Grade 4 neutropenia in 23% of patients treated with
NOVANTRONE® + hydrocortisone was observed: Neutro-
penic fever/infection occurred in 11% and 10% of patients
receiving NOVANTRONE® + corticosteroids, respectively,
on the two trials.‘ Platelets < 50,000/mma were noted in 4%
and 3% of patients receiving NOVANTRONE® + corticoster—
oids on these trials, and there was one patient death‘ on
NOVANTRONE® + hydrocortisone due to intracranial hem-
orrhage after a fall. ' J 3“
Gastrointestinal—Nausea and vomiting occurred acutely in
most patients and may have contributed to reports of dehy- -
dration, but were generally mild to moderate and could be
controlled through the use of antiemetics. Stomatitis/muco-
sitis occurred within 1 week of therapy. . 1
Cardiovascular—Congestive heartlfailure, tachycardia,
EKG changes including arrhythr'riias, chest pain, and
asymptomatic decreases in lefl; ventricular ejection fraction
have occurred. (See WARNINGS) .‘
Pulmonaryrlnterstitial pneumonitis has been reported in

Acancer patients receiving combination chemotherapy thatincluded NOVANTRONE®.
OVERDOSAGE .

There is no known specificantidote for NOVANTRONE®.
Accidental overdoses have. been reported. Four patients re-
ceiving 1407-180 mg/m2 as a single bolus injection died as aresult of severe leukopenia with infection. Hematologic sup-
port and antimicrobial therapy may be required during pro»
longed periods of severe myelosuppression. .
Although patients with severe renal failure have not been
studied, NOVANTRONE® is extensively tissue bound audit
is ,unlikely that the therapeutic effector toxicity wouldbe
mitigated by peritoneal or hemodialysis.
DOSAGEANDADMINISTRATION -’ *
(SEEALSOWKRNINGS)  
Multiple» .Sclerosis: The,“ recr‘imgmended “dosage , _ofu
NOVANTRONE® is 12 mg/m2 given as a 'short (approxi-
mately 5 to 15 minutes) intravenous infusion every 3
months. ’ . ‘ ‘ I _ p,
Evaluation of LVEF (by echocardiogram orvMUGA) is rec-
ommended prior to administration of the initial dose of
NOVANTRONE®. Subsequent LVEF evaluations are rec-
ommended if signs or symptoms of congestive heart failure
develop, and prior to all doses administered to patients who
have received a cumulative dose of 2 -100 mg/mz.
NOVANTRONE® should not ordinarily be administer-ed to
multiple sclerosis patients who haye received a cumulative
lifetime dose of g 140 mg/mz, or those witheither LYEF of
< 50% or a clinically-significant reduction in LVEF. ,
Complete blood counts, including platelets, should be .mon-
itored prior to each course of NOVANTRONE® and in the
event that signs or symptoms ; of infection develop.
NOVANTRONE® generally should, not be administered to
multiple sclerosis patients with neutrophil counts less than
1500 cells/mm3._Liver function tests should also bevmoni-
tored prior to each course. NOVANTRONE® therapy in
multiple sclerosis patients with abnormal liver function
tests is not recommended because NOVANTRONE® clear-
ance is reduced by hepatic impairment and no laboratory
measurement can predict drug clearance and dose adjust-
ments. I ‘ :
Women with multiple sclerosis who are biologically capable
of becoming pregnant, even if they are using birth control,
should have a pregnancy test, .and the results should be
known, before receiving each dose of NOVANTRONE®.(see
WARNINGS, Pregnancy). ‘
Hormone-Refractory Prostate Cancer: Based on data from
two Phase 3 comparative trials of ,NOVANTRONE® plus
corticosteroids versus corticosteroids alone, the recom-
mended dosage of NOVANTRONE® is 12 to 14 mg/m2 given
as a short intravenous infusion every 21 days. ,
Combination Initial Therapy for ANLL in Adults: For in-
duction, the recommended dosage is 12 mg/m2 of
NOVANTRONE® daily on Days 1—3 given as an intrave—
nous infusion, and 100 mg/m2 of cytarabine for 7 days given
as a continuous 24 hour infusion on Days 1—7.
Most complete remissions will occur following the initial
course of induction therapy. In the event of an incomplete
antileukemic response, a second induction course may be
given. NOVANTRONE® should be given for 2 days and
cytarabine for 5 days using the same daily dosage levels.
If severe or life-threatening nonhematologic toxicity is ob-
served during the first induction course, the second induc-
tion course should be withheld until toxicity resolves. _‘
Consolidation therapy which was used in two large random-
ized multicentcr trials consisted of NOVANTRONE®,
12 111ng given by intravenous infusion daily on Days 1 and
2 and cytarabine, 100 mg/m2 for 5 days given as a continu-
ous 24-hour infusion on Days 1—5. The first course 'was
given approximately 6 weeks after the final induction
course, the second was generally administered 4 weeks af—
ter the first. Severe myelosuppression occurred. (See CLIN-
ICAL PHARMACOLOGY) . .
Hepatic Impairment: , For patients with hepatic impair-
ment, there is at present no laboratory measurement that
allows for dose adjustment recommendations. (See CLINI-
CAL PHARMACOLOGY, Special Populations, Hepatic
Impairment)
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Preparation and Administration Precautions . .

‘NOVANTRONE® CONCENTRATE MUST’BE DlLUTED‘PRIOR TO USE.

Parenteral drug products should be inspected visually for
particulate'm‘atter and discoloration prior to administration
whenever solution and container permit. .’ I}
The dose oerOVANTRONE® should be diluted to at least
50 mL with either 0.9% Sodium Chloride Injection (USP) or
5% Dextrose Injection (USP). NOVANTRONE® may be fur-
ther diluted into Dextrose 5% in Water, Normal Saline or
Dextrose 5%with Normal Saline and used immediately. DONOT FREEZE.
NOVANTRONE® should not be inkedin the same infusion
as heparin since a precipitate may form. Because specific
compatibility data are not available, it'is recommended that
NOVANTRONE® not be mixed in the same infusion with
other drugs.' The diluted solution shcmld-be introduced
slowly into the tubing as a freely-running intravenous infu-
sion of 0.9% Sodium Chloride .‘Injection (USP) or 5% Dex-
trose Injection (USP) over a period of not less than 3 min-
utes. Unused infusion solutions should be discarded
immediately in an appropriate fashion. In the case of mul-
tidose use, after penetration of the 'stopper,‘the remaining
portion of the undiluted NOVANTRONE® concentrate
should be stored not longer than 7 days between 15°—25°C
(59“—77°F) or 14 days under refrigeration. 'DO ‘NOT
FREEZE. CONTAINS NO PRESERVATIV].
Care in the administration of NOVANTRONE® willireduce
the chance of extravasation. NOVANTRON3® should be ad'-
ministered intothe tubing of a freely rdnnirig intravenous
infusion of Sodium Chloride InjectionfiUSP: (0.9%) or 5%
Dextrose Injection, USP. The tubing should be attached'tdva
Butterfly needle or other suitable device andl’inserted pref-
erably into a'large vein. If possible,‘avoi'd veins over joints

 

or in extremities with compromised venous or lymphatic .
drainage. Care should be taken 3to‘ avoid ‘extravasation at
the infusion site and to avoid Contact of NOVANTRONEG?
with . the‘ ill-'skin', -mucous(3 miembrariesfh or " eyes.
NOVANTRONE® SHOULD ‘NOT “BE ‘ADMINISTERED
SUBCUTANEOUSLY. If any signSror-symptomsgof extrava-
satioii have occurred, including burningfifpain,7jifiiritis,‘er'y-
thema; 'sw'ellingfblue' discoloration, of ulceration, the injec-
tion or infusion should be immediately terminated andrestarted in another vein. During intravenous administra;
tion of NOVANTRONE® extravasation may occur with or
without’an accompanying stinging or burning Sensation
even if blood returns well on aspiration of the irifusionAnee?
dle. If it is'iknown or suspected that subcutaneous extravai
sation has'occurred, it is recommended that intermittent ice
packs be placed over the area of extravasation'and that the
affected extremity be elevated. Because of the progr ive
nature of Uextravasation reactions, the,area ofiri ion
should beiflrequently examined and surgery coiisult'ation ob-
tained early if there is any 'sign of a local reaction. . ‘.
Skin accidentally exposed to NOVANTRONE® should be
rinsed copiously with warm water and'if the eyes’arejin-

 

volved, standard irrigation techniques should be used im-
mediatelyThe use of goggles, gloves, and protective‘g‘owns
is recommended during preparation and administration of
the drug: , ‘V 1
Procedures for proper handling and disposal of anticancer
drugs should be considered. Several guidelines on this sub-
ject have been published.1‘7 There is no general agi‘eéme'rit
that all of, the procedures recommended in the“- gui elines
are necessary or appropriate. 7 ‘ '
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HGW SUPPLIED ' ‘
NOVANTRONE® (mitoxantrone for injection concentrate)
is a sterile aqueous solution containing mitoxantrone hydro-
chloride at'a concentration equivalent to 2 mg mitoxantrone
free base per mL supplied in vials for multidose use as fol”-lows:
NDC 44087-1520-1410 mL./multidose vial (20 mg)

"NDC'44087-1525¥1——12.5 mL/multidose vial (25 mg)
NDC 44087-1530-1——15 mIJmultidose vial (30 mg)
NOVANTRONE® (mitoxantrone for injection concentrate)
should be stored between 15°—25°C (59°—77°F). DO NOTFREEZE. ,
Issue Date 4/2003
Manufactured for: Serono Inc. Rockland, MA 02370, USA
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OVIDREL® PreFille Syringe ‘ .‘ ' - [i
[o-vf-dré’l] 3.3 v. P .. . ', _
(choriogonado‘tropin alfa injection) '
FOR SUBCUTANEOUS USE’~' In .‘ -" ’.-' .3

DESCRIPTION . , ‘ ’- f
Ovidrel® PreFilled'Syi'inge (choiiogonndntrnpin nlfn iiili‘l”
tion) isia sterile liquidL preparation of choringdundulflrpin
alfa (recombinant, humzm Chnrlunic _G,unudutropiri,'r_m(;],
C oriogonadotropin alfa is a water soluble'glycoprutaih can.
‘I' g 9f two'non-‘covalonlly linked subunits - designated u

. consisting 6fl92 and 145 amino ucidresirlues, Wkllcc‘
tii'ely, with carbohydrate moieties linked to ASH-52' .1113
ASNl'flJ (on alpha subunit} and ASNA13. ASN-llfl, l-.‘J~.'|1;'12'1l
SEE-12?,SER7132 and BER-138 (on bum subunit). The Pr}.
mnry structure of the n - chain of r-hCG is identical to lhut
rift-he n - chain thCG. I-‘SII and LH. The giymform patternof the u - subunit of r-hCG is closely comparable to urinary
derived liCG {u-hCG). the differences mainly being due to
the branching and sialylalion extent oFthe oligosaccharides.
The, 15;. chain has both 0- nnd N-‘glycosylation sites and its
’s‘tjruc'tu‘revand 'glycosylatiqn pattern arealso. very 'siniilar to
that of'iiL-hCGf 3 'j n, A, i _
The “productionprd’c'ess involves expansion of genetically
modified Chinese'Hamster' Ovary (CHO)‘cel,1s_ from an ex-

.i-
 

 
 
 

ténsively characterized cellhank into large scale cell culture
processing. Choriogonadotropiri alfa is ,séCreted 'by the CHO
cellsddirectly' into he cell culturemediuni that is then puri-
fi'e‘d""sing"a series of 'c'hrbmatogr'aphic steps. This process
yields a product with a high level of purity and consistent
product characteristics including glycolformsand biologic‘al
activity. The biological activity of choriogonadotropin alfa is
determined usingthe seminal yesicle weight} gain test in
male r’ats'des'cribedin the"‘ChoriOnic Gonadotrophins"
monograph ofthe European Phai‘mac'opoeia; Thu in viva bi-
ological: activity of choriogonadotropin alfa'hns been cali-
brated against the thirdinternzitional reference preparation
IS75/587 forgch'oi'ionic:gonadbtropin. ' f, f, , , .
0vidrel® PreFilled S , 'nge is 'a sterile, liquid intended for
subcutaneous (SC) injection. Each 0vidrel® PreFilled Sy.
ringe is filled with 0.515 an= containing, 2575 pg of cho-
riogonadotropin alfa, 28.1mg mannitol, 505 jig 85% O-phos-
phoric acid,,103 ug L—methionine, 51.5 jug Poloxamer 188,
Sodium Hydroxide (for pH adjustment), and Water for In-
jection to,deliver 250 pg of choriogonadotropin alfa in
0.5 mL. The pH of the solution is 6.5 to 7.5.
Therapeutic Class:.Infertility.- _ .
CLINICAL PHARMACOLOGY

The physicochemica], immunological, and biological activi-
ties of recombinant hCG are comparable to thosu of pi?!-
cental and human pregnancy surine-derilvud hCG.
Choriogonadotropin alfa stimulates late follicular matura-
tion and resumption of oocyté meiosis, and initiates mptuvre
of the pre-ovulatory ovarian follicle. Choriogonadotropin
alfa, the active component of Ovidrel® PreFilled Syringe, is
an analogue of Luteinizing Hormone (LH) and binds to the
LH/hCG receptor of the granulosa and theca cells of the
ovary to eflect these changes in the absence of an endoge-
nous LH surge. In pregnancy, hCG, secreted by the‘plfi-
centa, maintains the viability of the corpus luteum t0 PI'D‘
vide the continued secretion of estrogen and progeStel'One
necessary to support the first trimester of pregnancy-
Ovidrel® PreFilled Syringe is administered when monitor-
ing of the patient indicates that sufficient follicular deVBlOP'
ment has occurred in response to FSH treatment for ovula-
tion induction. ' 'Pharmacokinetics

When given by intravenous administration, the pharmafll’.‘
kinetic profile of Ovidrel® followed a biexponential model
and was linear over a range ,of 25 pg to 1000 pg. Pharma-
cokinetic parameter estimates following SC administratlon
of Ovidrel® 250 ug to females arepresented in Table 1.

Table ‘l: Pharmacohinetic Parameters (mean 1: SD) 0'r-hCG after Single-Dose Administration of
0vidrel® in Healthy Female Volunteers1— 

 

0vidrel®
250 pg so

Cum (IU/L) 121 i 44
t,,,,,x (hr .. 24 (12—24)
AUC (h-IU/L) *7701 :1 2101

» t‘/z (h) 29 i 60.4 t 0.1
 

Cm“: peak concentration (above baseline), tmdx: time Of
C,‘,,,,x, AUC: total area under the curve, t‘/z: elimination half:
life, F: bioavailability -
* median (range)
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PRODUCT INFORMATION  

Alclometasone Dipropionaie
USP, 0.05%, Rx
Amcinonide
0.1% Rx
Amiodarone HCI
Tablets, 200 mg Rx.
Light Orange, Round, Flat
Ammonium Lactate
12%
Beiamethasone Dipropionate
USP, 0.05% Rx
Betamethasone Dipropionate
(Augmented), 0.05%, Rx »
Betameihasone Valerate
USP, 0.1% Rx
Carbamazepine
Tablets USP (Chewable), 100' inger ‘

White, w/Pink Speckles, CherryOdor Round
Carbamazepine
Tablets USP, 200 mg Rx
White, Round, Flat
Carbamazepine .
100 mg/5mL Rx
Orange Color & Flavor
Oral Suspension
Clobetasol Propionate, USP
0.05% Rx
Clobetasol Propionate
(Emollient) USP, 0.05% Rx
Clomipramine Hydrochloride
Capsules, 25 mg Rx'
Dark Blue Cap, Light Blue Body
Clomipramine Hydrochloride
Capsules, 50 mg Rx
Yellow Opaque
Clomipramine Hydrochloride
Capsules, 75 mg Rx '
White Opaque
Clorazepate Dipotassium .-._
Tablets USP, 3.75 mg C-IV Rx
Pale Violet, Slightly Mottled,
Round, Flat
Clorazepate Dipotass'ium
Tablets USP, 7.5 mg C-IV Rx
Orange. Slightly Mottled. Round.Flat
Clorazepate Dipotassium
Tablets USP, 15 mg C~IV It:
Pale Pink, Slightly Mottled, 1
Round, Flat
Clotrimazole
1% Rx
Cloirimnzall and Bmmelhasone
Dipropionoin
USP. Rx
Den-onlda
0.05% R:Desoximetasone
USP, 0.05% Rx
Desoximetasone
USP, 0.25% Rx
Diilorasone Diaoetate
0.05% Rx -
Econazole Nitrate
Cream 1% Rx
Enalapril Maleaie and
Hydrochlorothiazida
Tablets. USP 5/115 mg Rx
Ivory, Cnnlct-Shupcd Cumuressud
fl‘ahlcts
Enalapril Maleate and
Hydrochlorolhiazido
Tablets, USP Iii/25 my; fix
Peach, Capletlshuwd
Coorprees'erl 'l‘ubluis
Enalaplil Malena
Tablets, USP 2.5 “1ng
Yellow, Round, Bimuvex
Enalapril Maleatev
Tablets, USP 5 mg Rx
Yellow, Round, Biconvex
Enslapri: Melanie
Tablets, USP 10 In}; R): '
Pink, Round, Convex
Enaiapril Malnota
Tablets, USP 30 mg Rx '
Orange, Hound, Como):
Etodoloo
Capsules “51‘, 200 mg list
Dark Pink, Black BodyElodoiao
CapsuleA USP, 300 mg ltx
Pink, Blunk RudyEtodolac
Tablets USP, IIUO lug Rx .
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Etodolac
Tablets USP, 500 mg Rx
Blue, Oval, Film CoatedEtodolac
Extended-Release Tablets,
400 mg Rx
Pink, Round, Film Coated iEtodolac
Extended-Release Tablets,
500 mg Rx- » .
Green, Oblong, ConvexEtodolac
Extended-Release Tablets,
600mg Rx
Grey, Oval, Convex
Fluconazole .
Tablets 50 mg -
Pink, Rectangular with rounded K 7'
edge “ '
Fluconazole

’ Tablets 100 mg‘
Pink, Rectangular with roundededge
Fluconazole
Tablets 150 mg
Pink, Rectangular with rounded
edge
Fluconazole
Tablets 200 mg
Pink, Rectangular with roundededge
Fluocinonide. . ,. .. .
USP, 0.05% Rx

, Fluocinonide . . .f .. .,
USP, 0.05% (Emulsified Base) Rx
Fluorouracil Topical '
2% and 570R): _ ,
Fluticasone 0.05% j
Rx j , ‘ ‘  

Rx .
Gentamicin Sulfate
US$39”: RX' ..
Hydrocortisone USP,
1% Rx
Hydrocortisone USP,2.5% Rx
Hydrocortisonl Valera“:
USP, 02% RI:
Ketoconazoln
2%
Ketocoriaziole

Tablets USP, 200 mg Rx
White 'to Ofl—White, Round. Flat
Lidocaine USP, 5%
Big ‘
Phenytoln USP. 125 mglEmL

. Orange with orange-vanilla Ilnvur
Nystatin, «. .
USP, 100,000 units per grain Rx
Nysiatin and Triamcinolone
Acetonide' '-‘,
USP, Rx ,1,
Terconazole
Vaginal Cream 0.8% Rx
Triamcinolone Acetonide:
USP, 0.1% Rx

‘ Warfarin Sodium
Tablets,‘USP 1 mg R'x
Pink, Capsule Shape, Flat
Warfarin sodium 1

Tablets. USP 2 mg Rx _
Lurcnder, Capsule Shape, FlatWarfa'rln Sodium
Tablets, USP 2.5 mg Rx
Green, Cnpoulc Shape. Flu:
Warfnrin Sodium.
Tablets, USP .3 mg R1
Tan. Capsule Shops. Flor
Warfarin Sodium
Tablets, USP 4 mg Rx
Blue, Capsule Shape, Flat
Warfa‘rin Sodium
Tablets, USPIB mg R1
Peach, Capsule Shana, Flnt
Warfarin Sodium
Tablets, USP l'i mg RX
'1an Capsule Shape, Flor
Wei-{aria sodium
'I‘ohlots, URP T.fi mg It:-
Yciiow, Capsule Shape, FlatWarlarin Sodium
Tablets, lit-ll’ ill mg R:
White, Capsule Sham,- Hal: -

' .— T500/Blank g

TARO/89..
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TEVA/3221

Teva Neuroscience, Inc;
901 E. 104TH STREET, SUITE 900
KANSAS CITY. MO 64131

For Company inquiries Contact:1-800-221-4026 '
For Medical Information Contact:
1-800-887-3100 _ ' ' '

COPAonEio
lgiariramer acetate injection)

DESCRIPTION

COPAXONE® is the brand'name for glatiramer‘acetate (for-
inerly known no ropiilymur-l i, Glatiramer acetate, the ac-
tive ingredient of‘COPAXONE®, consistsv'of the acetate
salts of Synthetic polypeptides, centaining four naturally oc-
curring amino acids: L—glutamic acid; L—alaninc, Li-tyrosine,
and L-lysine with an average molar fraction oft). 141, 0.427,,
03095, and 0-33”. respectively, The average molecular
weight of gictirnnicr nut-Lute is filOUi‘J—iiptil} dultons.
Glatiramer Dictate lrl identified by specific antibodies.
Chrmicnliy, glntimn’ior act-tott- ls'dr‘rigmitcd LAgluiamic
acid polymer with L-ohiuinc. L-lysinc and L—tyroslnc, ace;into nualll. Its structured formuio is: "

_ lulu. Am. Lyn, momma-non
,. . [on IFNFJI-Cfi I.m.£;::,u..u,o,.-c.,i r..uo,_|,-.c,_u.u,

cais- incisor a

CUPAXONEI’EI Injection is a clear, colorless to slightly yel-
low, oterile, lion-pyrogeuic solution for subcutaneous injec-
tion. Eucl! 1.0 I'uL of solution contains 20 mg 9f glatiramer
acetate and d0 log of iimnnitol, USP. The pH range of the
solution is approximately 5.5 to 7.0. The biological activity
of COPAXONE® is determined by its ability to block the
induction .of EAE in mice. . '
CLINICAL PHARMACOLOGY . , .Mechanism of Action ‘
The inechaiiism(s) by which glatiramer acetate exerts its'ef-
fects inpatients- with Multiple Sclerosis (MS) is (are) not
fully elucidated. However, it is thought to act by modifying
immune processes that are currently believgdto be respon-
sible for the pathogenesis of MS.-This'hypothesis is sup-
ported by findings of studies that have been carried out to
explore the pathogenesis of experimental allergic encepha-
lomyelitis (EAE), a condition induced in several animal spe-
cies through immunization against central nervous system

_ derivedmaterial containing myelin and often used as an ex-
perimental animal model of MS. Studies in animals and in

.vitra systems suggest that upon its administration,
glatiramer acetate-specific suppressor T—cells are induced
and activated in the periphery
Because ,glatiramer. acetate can modifydmruune functions,
concerns exist about its potential to alter naturally occur~
ring immune responses. Results of a limited battery of tests
designed. to evaluate this risk produéed no finding» of can»
earn; nevertheless, there is no logical way to absolutely ex-
clude this-possibility (see PRECAUTIONS}. 'Pharmacokinetics

Results obtained in pharmacokinetic studies performed in
humans (healthy volunteers) and 111deHK supiwrl'thc Ils-
sumption that 'a substantial fraction of the therapeuticdose
delivered to patients subcutaneously is hydrolyzed locally
Nevertheless, larger fragments of glatiramer acetate can be
recognized by glatiramer acetate-reactive antibodies. Some
fraction of the injected material, either intact or partially
hydrolyzed, ispresumed to enter the lymphatic circulation,
enabling it to reach regional lymph nodes, and some mayenter the systemic circulation intact. A
Clinical Trials _ ~
Evidence supporting the edectiveness of glatiramer acetate
in decreasing the frequency of relapses in patients with Re-
lapsing-Remitting Multiple Sclerosis (RR MS) derivesfrom
two placebo-controlled trials, both of which .used a
glatiramer acetate ,dose of 20 nig/day, (No other close or- dos-
ing regimen has beenstudied in placebo-controlled trials ofRR MS.)
One trial was performed at u singie center, It enrolled 50
patients who were randomized to receive daily doses of ei—
ther glatiramer acetate, 20 mg subcutaneously, or placebo
(glatiramer acetate,‘n=25; placebo, n=25). Patientswere di-
agnosed with RR MS. by standard criteria, and had had at
least 2 exacerbations during the 2 years immediately pre-
ceding enrollment-. Patients were ambulatory, as evidenced
by a score of no more than 6. on the Kurtzke Disability Scale
Score (DSS), a standard scale ranging from O—Normal to
lO—Death due‘to MS. Ascore of6 is defined as one at which
a patient is still ambulatory with assistance; a scam of 7
means the patient must use a wheelchair. .
Patients were examined every 3 months for 2 years, as well
as within several days of apresumed exacerbation. To con-
firm an exacerbation, a blinded neurologist hadtodocument
objective neurolog'ic signs, as well as document the exis-
tence of other criteria (cg, the persistence of the neurolog-ical signs for at least 48 hours].

ContinuedI on next page
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Copaxone-Cont...' .- -' I. r".

The protocol-specified primnry' outflow?I11vI'lHiiri"r\uL.-: the
proportion of patients in each treatment group who re-
mained exacerbation free for the 2 years of the trial, but two
other important outcomes were also specified as endpoints:
1) the frequency of attacks duringthgnlriu], and 2:: the
change in the number of attacks compared with 1_.Iu.- Inu: or
which occurred during the previ‘opsj yearn, .- ' .
Table 1 presents the values of the three'outcgplngs deacri ,
above, as well as several protocol specified secondary meat
sures. These values are based on the intent-bo-treat popula-
tion (i.e., all patients who received at least 1 dose of treat-
ment and who had at least 1 on—treatment as'sessi'h'ent)? '
[See table 1 at right] i J ‘ l .1 "s. '
The second trial was a multicenter trial of similar design
which was performed in 11 US centers. ilk-total of 2.51 pa-
ricnu. {glutiminornqotale, 126; pincebo, 1am were enrolled,
The primary outcome measure wns the Mean 2-Ye'u'r.'_1'te'-
lupae' Ruto_._Thc table below preeenLe_tlie_\-.-ilui-M of this out-
come for the'iniontsbflrcat population, as well {L‘l novel-.1!
semindnrymcafiures: " '[See table}?! alright]. _ .. . _. .

I‘nlboth studies 'g'iutiranier ouch-ate exhibited n clear lauonfi-
ciul efl‘ocf'ou relapse rate, and it is based on this wider-iod-
that glatirnmor ncntute islcnnairln-rad elfocth'u, ' '
A third study was :1 multinational study in which MRI pu.
rznnetcmwom used both on primary" and secondary end-
points; A total of 233, patients with fill, MS {119 on
glatiramer acetate and 120 or: placebo) were randomized.
Inclusion criteria were similar to Ihoseiu the second study
with the additional criterionillnt patio .s had ,to have at
least one'Gd-enhao'ring lesion on il'ln screening MRI. The
patients were treated-in :1 "double-blind manner for nine
months,.during which they underwent monthly MRI/scan
nine. The prin‘mry endpoint for the doublo‘blinri’

  

.mr- w

 

phone has
the total cumulative number of 'i'l:_Gd-nnliilncing lesions
over the nine months. Table 3 aummuririaa the‘resillts Ibi
the primary outcome meusure monitored during lh'e trial for
the intonl-io-hrnt cohort. ' " " , - '
[See table 3 at right] ' . _ ._' _ _ _
The following figure displays the NHDIIS oftha primary out
come on a monthly basis. ' - ' " ' ' ' ' ' '

 

.. Figure 1; Median Cunlulalivc Nlrrnhcr ul' GdAEuImnring Iaslllm .  
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' ' [5: 0.0030 io’r' [lie momma boom; the plzlclrllu-IJCIIIHJ (ii-12th. and'glaiiranicr‘ ac’cmlc—lrcalcd (n=l 19) groups-; . , - a i..i . -,;. .144" ..
INDICATIONS ANDVUSAGE , ; < ,4-
COPAXONE® Injection is,indicated for reduction of the i'ro—.
quency of relapses in "patients'with Relapsing-Remitting
Multiplechlerosis. ' . .
édmnimimma
commute Injection is contraindicated in patients wilJi

known hypersensitivity to glatiriuuer acetate or mannitol.
WARNWGS ‘5‘

The'o’nly‘ r‘ecom'meud'ed route of administration of
CO‘PAXONECIQ' Injection 1.: the subcutaneous route.
CQPAXONEr® Injection rlumld not be'ndministnmd by theintravenous route.”
PRECAUTIONS
General .: " - 1:1
Patients shOuld be instructed in selilinjec'tion techniques to
assure thelsafe 'administration of COPAXONE® Injection
(see PRECAUTIONS: Information for Patients and the
COPAXONE® INJECTION PATIENT INFORMATION
Leaflet). Current data indicate that no Special caution is re-
quired for patients operating an automobile or using com-
plex machinery e, . . . . w 5.;
Considerations Regarding the Use of a Product Capable of
Modifying lr‘nmune Responses ‘1'. ». -
Because glatiramer acetate can modify immune response; it
could pdssibly interfere with useful immune functions. For
example, treatment with glatiramer‘ acetate might; in the-
ory, interfere with the-recognition of foreign antigens in a
way that. would undermine the; body‘s tumor Surveillance
and its defenses against infection. There is no evidence that
glatiranier acetate does this,-but there has as yet been no
systematic evaluatibn of this risk: Because glatiramer
acetate is an antigenic material; it is possiblethat its use
may 'lead to the induction of host responses that are unto;
ward, but systematic surveillance fothhese effects has not
beerfundel‘takeh."‘:. ,.;- a: - w" .W ‘ 1'
Although glatiramer acetate is intended to minimize the au-
toimm’une response to myelin'j'there is the possibility that
continued alteration of cellularlimmunity due ito chronic
treatment with glatiramer acetate might result in untoward
effects. . , "
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Table 1: Study ,‘l ,Elfficacy Results
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.. .1.

Outcome Glatiramui Acetate {N525} , Placebo (N=25) PAanua

% Relapse-free Patients _ _ l_-b"2r'1fnfi‘?-), 7/25 (23%) nous.
. . ’l i ' _
Mean Relapse Frequency ‘ h I 0154“; yuan: , ’ 2.4/2 years 0.0155
Reduction in'Relapse Rate _:i.'£ 1.6 '4 ‘— - 0.025 r._
Compared to Pro-Study ' --

Median Time to Final “3700 , 150 0.03
Relapse (days) ' ' .

9:. of Progression-Free* BID/25.180?“ 13/25 (52%) 4. nor '
Patients . - ' '. r I_

  
 
  

Table 2: Study _2,Eificacy Results
 
*Prog—ression was defined as an increase of at least 1 point on the DSS, persisting'foFat least 3 consecutive- months. ' 'I 

 

 

 

 

 

 

 
. V . '1

Outcome Glatlrnrflér_Acelate lN=125) PlageboiNflZG) —i P-‘u'nluo ._
Mean No.,qf_Relapses Lilli"). yours 1.68/2 years _| i 0.055_. . ,1 .- . , ~ I- .

% Relapse-Free Patients 42/125 (3-19?) J ' 34/126 (27%) _| ‘ "0.25,
Median Time to First Relapse 23‘? 198 ‘ 0.23 ‘
(days) '

l—l .

% of Progression-Free 98/125 i'l'B'l-l 95/126 (75%) 0.48
Patients .

, - s s! —
Mean Change in ass, nus +9.21 " ‘ ' one:

Table 3: Study 3 MR1 Results

  
  

  
 

Outcome ‘Glaursmar anemia Mucus) Piacebo (N=120) '; P-Value
 
Medians; ofthe Cumulative
Number of T1 Gd—EnhancingLesions ‘ '

i— ._,- 1.1
‘J 3;

 
 

Glatiramer acetate-reactive antibodies are formed in prac<
tically all patients exposed to daily treatment with the rec-
ommended dose. Studies in both the rat and monkey have
suggested that immune complexes are deposited in the re;
nal glomeruli. Furthermore, in a controlled trial of1125 RR
MS patients given glatiramer acetate, 20 mg; subcutanée
ously every day for 2 years, serum IgG levels reached at
least 3 timesbaseline values in 80% of patients byB months
of initiation of treatment. By 12 months of treatment, how:
ever, 30% of patients still had 1va levels at least 3 times
baseline values, and 90% had levels nhnvp baseline by '12
months. The antibodies are exclusively oftho 1go subtype-
and predominantly of the IgG—l subtype. Nu [gt-I type
antibodies could he detected: in'uny tram 9-! sum tented;
nevertheless, anaphylaan'a' can be befiocintud Wiiihti'lt' l
ministration of most any foreign substunuu, and” therefore;
this risk cannot be excluded? “T 13' ' "V HInformation for Patients ' . -‘ ‘ ' -
-To assure safe and efl‘ective use of COPAXONE® Injection,
the following information and instructions should be given
to patients: '4‘ " - "

 

' 1. Inform your physician if you are pregnant,- if- ,irnu are
planning to have 'a child, 'or if you,become pregnant while
taking this medicatiOn. '

2. Inform, your physician if you are musing: . .
3. Do not change the dose or dosing schedple without can'-

sulting your physician. _ . , >_ , .
4. Dolnot stop,,taking the drug without colisplttng yourphysician. . _ .
Patients should be instructed in the L19}; of aseptic Lochv
niques when administering COPAXONE® IIIjnction._._/\ppm-
priate instructions for the self-injection QRCUPAXUN‘EQD
Injection should be given, including'a darei‘ul review of the
COPAXONEGD INJECTION PATIENT INFORMATIONLeaflet. The first injection should be performed under the
supervision of an appropriately qualified health Cate profes-
sional. Patient understanding and use of-‘a‘septic self-injec-
tion techniques and'procednres should be'peiioflically‘re-
evaluated, Patients should be cautioned against the reuse of
needles or syringes and instructed -in safedis’posal proce-
dures. They should/use a puncture-resistant container for
disposal of used needles and syringes. Patients should be
instructed on the safe disposal of-full cont ' rs according
to local laws, - ,._, ’ ' I, 0' . _ i
Awareness of Adverse Reactions: Physicians. are advised
to counsel patients about adversexreacticns associated. with
the use of],CQPAXONE® Injection (see'AnvERs'n 'RE‘AC.
TIONS sectionX‘In‘acldition, patients should be‘ advised to
read the COPAXONE® INJECTIONS PATIENT INFOR;
MATION Leaflet and resolve day (idestionsj‘ regarding it
prior to‘ beginning COPAXONE® Injectionth'e'rapy ‘ ‘ ’ ‘-
Laboratory Tests -‘ ' ‘3‘ . ‘ ' ' ' -
Data collected during premarketing development: do‘not
suggest the need for routine laboratory monitoring. .
Drug Interactions > ' ' "
Interactions between COPAXONE® IrijebtiOn-and‘bther
drugs have ii‘ot'been fully evaluated. Results from existing
clinical trials do not suggest any sigrnficantdntera'ctions of

   
COPAXONE® Injection with.therapies commonly used in

L " ' firm.2: ,17 if; 2,11 0,093”.x

 
 
   

,n'.i,

 
.n-tiw - r

., n‘:‘nrir..

MS patients, including the conéurrenli-u'se" of corticosteroids
for up to 28 days. COPAXONE® Injection has not been 1-01“
mally evaluated in combination with Interferon. beta.
Drug/Laboratory Test Interactions". ‘ ' r
None are known. ;,. m5; he ,V n ,
Carcinogenesis, Mutagenesis. lrnpairment of Fertility
Carcinogenesis ,, . . .. . _ ,. -
In a two-year carcinogenicity study, micewere administered
up to 60 mg/kg/day glatiramer‘a‘cetate by_subcuta.neous in-
jection (up to 15 times the human—therapeutic dose on ll
mg/m2 basis). No increase in systemic neoplasms was ob-
served. In males of the high dose group (60 mg/kg/day), but
not in females, there was an increased incidence of fibrosar'
comas at the injection sites. These sarcomas were associ-
ated with skin damage precipitated by repetitive injections
of an irritant over a limited skin area. ‘ ' u 4. ,1
In a two-year carcinogenicity study, rats were administered
up to‘30 mg/kg/day glatiramer acetate by subcutaneous in—
jection (up to 15 times the human therapeutic dose on a
rug/In2 basis). No ’imirease in systemic neoplasms was
observed. , x '~
Mutagenesis in » .
Glatiramer acetate was not mutagenic in four strains of
Salmonella typhimllrium and two strains ofEscherichia coli
(Ames test) or in the in pitro mouse lymphomafissay in
L5178Y cells. Glatiramer acetate was clastogenic invtwo
separate in uitro chromosomal aberration assays, in gultured
human lymphocytes; it was not clastpgenic inxan in pinemouse bone marrow micronucleus assay. -» ‘ l.) '
Impairment of Fertility ‘_ . .,A . 2‘5. - .-
In a multigeneration reproduction and fertility, study in
rats, glatiramer acetate atl‘subcutaneous’doses' 411’ up In
36 mg/kg (18 timesthe human therapeutic dose on u rug/n1"I
basis) had no advers'e'efl‘ects on reproductive parameters.
Pregnancy . '-. ":77, , - -
Pregnancy Category B. No adverse effects on embryul'fltal
development occurred in reproductioh"stiidies in rats and
rabbits‘receiving subcutaneous doses of up to 37,5 lug/kg V(1f
glatir‘amer acetaté’during the period of organogenesis (13
and 36 times the therapeutic humafi'dos'e'on a rug/mZ basis,
respectively). In a prenatal and postnatal study in which
rats r'eceiVed subcutaneous glatiramer acetate at doses 06
up to 36 mg/kg from day 15 of pregnancy.tliroughout lacta-
tion, no significant eflects on delivery or on offspring growth
and development were observed. . . ‘ ' r-r-
There are no adequate and well-controlled studies in. prof,”
nant women. Because animal reproduction studies, are 11015
always. predictiyeof human response, glatiramer, acutflic
should, be used during pregnancy only ifclearly needed. 'Labor and Delivery . I, _

In a prenatal and postnatal study, in which rats romiy'l‘d
subcutaneous glatiranier acetate at doses of up to 35 Inherit-E
from day 15 of pregnancy throughéut lactation, nous'iiifilfl'
cant eflects on delivery were observ'ed. The relevun'de Of
these findings to humans is unknown. I '
Nursing Mothers ' ' , .
It is not known whether glatiramer acetate is excreted if}
human milk. Because‘many drugs are excreted in humfln
milk, caution should be exercised when COPAXONE® is ad-ministered to a nursing woman. i.’ i . ,, ' ' -

v
  u'»

.gijF



SUN - IPR2017-01929, Ex. 1033, p. 27 of 29

PRODUCT INFORMATION "-‘ 

Pediatric Us'e- : 1 ’ '

The safety and efficacy of COPAXONE® Injection have not 1

been establishedin individuals under 18 yeaIrs of age.Use'in the Elderly ‘ '

COPAXONE® Injection has not been studied specificallyI111elderly patients."1 1'
UseIn Patients with Impaired Renal Function" '1' »
The pharmacokinetics of glatiramer acetate"in patients with
impaired renal function have not been determined. ' ’ ‘ '
ADVERSE RE’ACT10NS " ‘

' ,1‘1 '1.-

Dufing premarketing clinical trials approximately900 indi-
vidualsreceived at least one dose of glatiramer acetate.
In controlled clinical trials the most commonly observed ad-
ve1‘se experiences associated with the use of glatiramer
acetat and not. seen at an equivalent frequency among
placebo-treatedpatients were. injection sitereactions, vaso-
dilatation, chest pain, asthenia, infection, pain, nausea, ar-
thralgia, anxiety, and hypertenia. .
Approximately 8% of the 893 ephjecls repciying glatirumer
acetate discontinued treatment becausl: of on ndvi‘rse mac-
tion. The adversereactions most commonly associated with
discontinuation were: injection site reaction “15'1“. vnandi- '
latation, unintended pregnancy, depress-km. dynpnne. urti-
cafia, tachycardia, dizziness, and tremor.Immediate Post- Injection Reaction

Approximately 10% of MS patients airposed' to glatirarneracetate1n pr'e‘marketin‘g studi‘e's umericnced a constellation
of symptoms immediately after injection that included
flushing, chest pain, palpitations. anxiety, dyspnea', con-
stiictio'n of the thro'at,‘a1id urticaria. In clinical trials, the
symptoriie' were ge'nerally'transient and self-limited and did
not require specific treatment. In genéral‘ these symptoms

 

have their onset several months alter the initiation of treat- ‘ -
ment, although they may occur earlier, and a‘g'iven patient
may experience one or several episodes of these symptoms.
Whether or not anyof these symptoms actually represent a
specific syndrome is uncertain. During the postmarketing
period, there have been reports of patients with similar
symptoms who received emergencymedical cam.
Whetheran immunologic or non-immunologic mechanism
mediates these episodes or. whether several similar epi-sodes seen in a‘ given patient have identical]mechanisms, is
unknown. - - - -
Chest Pain -‘--

Approximately It”: of glntimmor acetate miticnts in the
jpre—niaiketing controlled studies ioompurad to 11% of pin-
cebo patients) experienced at least one episode of What was.
described as transient chest pain. While some of these epi-
sodes occurred in the context of the Immediate Post--Injec-
tion Reaction described above, many did not The temporal
relationship of this chest pain to an injection of glatiiameracetate was not always known. The painwas transient
(usually lasting only a, few minutes). often unassociated
with other symptoms, and appeared to have no important
clinical sequelae. There has been only one episode of chest
pain during which a full EKG was performed; that EKG
showed no evidence of ischemia Some patients experienced '
more than one such episode, and episodes usually began at
least 1 month azter the initiation of treatment The patho-
genesis of this symptom is unknown.
lncidence'In Controlled Clinical Studies: The following ta-
ble lists treatmentemergent signs and symptoms that
occun'ed'111 at least 2% of MS patients treated with glati-
ramer acetate 111 the pre-marketing placebo--controlled tri-
als. These signs and symptoms were numerically more com<
mon in patients treated with glatiramer acetate than1n
patients treated with placebo. These trials include the firsttwo controlled tiials in RR MS patients and a controlled
trial in patients with Chronic-Progressive MS. Adverse re»
actions were usually mild in intensity.
The prescriber should be aware that these figures cannot be
used to predict the frequency of adverse experiences in the
course of usual medical practice 'vvhcre patient characteris-
tics and other factors may differ r'roin those prevailing dur-
ing clinical studies Similarly, the cited frequencies cannot
be directly compared with figures obtained from other clin-
ical investigations involving diffeient treatments uses, or
investigators. An inspection of these fiequencies, however,
does provide the prescriber with‘one basis on which to esti-
m'até the relative contribution of drug and nondrug factors
to the adverse reaction incidences1n the population studied.[See table above] '
Other events which'occ'urred‘in- at least 2% of glatiramer»
'a'cetate patients but were present at equal or greater rates
in the placebo group included:
Body as a Whole." 'Hedda'che, injection site ecchymosisZ'ac-
cidental injury, abdominal pain, allergic rhinitis, neck rigid-
ity, and malaise. , 1 4-
Digestive System: Dyspepsia, ccnstipation,'dyspha‘gia,'fe~
cal incontinence, flatulence, nausea and vomiting, gastritis,
gingivitis, periodontal abSCess, and dry mouth. '

 

Musculoskelctal: Myasthenia and niynlgin.
Nervous System:- Dizziness,.hypesthnirin, piimsthesia, in—
somnia, depression, . dysesthesin, incoordination,
scinnolence abnormal gait, amnesia, emotional lability,
Lheunittes sign, abnoxmal thinking. twitching, euphoria,
and sleep disorder. 1 .'
Respiratory System: Pharyugitis, sinusitis, increased
cough, and laryngitisfi ' \ z .
Skin and Appendages. Acne, alopecia, and 11m] disorder
Special Senses: Abnounal vision diplopia, amblyopia, eye

pain, conjunctivitis. tinnitus, Itnnlu- perversion anddeafness

If’reIerred'Term; ‘

Urogenital System:

 
 

.:~1.r.-..:.11.5-'

' Controlled Trials in Patients with'MuItipIe Sclerosis:
. Incidence of Glatirame'r Acetate Adverse Reactions 22%

1' .r . arid Mdre.Frequent than Placebo

‘ G'at'i'ramer Acetate' IN 2011  
 

 

Body as a Whole, ' 1‘
Asthma" 1' 1 1' ~
Back Pain .

' Bacterial infection "' ' '-Chest Pain " 1 ‘ ’ "
Chills 1
Cyst . "
Face Edema - ,' 1..
Fever
Flu Smdmmc

1 Infection , ,
‘ InjectionSite Erythema

Injection Site Hemorrhage
Injection Site Iiiduratioii
Injection Site Inflammation
Injection Site Mass
Injection Site Pain
Injection Site Pruritua
Injection Site Urticariu
Injection Silo Well
Neck Pain
Pain

1 . Cardiovascular System
Migraine -. .
Palpitations
Syncope-.
Tachycardia -
Vasodilatation

Digestive System
' Anorexia

Diarrhea
Gastroenteritis
Gastrointestinal Disorder
Nansen
Vomiting

Hemic and Lymphatic SystemEcchymosis'
Lympliadenopathy

Metabolic and NutritionalEdema
I’Lripheral Edema ' '
Weight Gain '

Mu'souloskeletel System
'Aithralg'ia -"

Nervous System.
Agitation
Anxiety- -
Confusion
Foot Drop
HypertoniaNervousuess
Nystag-mus

Speech DlEOlI'LlprITremor
Vertigol '

Respiratory System 1
Bronchitis-IDyspnea. -
Laryngismun

1 1Rhinitis-n
Skin and Appendages

Erythema
Herpes Simpler.
Pruritua
Rash
Skin Nodulc
SweatingUrtican‘a

SpeciaISenses
E_ll1'.FulT| .
Eye Disorder

Urogenital System
Dymonnrrhcn _
Uiinary Urge nay
Vaginal Mouiliasis 
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Urinary tract infectiOn, urinary' fre-
quency‘. urinary incontinence; .urinary retentionfdysuria,
cystitis, niou-nrihagin breast pain, and vaginitis. c 11- 1
‘DData on' adverse TIIIII: [loan occurring in the controlled clini-
cal trials were analysed toe'valuaté' difieren'ces based on
sex No clmnnlly significant difleren‘ceswere identified.
Ninety-two percent'of patients in these clinical'trials were
Caucasian. This percentage reflects the racial coniposition
of the MS population. In addition, the vast majority of pa-
tients treated with COPAXONE® were between the ages of
18 and 45. Consequently, data atri- inadequate to perform an
analysis of the adverse reaction incidence related to clini~
cally relevant age subgroups.
Labo1ato1y analyses were performed on 11" patients partic-
ipating1n the clinical prdgram for glati1ame1 acetate. Clin-
ically significant laboratory 1values for hematology thcniis‘
try, and urinalysis were similar for both glatiran‘ier acetate
and placebo groups in blinded clinical trials;.No patient re-
ceiving glatiiamei acetate withdrew from any trial Inn-11:11:1-
of abnoi111'11 labelatoiy findings. '
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Other Adverse Events Observed During Cllnlcnl Trials
Glatiramrr acetate win-1 administered to 979 1min Idiulls
d 111111;; promo 11111111111clinical trials, only some of which were
placebocunlrtlllvd. During these trials. rill adverse meats

ini-eatigailors, using terminol-ogy-‘l. i.i'11.-'-_i_'1 11"1.1'.1_l1~1-111I111,' To plulitit' 11 ,nmuninpl'ul untiili'nll.»
of the proportion 11111111111111.1111 having nclvnrae 11v,£_111t1: sim-
ilar typos ni'ovents were grouped into Hl-qulnrdizuli catego-
ries using I‘ USTAR‘I‘ (Ilclionnw ier'ininolog''1". All rupurlcd
Evenlifi occurring :11. least Iwim and potentially importantevents occurring once are listed belou except those already
listed'in the previous table, those too general to be informa<tive, trivial eve'nts, and other reactions which occurred1n at
least 2% of treated patients and wow p1csent at equal 01
greater rates in the placebo group. Additional adverse reac-
tions 1eported during the post-marketing period are

Events 11n- further 1Inxaifirzrl within hotly 5311111: 111 categoiies
and lisIr-rl1n 'FICIOI‘ trl' dorn‘miinr frequency lining the follow—

Gontlnued on next page
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PHYSlClANS' DESK REFERENCE®

 
 

Copaxone—Cont.  

ing definitions: Frequent adverse events.,are defined as
those occurring in at least 11100 patients; Infrequent ad-
verse events are those occurring in 11,100 to 1/\1000.patients;,,
Rare adverse events are those occurring in less than 1/1000
patients. '
Body aso Whole:

0 Frequent: Injection site edema, injection site atrophy,
abscess, injection site hypersensitivity".

O Infrequent: Injection site hematoma, injection site fl-
brosis, moon face, cellulitis, generalized edema, hernia, .
‘injection site abscess, serum sickness, suicide attempt,
injection. site hypertrophy, injection site melanosis,
lipoma, and photosensitivity reaction.

Cardiooascular:
O Frequent: Hypertension. ,.
O Infrlequent: Hypotension, midsystolic click, systolic

murmur, atrial fibrillation, bradycardia, fourth heart
sound, postural hypotension, and varicose veins.

Digestive: ' ; .
O Infrequent: Dry mouth, =stomatitis, burning sensation

on tongue, cholecystitis, colitis, esophageal ulcer,
esophagitis, gastrointestinal carcinoma, gum hemor-
rhage, hepatomegaly, increased appetite, melena,
mouth ulceration, pancreas disorder, pancreatitis, rec-
tal;hemorrhage, tenesmus, tongue discoloration, andduodenal ulcer.

Endocrine:
O Infrequent: Goiter, hyperthyroidism, and hypothy-roidism.’

Gastrointestinal:
OFrequent: Bowel urgency, oral moniliasis, salivary

gland enlargement, tooth caries, and ulcerative stoma-titis.
Hemic and Lymphatic:

O Infrequent: Leukopenia, anemia, cyanosis, eosinophil-
ia, hematemesis, lymphedema, pancytopenia, and
splenomegaly. ‘Metabolic and Nutritional:. ‘

Olnfrequenti Weight loss, alcohol intolerance, Cush-
"ing’s syndrome, "gout, abnormal healing, and Xan-

thoma. :'Musculoskeletal: _
O Infrequent: Arthritis,,muscle atrophy, bone pain, bur-

sitis, kidney pain, muscle disorder, myopathy, osteomy-
elitis, tendon pain, and tenosynovitis.Nervous:

O Frequent:
stupor.

Olnfrequent: Aphasia,-ataxia, convulsion, circumoral
paresthesia, depersonalization, hallucinations, hostil-
ity, hypokinesia, coma, concentration disorder, facial
paralysis, decreased libido, manic reaction, memory
impairment, myoclonus, neuralgia, paranoid reaction,
paraplegia, psychotic depression, and transient stupor.

Respiratory: . ' .
O Frequent: Hyperventilation, hay-fever. ;
O Infrequent: Asthma, pneumonia, epistaigis, hypoven-

tilation, and voice alteration. -.
Skin and Appendages:

0 Frequent: Eczema, herpes zoster, pustular rash, skin
atrophy, and warts. ‘ a} '

O Infrequent: ‘Dry skin, skin hypertrophy; dermatitis,
furunculosis, psoriasis, angioedema, Contact dermati-
tis, erythema nodosum, fungal dermatitis, rnaculopap-
ular rash, pigmentation, benign skin neoplasm, skin
carcinoma, skin striae, and vesiculobullous rash.

Special Senses: . ,
O Frequent: Visual field defect. 5;
O Infrequent: Dry eyes, otitis externa, ptosis, cataract,

corneal ulcer, mydriasis, optic neuritis,.photophobia,

Abnormal dreams, emotional lability, and

and taste loss. . ,
Urogenital:

O Frequent: Amenorrhea, hematuria, impotence, men-
orrhagia, suspicious papanicolaou smear, urinary fre-
quency and vaginal hemorrhage.

Olnfrequent: Vaginitis,.flank pain (kidney), abortion,
breast engorgement, breast enlargement, carcinoma in
situ cervix, fibrocysticbreast, kidney calculus, noctu—
ria, ovarian cyst, priapism, pyelonephritis, abnormal
sexual function, and urethritis.

Postmarketing Clinical Experience
Postmarketing experience has shOan an adverse event pro-
file similar to that presented above. Reports of adverse re-
actions occurring under treatment_with COPAXONE® '
(glatirarner acetate for injection) not mentioned above that
have been received since market introduction and that may
have or not have causal relationship 56 the dgjig‘in’clude the
following: , ' . ‘ '_ ,f, ‘1', p '
Body as a Whole: p sepsis; LE syndrome; hydrocephalus; en'-
larged abdomen; injection site hypersensitivity; allergic re-
action; anaphylactoid reaction »_ .
Cardiovascular System; thrombosis; peripheral vascular
disease; pericardial effusion; myocardial infarct; deep
thrombophlebitis; coronary occlusion; congestive heart fail«
rure; cardiomyopathy; cardiomegaly; arrhythmia; angina
pectoris - ' ' ~ '
Digestive System: tongue edema; stomach ulcer; hemor-
rhage; liver function abnormality; liver damage; hepatitis;
eructation; cirrhosis of the liver; cholelithiasis
Hemic and Lymphatic System: thrombooytopenia; lym-
phoma-like reaction; acute leukemia
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"Read this "information   
Metabolic and Nutritional Disorders: hypercholesterol-
euilu 1:23.. :.. " '
Mus-ruloskeletal System: rheumatoid arthritis; general-
izud ersnsm
Nervous System: myelitis; meningitis; CNS neoplasm;

, ccrebrovascular accident; brainedema; abnormal dreams;
' aphasia; convulsion; neuralgia

Respiratory System: pulmonary embolus; pleural effusion;carcinoma of lung; hay fever ..> f. 3,
Special Senses: glaucoma; blindness; visual field defect

. Urogenital Systemt. urogenital neoplasm; urine abnormalt
,ity; ovarian carcinoma; nephrosis; kidney failure; breast
carcinoma; bladder carcinoma; urinary frequency

DRUG ABUSE AND DEPENDENCE "~
No evidence or experience suggests that abuse or depen-
dence occurs with- COPAXONE® Injection thump)", how-
ever, the risk of dependence has not been syslr‘mnllcally
evaluated. “ “ ' ’l
DOSAGE AND ADMiNIsrnATION
The recommended-dose of COPAXONE® Injection for the
treatment of-RR MS is 20 mg/day injected subcutaneously.Instructions for Use
Remove one blister with the syringe inside from the
COPAXONE® Injection Pre-filled syringes package from
the‘ refrigerator. Let the pro-filled syringe'package stand at
room temperature for 20 minutes to allow the solution to
warm up to room temperature. Store all Unused syringes in
the refrigerator. Inspect the product visually and discard or
return the-product to the pharmacist before use if it con—
tains any particulate matter. ~1‘ " 1
Sites for self-injection include arms, abdomenphi‘ps, and .
thighs. The pre-‘filled syringe is suitable for singleuse'only;
unused .portions should be discarded.'-1'(See the
COPAXONE® Injection PATIENT. INFORMATION
Leaflet for INSTRUCTIONS FOR INJECTINGCOPAXONE®.)

HOW SUPPLIED .
CQPAXONE® Injection is supplied as a single-use pre—filled
syringe containing 1.20 mL of a clear, colorless to slightly yel- V
low, sterile, non-pyrogenig solution containing 20 mg of

. glatiramer acetate and 40 mg of mannitol, USE in cartons of ‘
30 gsingle-use pre-filled syringes, 33 alcohol,preps (wipes)and instructions for use. : ,

. "u

The recommended storage condition for' the COPAXONE®
Injection is refrigeration (2°C to 8°C / 3§°F to 4§°F)..How-
ever, excursions from recommended storage conditions to
room temperature conditions (15° to 30°C I 59° to EST) for
upto one week have been'shown to .have no adverse impact

‘ on the product. Exposure to higher temperatures or intense
light should be avoided.

'3

CQPAXONE® Injection contains no preservative. llo not
use if.the solution ”contains any particulate matter.
COPAXONE® Injection is available in packs of 30 single- .

, use Pre-Ejlled Syringes V(NDC 0088-1153430).Rx Only. _
 

1. PATIENT INFORMATION
COPAXONE® (glafiramer acetate injection)

carefully “before you use

COPAXONE®. Read the information you get when you refill
your COPAXONE® prescriptions because there may be new
information. This information does not take-the place of
your doctor’s advice. Ask your doctor or pharmacist if you do
not understandvsome of this information or if .you want to
know more about this medicine.
What is COPAXONE®7 ’ .
COPAXONE® (co-PAX-own) is a medicine you inject to
treat Relapsing-Remitting Multiple Sclerosis. Although.
COPAXONE® .is not a cure, patients treated with
COPAXONE® have fewer relapses.
Who should not use COPAXONE®7
° COPAXONE® is not recommended for iise in pregnancy.

So, tell your doctor if you are pregnant or if you plan to
become pregnant while taking this medicine.

' Tell your doctor if you are nursing.“-It' is not known if
COPAXONE® is passed through the breast milk to the
baby. , . ‘ “5 "

' Do not use COPAXONE® if you are allergic to glatiramer
‘ acetate or inannitol. ' "‘ ' '
What are the possible side effects of COPAXONE®7
0 Call your doctor right away" you develop anypf the fol-

_, lowing symptoms: hives, skin rash with irritation, dizzi-
ness, sweating, chest pain, trouble breathing, or severe

.‘pain at the injection, site. Do not give yourself any more
,. injections until‘your doctor tells you to begin again.
9 The most common side effects of COPAXONE® are red-
-; ness, pain, swelling, itching, or a lump at the injection

site. These reactions are usually mild and seldom requiremedical care. ‘ . . '. , ..
0 Some patients report a sho'rt~term reaction right after in-

. jecting COPAXONE®xThis reaction can involve flushing
(feeling of warmth and/or redness), chest tightness or
pain with heart palpitations, anxiety, and trouble breath-
ing. These symptoms generally appear within minutes af-
ter an injection, last a few minutes, then go away by
themselves without further problems.

' If symptoms become severe, call .the emergency phonenumber in your area. .
3 Do not give yourself any more i

tells you to begin again.

 
njections until your doctor .

 
These are not all the possible side efi'ects. of CO
For a complete hst, ask your doctor or pham‘aciftt\¥%NE®.
doctor about any side effects you how willi 0 your
COPAXONE®. . l 8 takingHow should I use COPAXONE®7 -
- The recommended dose of COPAXLJNM}. . . - f ’

ment of Relapsmg-Remitting Multiple Sclerggisui: taeaL.
once a day injected subcutaneously (in the fatt l H mg
der the skin). . y aycr un-0 Look at the medicine in the pro-hill d u ' ‘. . . , ' firm In. , _
icme ls cloudy or has particles in it, do not iian Iii timfi:

:1 call Shared Solutions at 13800-881810” i'nr assistant; I
{Eleven friend or relative with you if you nun-d jun.” 93' e_

ually when you first start giving yourself iujucihinu p
’0 Each‘lpre-filled syringe should be used for (1an mm injec'on. a not mum: tlw pro-tilled l'Wf'll . All i. i ‘

it aw,”- proper”, _ um. . tu no." throw0 Do not change the dose or dosing srhorlulr- nr 'l -'

the. medicine without talking with your doc-Lo: ":1 lulungHow doi lnlncl CDPAXONEGD?

 
' There arc 3 basic ships for injecting CUPAXUNEID pro-filledsyringes:

'1,‘ Gather the materials.
2. Choose Lhe injection site.
3. Give yourself the injection.
Step .1: Gather the materials
1. First, place each of the items you will need on 1: clean 'llat

surfacezin a well—lil. area: I . ' '
f l blister pack with (lilIPAXONEQ [Jr-9.5mm] Svriugo
, Remove only 1 blister pack from the ccimimNao

Pre-Filled Syringe carton. Keep all unusedsvringes in
the Pro-Filled Syringe carton and store them in the

_, refrigerator.
‘ - 0 Alcohol prep (wipe)
4.0 Dry gotton ball (not supplied)

2.‘ Let the blister pack with the syringe inside worm up“to
.- . room.temperature for 20 minutes.
3. 'I‘o'prevent infection, wash- and dry your hands. Do not

touch your hair on skin after washing. --
4. There may be small air‘ bubbles in the syringe."lb avoid

‘ loss of medicine when' using COPAXONE® pro-filled sy—
'r ringeSf do'not expel (or do not attempt to expel) the air

bubble from the syringe before injecting the nmdiclnfl:
Step 2: Choose the injection site
0 There’are 7 possibleinjection-arose rm your body: arms,

thighs, hips and junior siolhnch arc-n tnlu‘lomi‘nl Iftlne Fig-ure ll.

 

Area I Am 4 Am!Stomach lxll Ann Right .lrm
Mold arm-u i' l-lhliy [53! III on T’Innhy pan of me

IIIMIIJ ll)! and upprc limk jxnlmn "ppm tackponionxv.

 
  

 

Area 2 Alan! finnfi arn'l'
Righl’l'hlgh l.cll Thigh Len lllp Right H|p

‘ (about? chow [alum 2“ abuw E-lcsliy arcs of Flashy area ofKnee and 2“ km and? 2mm hip, always upper mp, :1lein
. v . below groin) hrlow groin] below the Waist below the W3|5|figure I

‘Each‘day, pick aidiflerent injection area from one of the I
areas.._Do not inject in the same area more lhnn 01’106 aweek. _

- Within each injection area there are multipll ,
sites. Have a plan for rotating your injection Sites. heel)‘fl

- record of your injection sites, so you know where You have
injected.

0 There are some sites in your body that ' _ I
-reach for selfiinjection (like the back of your ax to), am
you may need help.

Step 3: Give yourself the injection . .
1. Remove the syringe from its protectiv »

peeling back the paper label. Befor ‘
in the syringe. If it is cloudy or contains any P(
not use it and call Shared Solutions at 18008.37 the
assistance. If the liquidis clear, place the SmiEC on
clean, flat surface.

2. Choose an injection site on your body.
site with a new alcohol prep and letreduce stinging.

3. Pick up the syringe as you w

needle shield from the needle. 1
[See fi re 2 at to of next column ‘ V.4. Witiiuyour otheiJ hand, pinch about a 2-inchwfoldeoéfbl“

between your thumb and index finger (See 1‘ ‘2‘“ '

may be hard to

 

Clean the injection
the site air (in! to

cold a pencil. Remove the
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Figure 3

5; insert the needle at a 90-degree angle (straight in), rest-
ing the heel of your harid against your body. When the
needle is all the way in release the fold of skin (See Fig-ure 3).

6. To inject the medicine, hold the syringe steady and pushdown the plunger. * . ..
I7. When you have injected all ofthe medicine, pull the nee-dle straight out.
3. Press a dry cotton hall on the injection site fora few- sec-

onds. Do not rub the lniection site. I
toinor.

What Is the proper use and disposal of Pre-Filled Syringes?
Each Pro-Filled Syringe should be used for only 1 injection.
Throw away all used Pro-Filled Syringes in a hard-walled
plastic container, such as an empty liquid laundry detergent
bottle. Keep the container closed tightly and out of the reach
ofclu'ldren. When the container is full. check with your doc~
tor. pharmacist, or nurse about propcr disposal, as lawsvary {torn state to state.

How should I store COPAXONE® Pre-Fiiled Syringes?
Keep the COPAXONE® Pre-Filled Syringe carton in the re-
frigerator, out of the reach of children.

The COPAXONE® package should be refrigeratod as Rpmus you get it, at 3646“!“ (2-5”Ci. If you cannot store
CDPAXONE® in a'refrigerator, you can store it ol room
temperature, 59-86°F (15130”C), for up to 7 days. Flo-not

.store COPAXONE® at, room temperature for longer than 7
. clays. Do not freeze COPAXONE®I If’a‘COPAXONE® pre-

filled syringe freezes, throw it away in a proper container. Inotinjecting. Do not use the pre-filled- syringe if the solutionContains particles or is cloudy, .
General adviceabout prescription medicines
Medicines are sometimes prescribed for conditions that are
not mentioned in patient information leaflets. Do—not use
CDPAXONE® for a condition for which it, was' not pre-
scribed. Do not give COEAXONE®jo other people, even if
Lhizy have t e same conditiori‘you have/It may harm them.
This leaflet summarizes the mostimporta’n‘t’ information
about COPAXONE®. If you would like more information,
talk with your doctor. You can aslr. your pharmacist oiI‘doctor
for informalion ulmul CIUPAXONE® that is \vrittenIfor

any questions about COPAXONE® and its use. The phone
numbérf'forfihared Solutions is 1-800-887—8100. '
Manufactured in Israel by TEVA Pharmaceutical industries
Ltdr, KfarZSaba 44102, Israel ,. '
Manufactured By: Baxter Pharmaceutibai Solutions LLC,

. Blooming-ton, IN 47403 . _ _ _ , _
Manufactured For: TEVA Neuroscience. inf... Kansas City.

no 04131 , . ‘,
.- Distributbd by; Aventis Pharmaceuticals Inc.. Ifilnsas' City.MO 84137 I ' I I

- Rev # 02/2004
' I Show" in Product Identification Guide, pdge 334

., any

lDENTIFICATION. PROBLEM?
Thin to the Product Identification Guida,_.'-

I - - where you’ll find more than
iii/DU products pictured in urinal .

' size and full color. .

9. Throw away the syringe in ii safe hard-walled plastic con- I

COPAXONE® is light sensitive, Protect it from light when'

 
health professionals. Also, you can colt-Shared Solutions for I
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Ther-RxCorporation-y13622 LAKEFRONT DRIVE ,
ST. LOUIS, MISSOURI 63045- ~.

For Direct inquiries Contact:
(314) 209:1517 phone
(314) 7700371 fax-

CHBOMAGEN® . . I}[kIrfi-md—jén] .
Soft Gelatin Capsules "
Rx Only

DESCRIPTION
Each capsule contains:

Iron ..................... .. 70 mg Ferrochel® (elemental .iron)"f
Vitamin c ............. 150 mg Ester-ca)T
Vitamin B12 . 10,mcg (cyanocobalainin)
Dessicated stomach substance ................ .. 100, mg
Each capsule also contains soybean oil, ge a In, glycerine
USP, yellow beeswax, lecithin — unbleached, titanium diox-
ide, methylparaben, ethyl vanillin, FD&C Red #40. FD&C
Yelloth, pi'opylparaben,‘FD&C Blue #1.
INDICATIONS

For the treatment ol’ oll onemina responsive to oral iron
therapy, such he hypochmmic anemia aseociulcd with preg-
nancy, chronic or acute biood lose. rlietlry restriction. Imet-
abolic'diSease and post-surgical convalescenm. '
CONTRAINDICATIONS

Henioclii'omatosis mid hemosiderosis are contraindicationsto? iron therapy.

  
  

 
 

 
 

WARNING. , _ '
Accidentai overdose of iron-containing products is a"
leading cause of fatal poisoning in children under 6.

. Keep this product out of reach of children. In case of"
accidental overdosehcalta, doctor, or poison control. center immediately.
 

AllergylAiert: These geicaps contain a soy product.
PHEGAUTION

Pediatric UM: Suliaty and ol'l'ccliveness in pediatric patients
has-not been established. ' “ :z .‘ ""’ . . “
ADVERSE REACTIONS l‘
Average capsule doses in sensitive individuals or excessive
dosage may cause nausea, skin rash, vomiting. diarrhea,
precordial pain, or flushing oi‘ the face or extremities.

DOSAGE AND ADMINISTRATION .
“Usual adult dosuia i not! gelatin capsule daily.HOW SUPPLJED

thrmigenib ciipsulcs for oral administration are supplied
as red soft gelaiiiicnpsules. imprinted ”I‘HK {"29" in grey
ink in child-resistant, unit-dust.- prompts ol' Jill) capsules
(10 X 10 Unit Dose Packs) (NDC 6401142941).
Store at controlled room temperature 15°-30“C [Efi‘vflfiTL
Avoid excessive heat 40°C (104T), Avoid freezing.' f

3‘ Feflnchel®'tfenou his-glycinate clmlotol is a registered
trademark of Albion international. inc. tilt-airfield. Utah,
and is protected under US Patent Nos. 4.599.152 and4,830,711}. I - '- - -- ' r

1‘ Ester‘CiEJ is IEII patented pharmaceutical grade- material
consisting ol‘colcium ascorbnteand rr-lcium timauuutu.

EsteerQ is a licensed trademark of Zila Nutrnucuticnls,Inc. '

Manufactured by: _
Atom-ape Industries. l.ti‘l.-{‘-flnndu for
Thorax-Corporation '
Saint Lorain, ML) fififliill

P4223 _ . Rev. coca
Shown in Product idt.'rlfu(ficill'iiflfl (nude. pinu- 334

 

CHROMAGEN® FA it
50ft Gelatin tiapsulos
3: Only

DESCRIPTION

Each cannula continue:

. Til n15: F‘crrochelQi inlomuntnl ironl'
Hill-In}: Ester-009'
1 mg

. TU mu: lcyiuwrobulaminl

 

 
Vitamin
Folic Acid U51? ..
Vitamin B13

Each litlpotlll: also contains soybean oil, gelatin, glycerine
USP, yellow beeswax, lecithin —~unbleachcd, titanium diox-
ide, methylparaben, black fe'riic'oxide, D&C Yellow #10,
ethyl vanilliu. propylparahen,-FD&C Red Mil. li‘DilLtl Eilup
#‘1. - .

SUN - IPR2017-01929, EX. 1033, p. 29 of 29

,_
INDICATIONS

For the treatment of all anemias responsive to oral iron
therapy, such as hypochromic anemia associated with preg-
nancy, chronic or acute blood loss, dietary restriction, met~
abolic disease and post-surgical convalescence.
CONTRAINDICATIONS '

Hemochromatosis and hemosiderosis are contraindications
to iron therapy, Folic acid is contraindicated in patients
with pernicious anemia (see PRECAUTIONS).

WARNING

Accidental overdose of iron-containing products is a-
, leading cause of fatal poisoning in children under 6.

Keep this product out of reach of children. In case of
accidental overdose, call a doctor or poison controlcenter immediately.

 

 

Ali'érgy Alert: ~These gelcaps cohtai'n a soy product.PRECAUTIONS

Folic acid alone isl improper therapy in the treatment of per»
nicious anemia and other megaloblastic anemias where Vi-
tamin B12 is deficient '
Folic acid in doses above 1.0 mg daily may, obscure pernici-
ous' anemia in that hematologic remission can occur while
neurological manifestations remain progressive.
Pediatric Use: Safety and effectiveness in pediatric pa-tients has not been established. ’

ADVERSE REACTIONS
Average capsule, doses in sensitive individuals or excessive
dosage may cause nausea,‘Iskin rash, vomiting, diarrhea,
precordial pain, orpflushing of the face and extremities.

DOSAGE AND ADMINISTRATIQNI‘
Usual adult dose is l softIgelatinIcapsule daily.How SUPPLIED

Chromagen® FA capsules for oral administration are sup~
plied as green and broiNnIsoi’c gelatin' capsules, imprinted
“THX 0130" in grey ink in child-resistaInt,‘ unit—dose pack-
agesof 100 capsules (10 X 10 Unit Dose Packs) (NDC
64011—130-11). - . . . ,
Store at controlled room temperature 15°- 30”C (59°- 86°F).
Avoid excessive, heat 40°C (104°F). Avoid freezing.

*_ Ferrochel® (ferrous bis-glycinate chelate) is a registered
trademark of Albion International, Inc, Clearfield, Utah,
and is protected under US Patent Nos. 4,599,152 and
4,830,715. 7' j.
l Ester~C® is a patented pllnrmncuulical grade, material
consisting of calcium ascorbate and calcium threohate. , ‘
Ester—C® is a licensed trademark of Zila Nutraceuticals,Inc.
Manufactured: by:
Accucaps Industries, Ltd-Canada for
Ther—Fix.Corporationl7. '5 . ‘
Saint Louis, MO [-3044 =
P4224 I Rev. 06/03

I Show! in Printout Identification Guide, page 334 

CHROMAGENG‘ FORTE ESoft Gelatin Capsules .
BLOnly

DESCRIPTION
Finch capsule contains:

[run . .. ’10 mg Ferrochel® (elemental iron)*
.. 8] mg ferrous funiarate (elemental iron) 

 

\iitamin (32...... EU mg Esau-AISLE1
Folic Acid USP. ., .1 lug
Vitamin B12 ...... 1:) mcg icynnocobalaminl

Each capsule also conlniiis soybean oil, gelatin, glycerine
USP, yellow beeswax, lecithin — unbleached, titanium diox-
ide, methylparaben, ethyl vanillin, FD&C Red #40, FD&C
Yellow #6, propylparaben, FD&C Blue #1.
INDICATIONS ' 7'
For the treatment of all anemias responsive to oral iron
therapy, such as hypochromic anemia associated with preg-
nancy, chronic or acute blood loss, dietary restriction, meta
abolic disease and post-surgical convalescenco,
CONTRAINDICATIONS

Hemochromatosis-and hemosiderosis arc. Ihonll'uindiclllione
to iron therapy. Folic acid‘is contraindicated in patients
with pemicinus unemiu [sec PRECAUTIONS}.
 

WARNING
Accidental overdose of iron-containing products I: a
loading can:- of fatal poisoning In children under i3.Keep Ihla'pIrodilcl out of much of chlldrun. In case of
accidental overdose. call II doctor or poison control
center immediately. 
 

Allergy Alert: Than nelcaps contain a my product.

 
Continued on next page


