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Summary Cladribine is a novel drug that selectively depletes lymphocytes and may be
able to destroy the activated immunocytes that damagethe central nervous system
in multiple sclerosis. Our initial controlled studies have shown a beneficial, al-
though temporary, dose-related effect of cladribine on the course of chronic pro-
gressive multiple sclerosis.

Peak improvement in median Scripps Neurological Rating Scale (SNRS)
neurological performancescores, followed by gradual decline, occurred at month
14 after initiation of treatment with a 2.8 mg/kg total dose and at month 7 after
initiation of treatment with a 1.4 mg/kg total dose. A marked decrease in the
presence of enhanced magnetic resonance imaging lesions was observed at both
dose levels.

Adverse effects are also dose-related. Mild segmental herpes zoster or tran-
sient marrow suppression occurred in some patients treated at the higher total
dose, whereas no problemsof this kind were observed at the lowertotal dose.

It is our hope that studies that are presently under waywill establish cladribine
as a practical therapeutic option for patients with all non-benign forms of multiple
sclerosis.
 

The fundamental cause of multiple sclerosis is
still unknown,butthere is persuasive circumstan-
tial evidence that immunopathological mecha-
nisms play an importantrole in the inflammatory
demyelination of the central nervous system (CNS)
which is the hallmark ofthe disease.!!] Suppression
and/or ‘modulation’ of the immunesystem is there-

fore a rational means of therapy for multiple scle-
rosis.{2]

Although interferon-B has recently been shown
to decrease the frequency andseverity of relapses
in the relapsing-remitting form of multiple sclero-
sis,3] no clearly satisfactory treatment by immuno-
suppression or any other method has yet been
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Table I. Completed and ongoingclinicaltrials of cladribine in the treatment of multiple sclerosis

Trial=Type of Blinded/ Dosage and duration Route
multiple crossover (daily dose x number
sclerosis of days)

1? cP No/no 0.087 mg/kg x 7 IV

23 CP Yes/yes 0.1 mg/kg x 7 IV

0.1 mg/kg x 7 IV
0.05 mg/kg x 7 IV

3 RR Yes/no 0.07 mg/kg x 5 sc
4? cP Yes/no 0.07 mg/kg x 5 Sc

5° cP Yes/no 0.05 mg/kg x 5 sc

6° RR Yes/no 5mg x 5 sc
10mg x 5 Oral

Numberof_Trial location Comments and references
courses

6 Scripps Feasibility study in 4 patients in
1990

4 Scripps Part | of double-blind crossover
study!"

1 Scripps Part ll of double-blind crossover
2 study's!
6 Scripps
2 and6 Multicentre in US

and Canada

4 Scripps Retreatment study of patients
from trial 2!)

6 Polish Academyof
Science 

a Completed study.
b Ongoing study.
Abbreviations: CP = chronic progressive; IV = intravenous; RR = relapsing remitting; SC = subcutaneous.

found for patients with chronic progressive multi-
ple sclerosis (CPMS). Previous trials of treatment
in CPMShave involved broad-spectrum immuno-
suppressive drugs such as cyclophosphamide!4!
and methotrexate.'°! The modest benefit observed

with these drugs has been generally counterbal-
anced by concerns overtoxicity.

One current hypothesis of multiple sclerosis
pathogenesis is that activated T lymphocytes pass
from the bloodstream into the multiple sclerosis
plaques in the CNS. Theseactivated cells, regard-
less of their immunespecificity, may directly or
indirectly damage myelin and/or oligoden-
drocytes. Therefore, the selective depletion of lym-
phocytes in multiple sclerosis might be beneficial
if it could be accomplished safely. For these
reasons, a new type of drug, cladribine (2-
chlorodeoxyadenosine, Leustatin®), was selected
for trial in CPMS becauseofits properties of rela-
tively selective production of lymphopenia with a
favourable toxicity profile as compared with other
antilymphocyte drugs.!°!

Cladribine is an adenosine deaminase-resistant

purine nucleoside that was developed by Carson et
al.!”] at Scripps Clinic and Research Foundation.
The drug was designed to simulate the immuno-
deficient condition seen in the rare disorder of he-

© Adis InternationalLimited. All rights reserved.

reditary adenosine deaminase deficiency by caus-

ing high levels of deoxynucleotides to accumulate

in lymphocytes, thus resulting in cell death. In con-

trast with other antilymphocyte agents, cladribine

has the ability to kill both resting and dividing
cells.!8]

The use of cladribine in CPMS wasconsidered

following pioncering clinical studies with cladrib-

ine at the Scripps Clinic in the treatment of various

lymphoid neoplasms and leukaemia.!?! The most
dramatic positive results were seen in hairy cell

leukaemia, in which 86% of patients experienced

a durable and complete remission after a single
treatment with cladribine.!°! Cladribine is also

presently under evaluation at our institution in a

variety of autoimmune disorders, including

Coomb’s positive haemolytic anaemia, immune

thrombocytopenia, rheumatoid arthritis and in-

flammatory boweldisease.

The bioavailability of cladribine is the same by
either continuous intravenous or intermittent sub-

cutaneous administration, and is halved when

given by the oral route.!!! A detailed discussion of
the clinical pharmacokinetics of cladribine has

been presented elsewhere.!!!!
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Fig. 1. Kurtzke Extended Disability Status Scale (EDSS)[top] and Scripps Neurological Rating Scale (SNRS) [bottom] scores of 48
patients with chronic progressive multiple sclerosis treated with cladribine in a double-blind crossover study. The initial cladribine
group(left) received cladribine 0.7 mg/kg as a continuous intravenous infusion over 7 days in each of 4 successive months. The
initial placebo group(right) was given cladribine 0.7 mg/kg as thefirst monthly infusion in month 13, and 2 subsequent7-day infusions
of 0.35 mg/kg in months 14 and 15. Medians(solid lines) and interquartile ranges (brokenlines), smoothed with the nonparametric
procedure LOWESS,are shown.

1. Results in Chronic Progressive
Multiple Sclerosis

An initial feasibility study with 4 patients in
1990 was encouraging, and we subsequently con-
ducted a double-blind crossoverstudy of the effect
of cladribine in CPMS(table 1). To date, this is the
only controlled study of cladribine in multiple scle-
rosis to be completed; the results have been pub-
lished in 2 parts.{!?.!3)

In this study, 48 patients with CPMS were
paired by age, gender and disease severity. Pair

© Adis International Limited. All rights reserved.

members were randomly assignedto receive either

cladribine or placebo treatment via surgically im-

planted venous access devices. Patients on the

cladribine arm were given monthly 7-day continu-
ous intravenous infusions of cladribine 0.1

mg/kg/day (0.7 mg/kg/course) for a total of 4

courses (total dose 2.8 mg/kg). Patients on the pla-
cebo arm were given saline intravenously in an

identical fashion. Double-blind masking was main-

tained; patients, neurologists, neuroradiologists

and nurses had no knowledge of which medication

BioDrugs 1997 May; 7 (5)
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a patient was receiving. Patients were examined
monthly and 2 neurological performance scores
were recorded [Kurtzke Extended Disability Status

Scale (EDSS)!'4! and Scripps Neurological Rating
Scale (SNRS)!!5I].

Over [2 months, analysis of SNRS and EDSS

scores showedprogressive deterioration during the
first year in patients receiving placebo, while the
median SNRSand EDSSscores of patients receiv-

ing cladribine improved modestly. Absolute

changesin neurological scores were favourable in
both EDSS (p = 0.013 at 12 months) and SNRS
(p = 0.001 at 12 months) scoring systems(fig. 1).
Statistical significance in favour of cladribine was
also established when 12 months of data were an-

alysed by Kaplan-Meier time-to-failure plots (fig.
2),13]

Blinding was maintained and the study was con-
tinued for a second yearof treatment and observa-

tion. However, patients were crossed over to oppo-

389

site treatment arms. Patients treated with cladrib-

ine in the first year received placebo in the second
year, and vice versa. However, the dosage of

cladribine was reduced to one-half of that given
during the first year. The reduced total dose of
cladribine [.4 mg/kg was administered by contin-
uous intravenous infusion in divided dosesas fol-

lows: 0.7 mg/kg for the first monthly course, 0.35

mg/kg for the second and third courses, and saline

placebo for the fourth course. Patients who had

received cladribine in the first year were given 4

monthly infusions of saline placebo.
Results from the second yeararealsoillustrated

in figure |. Comparison of data from years | and 2
of the study reveals that patients who hadfirst re-

ceived placebo and then crossed over to treatment
with the lowerdose of cladribine (1.4 mg/kg) show

a trend of improvement in SNRSscoressimilar to
that seen in patients treated with the full (2.8

mg/kg) dose. Similar comparison also suggests
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Fig. 2. Kaplan-Meiertime-to-failure plots of patients with chronic progressive multiple sclerosis treated with cladribine in a double-blind
crossoverstudy. (Left) Time to failure as defined by an increase of Kurtzke Extended Disability Status Scale (EDSS) score by 1.0
point on at least 2 consecutive months, considering the first month of change asthe time of event. (Right) Timeto failure as defined
by a decrease of Scripps Neurological Rating Scale (SNRS) score by 10 points on at least 2 consecutive months, considering the
first month of change as the time of event. The difference in time to failure estimated by log-rank statistics was significant for both
scoring systemsin favourof cladribine (EDSS,p = 0.0148; SNRS,p = 0.001).
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Fig. 3. Proportion of patients with enhancing lesions over the
course of a double-blind crossoverstudy of cladribine treatment
of chronic progressive multiple sclerosis. The difference was
significant in favourof cladribine at 12 and 24 months(p < 0.001
by McNemar’stest).

that stabilisation of disease may be of shorter du-

ration with the lower dose of cladribine. Peak im-
provement of median SNRSscores, followed by
gradual decline, occurred at month 14 after initia-
tion of treatment with the 2.8 mg/kg total dose and
at month 7 after initiation of treatment with the 1.4

mg/kg total dose. Statistical analysis of the vari-

ance of paired differences in EDSS and SNRS
scores from year 2 of the study again confirmed
significant treatment effects in favour of cladrib-
ine,{!61

Magnetic resonance imaging brain scans were
obtained after intravenous gadopentetate dimeg-
lumineat baseline and at 6, 12, 18 and 24 months.

Volumetric analysis of demyelinated (T-
weighted) lesions revealed no significant differ-
ences between the cladribine and placebo groups.
However, a highly significant difference in favour
of cladribine was documented when the numberof

‘active’ lesions (lesions enhanced by gadopentet-
ate) were analysed (fig. 3). Approximately one-half
of the-patients in both the initial cladribine-treated
and the initial placebo-treated groups had enhanc-

© Adis InternationalLimited.All rights reserved.
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ing lesions at baseline. At 18 and 24 monthsafter
initiation of treatment with cladribine 2.8 mg/kg
total dose, no patient had lesion enhancement. In
patients treated initially with placebo, lesion en-
hancement persisted at the same percentage level
at months 6 and 12, but after treatment with

cladribine 1.4 mg/kg total dose, lesion enhance-
ment was subsequently observed in only a single
patient.

2. Adverse Effects

As of June 1995, a total of 125 multiple sclerosis
patients (both chronic progressive and relaps-
ing/remitting multiple sclerosis) have been treated
at Scripps Clinic. The adverse events observed to
that date in association with cladribine treatment

are summarised in table I]. Most patients had no
obvious drug-related symptomsor signs in associ-
ation with the administration of cladribine. How-

ever, 8 patients, all treated with the full 2.8 mg/kg
dose, developed mild segmental herpes zoster. No
other opportunistic infections occurred. 3 patients
treated with the 2.8 mg/kg dose developedtransient
bone marrow suppression with low platelet counts;
2 of these patients required hospitalisation for red
cell and platelet transfusion. One patient died of
acute fulminant hepatitis B during the second
month on cladribine, an event previously reported
and considered to be probably unrelated to treat-
ment.{!21

The details of the effect of cladribine on blood

counts in these patients are reported elsewhere.!!7)
As expected, profound and prolonged lymphocyte
depletion (most notably CD4+ cells) occurred in
cladribine-treated patients; other blood cellular
components were less affected. Granulocyte
counts showed only a minor decline and the aver-
age haemoglobin level declined moderately, with
significant anaemia due to transient bone marrow
suppression in only a single patient. However, red
cells generally became macrocytic, especially at
the higher dose levels. Average platelet counts de-
clined to a low of around1.5 x 109/L, with recovery
to near normal levels by 12 monthsafter treatment.
Monocyte counts dropped within days of drug ad-

BioDrugs 1997 May;7 (5)

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


