
HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to
use Ontak safely and effectively. See full prescribing
information for Ontak.

ONTAK"' (denileukin difttox)
Injection for intravenous infusion
Initial U.S. Approval: 1999

WARNING: SERIOUS INFUSION REACTIONS,
CAPILLARY LEAK SYNDROME AND LOSS OF VISUAL
ACUITY.
See full prescribing information for complete boxed warning.
The following adverse reactions have been reported:
. Serious and fatal infusion reactions. Administer Ontak in a

facilty equipped and staffed for cardiopulmonary
resuscitation. (5.1)

. Capilary leak syndrome resulting in death. (5.2)

. Loss of visual acuity and color vision. (5.3)

---------- ---RECENT MAJOR CHANGES------------

-------- -----INDICATIONS AND USAGE---------------
Ontak is a CD25-directed cytotoxin indicated for the treatment of
patients with persistent or recurrnt cutaneous 'I -cell lymphoma
whose malignant cells express the CD25 component of the IL-2
receptor. ( i)
-----------DOSAGE AND ADMINISTRATION-----------
. Premedicate with an antihistamine and acetaminophen prior to

eàch Ontak infuion.

. Administer at 9 or 18 mcg/g/day by intrvenous infuion over
30 to 60 minutes for 5 consecutive days every 2 i days for 8
cycles. (2. 1,2.2)

-------- DOSAGE FORMS AND STRENGTHS-----------
. Solution in a single-use vial containing 150 mcg/mL (300 mcg

in 2 mL). (3)
-----------------CONTRAINDI CA T10NS----------------

None.
-------- ---WARNINGS AND PRECAUTIONS------------

Infusion reactions: Immediately stop and permanently

discontinue Ontak for serious infusion reactions. Monitor
patients following infusion. (5. I)

. Capilary leak syndrome: Monitor weight,edema, blood

pressure and serum albumin levels. (5.2)
. Loss of Visual Acuity and Color Vision: Monitor visual

acuity and color vision. (5.3)
. Laboratory Tests: Monitor serum albumin levels prior to

the initiation of each treatment course. Delay administration
ofOntak until semm albumi levels are at least 3.0 g/dL. (5.5)

----------------ADVERSE REACTIONS------------------
The most common adverse reactions (~20%) were pyrexia, nausea,
fatigue, ~igors, vomiting, diarrhea, headache, peripheral edema,
cough, dyspnea and prurtus. (6)

To report SUSPECTED ADVERSE REACTIONS, contact
Eisai Inc. at 1-888-274-2378 (by fax 1-201-746-3207) or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch

------------USE IN SPECIFIC POPULATIONS-----------

. Pregnancy: No human or animal data. Use only if clearly
needed. (8.1)

. Nursing Mothers: Discontinue drug or nuring takig into

consideration importance of drg to mother. (8.3)

See 17 for PATIENT COUNSELING INFORMATION.
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INDICATIONS AND USAGE 
Onta" is indicated for the treatment of patients with 

peristent or recurnt cutaeous T-cell lymphoma whose malignant
 

cells express the CD25 .component of the IL~2 receptor (see 
Warnings andPrecautions(5.4)).
 

DOsAGE AND ADMINiSTRATION
 

Dosing Sehednle and Admistration
 
· Premedicate with an antiistae and acetainophen
 

prior to each Onta inióíi. 
· Admster at 9 or 18 mcgl/day by intrvenous 

infuionover30-60 miutes for 5 consecutive days 
ever 21 daysfor8 cycles. 
Do not admister as a bolus injection. 
Withold ádstrttionofOntak ifseru albtiii 

levels are less than 3.0 g/dL.
 
Discontinue for advere infuion reactions.
 

Preparation and Admiistration 
Thaw vials in the refrgerator at 2 to 8?C (36 to 46°F) for 
not more than 24 hour or at room temperatu for 1 to 2 
hour. 

· Brig Onta to room tempertur, before preparig the 
dose. 
Mix the solution in the vial by gentle swirlig; do not 

shake. 
· Visually inpect for pariculate matter and discoloration 

priorto admistration, wheneVer solution and container 

permit Use only if the solution is clear, colorless and 
without visible parculateiiatter. After thawing, a haze 
may be visible which should clear whên the solution is at 
room teriperatu.
 

. Do not refrze' Onta after thawing. 

Prepare and hold diltited Onta in plastic syrges or soft 

plastic iV bags. . Dohot use glass Containers. 
Maiitain concentration ofOnta at 15 mcg/mL or higher
 

durg all steps in the prepartion of the soliition for N 
infuion. 

. Withdrw the calculateddose frm the vial(s) and inject 
it into an empty N infuion bag. Do not add more than 
9 mL of sterile salie without preservative to the Nbag 
for each 1 mL ofOntak. .
 
Do not riix Onta with other drgs.
 
Do not admister Onta though an ii-line fiter.
 
Admster prepartmsolutioíi of Onta with 6 hour,
 
uSing a syrge pnmp or N infuion bag.
 
Discard uiusedportíons ofOnta imediately.
 

Solution in a single-use vial containg 150 mcg/mL (300 itcg 
in2mL). 

CONTRAINDICATIONS 
None. 

WARNGS AND PRECAUTIONS 

Infusion Reactions 
Infuion reactions, defied as symptoms occug with 24 

hour of infuion and reolving with 48 hour of the lastinfuion 
in that coure, were reported in 70.5% (165/234) of Ontak-trated 
patients across 3 clinca1 studies utilizing the approved doses and 
schedule. Serous infuion reactions were report in 8.1 %
 

(19/234) of Onta-trated patients. There have been post-maiketig 
report of infuion reactions resultig in death. 

For patients coripleting at least 4 coures ofOntak tratment 
in Study I(see Clinical Studies (141), the incidence of infusion 

reactions was lOwer in the 3'd and 4th cycles as compared to the 1" 

and 2nd cycles of Oiita.
 

Resuscitative equipment should be available durg Onta 
admitrtion, Imrediately stop and permanently discontinue 

Önta for serious mfuionreactions. 

5.2 Capilary LeakSyndrome
 
Capilai leak syndrome was defmed as the Occurrence of at 

least 2 of the following 3. symptoms (hypotension; edema, serum 
album -c3.0 g/dL) at any tiedtig Ontathenpy.These 
syiptoms were. not requird to occur sinultaeonsly to be 
characteried as capilai leak syndrome. As defied, capilaileak
 

syndrome was reported in 32.5% (7.(j/234) ofOnta-treateq patients. 
Among these 76 patients with capilary leak syndrome, one-thd 
requid hospitaliation or. medical intervention to prevent 
. hospitalization. There have been post-inarketig repoi: of capilary
 

leak syndrome resultig in death. 
The onset of symptoms in patients with capilai leak
 

syndrome may be delayed, occurg up to 2 weeks fullowing
 

infuion. Symptoms may persist or worsen after the . cessation of 
Onta. 

. Reguarly. assess patients for. weight. gain, new onset . or 
worsening edema, hypotension (includig ortOSt3tic changes) and 
monitor ser albumin levels prior to. the intiation of each cOlJe 
.of therapy and more often as clitcally indiçated. Withold Ontak 
for seru albumi levels of less than 3.0 g/dL (see Warnings and 
Precautions (5.5)). 

5.3 Visual Loss
 

Loss of visual acuity, usually with loss of color vision, with or 
without retil pigment mottling has been reported followin 

admistrtion of Onta. Recovery was reported. in some of the
 

affected patients; however, most patients reported peristent visual 
impairent. 

5;4 CD25 Ttior Expressiôn and Evaluation
 

Confi that thepatients malignant cells expressCD25 pnor 
to admiistrtion ofOnta: A testingseivice for the assay ofCD25 
expression ii tuor biopsy samples is available. For information on
 

ths service call 877-873-4724. 

5:5 Laboratory Monitoring/ypoalbumiemia 
Monitorseru albumii levels prior to. the. intiation. of each 

treatment coure. Withold admistrtion of Onta if serù
 
album levels are less than 3.0 g/dL (see Dosage and 
Administration (2.1) and Warnings and Precautions (5.2)). 

6 ADVERSE REACTlÖNS
 
The following adverse reactions are discussed in greater detail 

in other sections of the label: 
Infuion Reactions (see Warnings and Precautiòns (5.1)) 
Capilai Leak Syndrome (see Warnings and Precautions
 

(5.2)) 



6.1 Cliical Studies Experience
 

Because clincal trals are conducted under widely varing 
conditions, advere reacton rates obsered in the clincal trals of a 
drg canot be dirctly compared to rates in the clincal trals of 
another drgiid may not reflect the rates observed in practice. 

safety data are. available for 3 clincal studies in which 234 
patients received Onta at9 mcg/g(n=80) or 18mcglg (n=154) at 
the recommended schedule. Of these studies, I was. placebo-
controlled anddose,ranging (Study I, 100 Ontak-treated patients), 
one wils a dose-comparon of 9 and 18 mcg/g (Study 2, n=71), 
and the th wil a single-an study using 18 mcg/g(n=63); all 

stidies were lirited to adult patients with CTCL. The median age 
of patients across the clinical studies wil 60 year (rage 23-91 
year) and 36% (n=85) were 65 year of age or older; 55% were 
men and 85% were Caucasian. 

Across all 3 studies, the most common adverse reactions in 
Ontak,treated patients(~O%) were pyrexia, nausea,fatigue, rigors; 
vomitig, diarea, headache, peripheral edema, cough, dyspnea lìd 
prutu. The most common serous advere reactions were capilar 
leak syndrome (11.%), infuion reactions (8.1%), and visual 
changes including loss of visual acuity (4%). Ontak was 
discontiued in 28.2% (66/234) of patients due to adveisereictions. 

The data described in Table 1 reflect exposUr to Onta in 
100 patients. admistered. as a. single agent. at the recommended 
dosing schedule' in the radomied placebo-contrlled tral (Study 
1). Theinedian numberofOnta cycles was T(rage 1-10) fur the 
9 mcg/g cohort and 6 (range 1- n) for the 18 mcglg cohort. The 
inèdiàn iige of patieits was 59 yeai(iange 23-84 years) and 34% 
(n=34) were 65 year of age or older 55% were. men and 86% were 
Caucasian, 

Table 1: Incidence of Adverse Reactions Occurg in'~ 1 0% of
 
Onta-treatedpiitients (18 mcg/g group) and at a higher ratethan
 

Plàcebo in Study 1
 
. .. . . .. . 

Onta .OntaPlacebo 
N=44 9mcg/g 18mcg/gMedORA 

verion 6.1
 
.. n(%) .. N=45 N=55PrefèrredTerm .' n(%) n(%) 

. ..'Pyrxia ..7(15.9) 22 (48;9) 35 (63.6) 

Nausea 10 (22.7) 21 (46.7) 33(60.0) 

Rigors 9 (20.5) 19 (42.2) 26(47.3) 

Fatigue 14 (31.8) 21 (46.7) 24(43.6) 

Voitting 3(6.8) 6.(13.3) 19(34.5) 

Headache 8 (18.2) 13 (28.9) 14 (25.5) 

Edeniperpheral 10 (22,7) 9 (20.0) 14 (25.5) 

Diarrhea 4(9.1) 10 (22.2) 12(21.8) 

Anorexia 2 (4.5) 4 (8.9) 11(20.0) 
. 

Rash .. 2(4,5) 11 (24.4) 11(20~0) 

Myalgia . 2 (4.5) 8 (17.8) 11 (20.0) 

Cough .. 3(6.8) 9(20.0) 10(18.2) 

Priritu 4 (9~ 1) .. 7 (15.6) 10 (18.2) 

Back pain . 1 (2.3) 7 (15.6) 10 (18.2) 

Asthenia .. .. 2 (4.5) .. 8 (17.8) ..10(18.2) 

-Hypotension I (2.3) 3 (6.7) 9 (16.) 
.. .. .. 

Upper respiratory 
5 (11:4) 6(13.3) 7(12.7)

tract infection .
 

Diziness 5 (l1:4) 5 (n.!) 7 (12.7)
 

Arlgia 5 (11.4) 7 (15.6) .. 7 (12.7)
 

Pain . . 3 (6.8) 5 (11.) 7 (12.7)
 

Chest pain 1 (2.3) 2 (4.4) 7 (12.7) 

Dysgeusia 1 (2.3) 0(0) '. 6 (10.9) 

Dyspnea 2 (4.5) 6 (13.3) 6 (10.9) 

Hepatobilary Disorders: . Increase in seru alanine
 

amotranferase (ALT) or asparte amotrferae 
 (ASl) from
 
baseIieoccurd in 84% of subjects treated withOntik (197/234). 
In the majority of subjects, these enze elevations occur durg 
either the fit or the second cycIe; enzme elevation resolved
 

without medical intervention and did not requie discontinuation of 

Onta. 

6.2 Imiunogenicity
 
An iiiie response to denileuk diftitoxwas assessed using
 

2enzyme~lined iiunoassays (ELISA). The first assay measured 
reactivity directed againt intact denileuki diftitox. caliprated 
againt anti-diphtheria toxin, and the second assay measured 
reactivity againt theIL-2 portion of the protein. An additional in
 

vitro cell-based assay that measurd the ability of antibodies in 
serum to protect a htin IL-2R-expressing cell lie from toxicity 
bydeneuk difttox, was used to deteçt the preseiice of 
Ileutraliing antibodies which. inibited fuctional activity.. The 
iiunogenicity data reflect the percentage of patients whose test 
results were considered positive for antibodies to the intact fuion 
protein denileuk difttox. These res nits ar highiy dependent on 

the sensitivity and thespecificity of the assays. Additionally, the 

observed incidence of the antibody positivity may be influenced by 
several fuct(irs, including sample handling, concoittant medication, 
and underlying disease. For these reasons, the comparson of the 
incidence of antibodies to denleuk diftitox with the incidence of 
antibodies to other products may be misleading. 

In Study 1 (see Clinical Stiiies (141)), of95 patients treated 
.with denile.uk difttox, 66% tested positive for antibodies at
 

baseline proba.bly due to a prior exposur to diphtheria toxin or its 
vaccine. After 1,2, and 3 coures of treatment, 94%, 99%, and 
100% of patients tested positive, respectively. Mean titers of anti
denileuk diftitox antibodies were similarly increased in the 9 and 
18 mcg/g/day dose groups after 2 coures of treatment. 
Meanwhile, pharcokietic parameters decreased substantially 
(C""x-57%,AUC-80%), and clearance increased 2" to 8,-fold. 

In Study 2 (see Clinical Studies (U2)), 131 patients were
 

assessed for bindit¡g antibodies. Of these,. 51 patients (39%) had 
antibodies, at .baselie. Seventy-six percent of patients. tested
 

positive after i coure of treatment and 97% after 3. coures of 
tratment. Neriliing antibodies were assessed in 60 patients; 4s%, 
73%, and 97% had evidence .ofinbited fuctional activity in the 
cellular assay atbaselireand after land 3 coures. of treatment,
 

respectively. 

6. 3 Postmarketing Experience . 
The following adverse reactions have been identified dUrg 

postapproval use of Onta.8ecause these reactions ar reported 
voluntay frm a population of uncertin size, it is not always 
possible to reliably estirate their. frequency or establih a causal 
relationship to drg exposure~ 

Thyrid conditions: hyperyridism, thyriditis, 
thyrotoxicosis, and hypothyroidism. 

DRUG INTERACTIONS
 
No formal drg-drg interaction studies have been conducted 

with Onti. 

8 USE IN SPECIFIC POPULATIONS
 

8.1 Pregnancy
 
It is not known wheter Onta cancause fetal har when 

admistered to a pregnant. woman or can affect reproductive 
capacity. Anal reproduction studies have not been conducted
 

with OntakOntak should be given to a pregnant woman only ifclearlyiieeded. .. . 
8.3 NursIng Mothers
 

It is not known whether Ontak is excreted in human milk. 
Because many drgs are excreted in human itlk,and because of the 



potential for serious advere reactions in nuring infants frm 
Onta, a decision should be made whether to discontiue nuring or
 

to discontiue Qntak, takig iiito account the inportce of the drg
to the mother. . .
 
8.4Pediatrc Use
 

. Safety and effectiveness in pediatrc patients have not been 
established. 

8.5 . Geriatrie Use 
Clincalstudies of Onta did ilt include suffcient numbers of 

subjects aged 65 and older to determine whether they'respond
 

differetly fromyouiger subject. .
 

10 OVERDOSAGE
 
Doses of apprxinately twice the recommended dose 

(31 meg/kg/day) resulted in niodeni,te-to-severe riausea, vomitig, 
fever, chi and/or peristent asthenia..
 

11 DESCRIPTION
 
Onta (denleuk difttox), isa recmbinant DNA-derved 

cytotoxic protein composed of the amo' acid sequence for. 
diphtheria. toidnfragments . A and B (Metl-Th387)-His. and the 
sequences for human interleuk-2 (IL-2; Alai- Th13). It is 
producedii an E. coli expression system and has a molecular
 

weight of 58 kD;.' Neomycin is used in the ferientationprocess but 
is undetectable in the fmal product.. Ontak is supplied in single use 
vials as a sterle,frzen solution iitended for intrvenous (IV
 

adistrtion. Each 21n vialöfOiitak contain 300 mcgöf
 
reCOmbinant denleuk difttox ina sterile solution of citrc acid (20 
mM), EDTA (O.05:inM) and polysorbate 20 (0(1%) in Water for 
Injection, US!? The solution has apHrage of6.9 to7.. 

12 cLINiCAL PHARCOLOGY 

12.1 Mechanism Of Action 
Denleuki difttox is a fnsion protein. designed to dirct the 

cytocidal action of diphtheri a toxin to cells which express the IL-2 
receptor... Ex vivo studies report that. after. binding. to the IL-2 
receptor on the cell surace, denieuk diftox is internalied by 
receptor-mediated endocytosis. . The fusion protein is subsequently 
cleaved,teleasing diphtheria toxineIlymatic and trlocation 
domain from the IL 2 frgment, reultig in the inbition of 

protein synthesis and ultimately, cell death. 

12.3 Pharmacokinetics
 

Pharcokietic piieter associate with denleuk
 
diftitoxwere detered over a rage of doses (3 to 31 mcg/day) 
in patients. withlymphoma. . Deneukdifttox was admstered as 
an IV' infuion following the schednleused in. the 
 clical trls; 
Following thefit dose, denleukdifttox displayed 2
comparent . behavior. with a. distrbution phase (half~ life 
approximately 2 to 5 miutes) and a. termal phase (half-lie
 

approximately 70 to 80 miutes). Systeihc exposure was varable 
but proportonal to dose. Meaiclearance was approximately 0.6 to 
2.0 mL/ming and the mean volume of ditrbution waS similar to 
that of cirUlating blood (0.06 to 0.09 Llkg). The meai clearance 
increased approximattiy 2- to 8-fold frmcöure i to coure 3 
corrsponding toa decrease in exposure ~f approximately 75%, No
 

accuiulation was evidcit between the firt and fift doses. Gender
 

and age have no effect on phaacokietics of denileuki diftitox. .. 

NON CLINCAL TOXICOLOGY 

Carcinogenesis, Mutagenesis, Impairment of Fertilty
 

There have been no studies to assess the carcinogenic potential 
of denileuk diftitox. Denileuk difttox showed no evidence of
 

mutagenicity in. the Ames' test and the' chromosomal' aberration
 

aSsay. There have been no studies to assess the effect of denleuk 
difttoxon fertlity. 

14 CLINICAL STUDIES
 

14.1 Study 1: Placebo Controlled Study in CTCL (Stage la to 
lin Patients
 

The safety and effcacy of Onta were evaluated ina
 
randomized, double-blind, placebo-controlled, 3-an tral in
 

patients. with Stage Ia to II CD25( +) CTCL. Eligible patients were 
rec¡uird to have expression of CD25 on ;; 20% of biopsied 
malignant cells by imunohistochemistr lseeWarings' and
 
Precautions (5.4)) Patients were randomized to receive 0, 9 or 
18 mcg/kg/day Onta via intrvenous infuion days 1-5 of each 21

day cycle, for up to 8 cycles. Raidomiation was strtied by 
disease stage CSUa vs.2iIb). The main effcacy ontcame was 
objective response rate (ORR), using a Weighted Skin Severity 
Index, in coiijunctiori with assessment of lymph node involvement 
and percentage of abnomial blood lymphocytes.. A total of 144
 

patientS were randomied: 44 paticitstó placebo, 45 patients to 
9mcg/g/day Ontak. and 55patients to 18 incg/g/day 'On.ta. 
Randomiationfort1e study was cared out at J:l: i for thefit73 
patients, 4:1:4 fori:e next 31 patients, and iA:4 for the remaing 
40 patients. ine medan age of patients was '59 year (range 23 to 84 
year); 34% were ;:65 years. Fift-five percent were men and 86% 
were Caucasian... Sixty-seven percent had early stage disease ($ IIa). 
Patients had received a median ofi anti,CTCL therapies (rage 0 to 

6) prior to study entr. Resultsforóbjective responsê'rate (ORR) 

and progression-free s.urival (PFS) are shown in the table below. 

0.27 
(OM, 0.54) 
p=0.0002 

Adjusted for. disease stage and changes in randiimiztion ratios 
Logisticregtssion model adjusting for disease stage and changes
in 
randomiation ratios over the course of
the study; comparisons 
relative to placebo. 

Cox regression analysis stratified by randòmiation ratio and 
adjusted fôr disease stage; comparisons relative to placebo. 

14.2 Study 2: Dose EvaIn.átion Study in. CTCL (Stáge lib to 
IVa) Patients 

Arandomied, double-blind study was conducted to evaluate 
doses of 9 or lS mcg/kg/day in 71 patients with recurnt or 

persistent, Stage Ibto IVa CTCL. Entry tI ths study required 
demonstration. of CD25 expression on at lCast20% of the cells in 
any relevant tumor tissue sanple (ski biopsy) or cirulatig cells.
 

Tumor biopsies were not evaluated for expression of otherIL-2 
receptor subunit components (CDI22/CD132). Onta was 
admistered as an iv infuion daily for 5 days every 3 weeks.
 

Patients received a median of 6 couresofOntak therapy (rànge i to 
1 a The study population had received a median of 5 prior 
therapies (range 1 to ,12) with 63% of patients enterig the tral with 
Stage IIb or more advanced stage disease.. The median age of 
patients was 64 years (rage 26 to 91 year); 49% were ~65years. 
Fift-two percent were men aId75% were CaUCasian.
 

- ~~--~~'-'''-'--~'~-------------_.-':--~----~--''-----'-------~-.--:-~



Overall, 30% (95% CI: 18-41 %) of patients treated with Ontak 
experienced an objective tuor response (50% reuction in tuor
 

burden which was sustained for ~6 weeks; Table 3). Seven patients 
(10%) achieved a complete response and 14 patients .(20%)
achieved a partial reponse. The overall median durtion of 
response, measured frm fit day of response, was 4 month with a 
median durtion for complete response of 9 month and for paral 
response of 4 month. 

Table 3: Effcacy Results in Study 2 

Clincal Response 9 mcg/g/day 18 mcg/g/day 

Complete Response 9% (3/35) 11%(4/36) 

95% Confidence Interval (2%,23%) (3%,26%) 
. 

Parial Response 14% (5/35) 25% (9/36) 

95% Confidence Inteival (9%,30%) (12%,42%) 

Overall Response . 23% (8/35) 36% (13/36) 

95% Confidence Interal (10%,40%) (21%,54%) 
..' 

16 HOW SUPPLIED/STORAGE AND HANDLING
 
Ontak is supplied as 150 mcg/ml, sterile, frzen solution
 

(300mcg in 2 mL) in a sterie single-use viaL.
 
NDC 62856-603-01, 6 vials in a package.
 
Store frozen at or below -10°C (l4°P).
 

17 PATIENT COUNSELING INFORMATION
 
Advise patients to reort:
 

. Fever, chills, breathg problems, chest pain,
 

tachycardia, and uricara following infusion.
 

. Rapid weight gain, edema, and ortostatic hypotension
 

following infuion. Intrct patients to weigh
 

themselves daily. 
. Visual loss, includig loss of color vision.
 

Manufueted and Distrbuted by: 
Eisai Inc. 
Woodcliff Lake, NJ 07677 
US License No. 1862 




