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t her apy 'ageﬂg.ngerous as preoperative perforation can occur which is
associated wth an increased nortality (Rtchie JK. BMJ 1974; i:264-268. As
an alternative to surgery, the i mmunosuppressive drug cycl osporine has been
used to réar%}iv églzrg patients with steroid-resistant ulcerative colitis
(Li chtié’tg & “AtN Engl J Med 1994; 330:1841-5). However the long term
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1991; 4:161-4). Surgery, although curative involves an ileostomy, at least temporarily, and

thus patients are often reluctant to undergo surgery. However, delaying surgery in patients
who have not responded to medical therapy is dangerous as preoperative perforation can
occur which is associaied with an increased mortality (Ritchie JK. BMJ 1974, i:264-268). As
an alternative to surgery, the immunosuppressiv‘e drug cyclosporine has been used to treat
' some patients with steroid-resistant ulcerative colitis (Lichtiger S et al. N Engl J Med 1994;
330:1841-5). However the long term results are disappointing with many patients who
respond initially requiring surgery within six months and many patients experiencing side-
effects including fatal opportunistic infections such as Pnemocystis carinii pneumonia, due
to immonusupression, renal failure and hypertension (Smith MB, N Eng/ J Med 1992;
327:497-8; Sandborn WJ. Inflamm Bowel Dis 1995;1 :48-63). Azathioprine is an effective
therapy for chronically active, steroid-resistant or steroid-dependant ulcerative colitis.
However, its delayed onset of action (3-4 months) means it is not suitable for patients with
severe ulcerative colitis who require urgent treatment (Ardixxone S et al. J Clin
Gastroenterol 1997; 25:330-3.) Thus, treatment of steroid-resistant ulcerative colitis
remains difficult and usually requires surgery resulting in a stoma. Alternative medical

treatment of steroid-resistant ulcerative colitis is needed, and identifying this requires an



remains difficult and usually requires surgery resulting in a stona.
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needed, and identifying this requires an - 6 OCT 2005 -2 understandi ng of
the reasons why sone patients with ulcerative colitis fail to respond to
Steroid therapy. For an individual patient it is difficult to predict the
response to steroid therapy and thus, -2he requirenent for surgery or
alternative nedical therapy. In severe ulcerative colitis, initial nmeasures
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pulmonary function test results and the response to bronchodilators are not significantly
different, indicating that steroid-resistant asthmatics do not have more severe disease.
Lymphocyte stercid sensitivity of peripheral blood lymphocytes from patients with sieroid-
resistant asthma has been measured using inhibition of phytohaemagglutinin (PHA)
stimulated proliferation by glucoconrticoids (Poznansky MC, et al, Clin Sci 1984; 67.639-
45)(Alvarez J, et al, J Allergy Clin Immunol 1992; 89:714-21)Corrigan CJ, et al, Am Rev
Respir Dis 1991; 144:1026-32)(Hackzu A, et al, J Allergy Clin Immunol 1994; 93:510-
9)(Spahn JD, et al, J Allergy Clin Immunol 1996; 98:1073-9). Al studies showed that
lymphocytes from steroid-resistant asthmatics were inhibited significantly less by steroids
than lymphocytes from steroid-sensitive asthmatics indicating that the patients with steroid-
resistant asthma had steroid-resistant lymphocytes. In a further study, 8 patients with
steroid-resistant asthma, were found to have steroid-resistant lymphocytes and were
treated with methotrexate (Vrugt B, et al, Eur Respir J 2000; 15:478-85). Atter 8 weeks
bronchial muscosal inflammation was reduced and lymphocyte steroid sensitivity had
increased. It was argued that the beneficial effect of methotrexate on the bronchial

muscosa in steroid-resistant asthma was due to increasing steroid sensitivity. This is an
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steroid-resistant autoimmune hepatitis have steroid-resistant lymphocytes.

Eczema

Eczema is a distinctive pattern of skin inflammation which can be induced or maintained by
a variety of environmental or intrinsic factors, e.g. contact allergen and irritants, infective
agents and atopy. The majority of patients with eczema have mild disease and require
intermittent topical therapy. However some patients have more severe disease and require
systemic steroid therapy (Hoare C, et al, Health Technol Assess 2000; 4: 1-191)(Heddie RJ,
et al, Br Med J (Clin Res Ed) 1984; 289: 651-4). Failure to respond to steroid therapy
requires alternative therapy with immunosuppressive drugs such as cyclosporin (Graniund
H, et al Acta Derm. Venereol. 1996; 76: 371-6). This failure to respond to steroid therapy is

expected to be due to the steroid-resistant patient having steroid- resistant lymphocytes.

Vasculitis
The vasculitides are a group of conditions characterized by inflammation of the arteries.

Some of these conditions also cause glomerulonephritis (including Wegner's



requires alternative therapy with i munosuppressive drugs such as
cyclosporin (Ganlund H, et al Acta Derm Venereol. 1996; 76: 371- 6) Eq ﬁ
failure to respond to steroid therapy is expected to be due to the ~ 6 0CT 1005
steroid-resistant patient having steroid- resistant |ynphocytes. Vasculitis
The vasculitides are a group of conditions characterized by inflammtion of
the arteries. Sone of these conditions4al so cause gl onerul onephritis
(including Wegner's - 6 OCT 2005 -4 granul omatosi s, Goodpasture's syndrone
and polyarteritis nodosa). Steroids remain first Iline treatnment for al

nephrof - BaapRRlods R dpdyy Rl SndiRang Botpr R bRal el tdhan it
Rheum dzn@o{%atm@nmz al Bf@Sf cbndﬁjm(@ppcel'gxtsél\ﬁd Lipes 4899, |8;2@%62)(Gylllgi'iv¢?h\(/)\n;1t Et
that a SEYaroRLateRer "ok YRR RO RCRERY o Bl Btint 9oPPear mant

wi || haves:sber-epp- |ﬁmn%tsaﬁysreéwmmf:aﬁye§ us@mgweaﬂ wittl §18foiids, snawm a this
arteritis is also a formof vasculitis. ication is blindness due to

i nt er f ercofelingd theranyecan) keo@taly Bps V‘Oﬂﬂhtt‘h@‘ %?‘ébsé%ﬂ]@éwfbpeftqféh? RetiemswhPon in

the art ond to first line
st er oi de't%yé%{%@%{w?cﬁ@éﬂew Wt %S%'b?gg%ﬁ vphob 3800 27:1484.91).  These

patients are often treated with prol onged, |neffect|ve courses of steroids.

Al ternative trhg:1 ,?gl es have been used such as nethotrexate for
st er oi d- FYIPLELAT W sease (Krall PL, et a), Ceve din J Med 1989;

56: 253- Tvemfrcbrasarie&mbwasotaoorneapm;dum@ ﬂwrﬁ;blréatudsrersa:mudhéssmt ed to be due
to the steroid-resistant patient having steroid-resistant }/nphocyte

Sar cai d iNsFeEAGIYinsthe Sloodsupplyrip éheg?%”éﬁﬁtbdﬁ%e tflammadion i cause.
Sar coi dg ﬁéﬁfoilﬁ%‘t’él){ $5% Jf%@ﬂ@ﬂs%‘?‘ro?@é?@ﬁ@m first llf@étéfo@ﬁéﬁﬁ%t [CRBiAfet PEepONse

to the unknown an Steroid remalntheflrst-llnet erapy (Barnard J,
et al, @y R@pumaml»eamﬁtal 12@0,91) 1fhega patignts arg o@mmateéwthcprglpegeﬂ ds are

often i S t to

Feduce SPeTEEGeBEbIslsERR Shithall tictafher Mol BEBN6E by lafenBial, 1 C

| upus erfpt Snermdmeﬂusxamtsilmsawmllrﬁmnealdcm'edﬁm 4 Mat 19&9,I5&:12£3 apn“ﬂm;rtainlutel es in
to respond to steroid therapy is expected to be due to the steroid-resistant patient having

steroid-resistant lymphocytes.

Sarcoid
Sarcoidosis is a systemic granulomatous disorder of unknown cause. Sarcoidosis results
from an overexuberant T cell-mediated immune response to the unknown antigen. Stercids
remain the first-line therapy (Barnard J, et al, Curr Opin Rheumatol. 2001, 13:84-91).

1 Alternatives to steroids are often introduced either because of steroid intolerance or in an

attempt to reduce steroid dose and side effects.

Systemic lupus erythematosis

Systemic lupus erythematosis is an autoimmune disorder that includes abnormalitiesin T
lymphocytes, as well as hyper-reactive B cells that produce auto-antibodies. Left untreated
the disease can result in end-stage renal disease or death.

Glucocorticoids are the drugs of first choice for the treatment of systemic lupus
erythematosis. However, some patients fail to respond to steroid therapy.

The correlation between in vitro lymphocyte steroid sensitivity and clinical response to
steroid therapy has also been examined in patients with systemic lupus erythematosis
(SLE) (Seki M, et al, Arthritis Rheum 1998; 41:823-30). Twenty-seven Japanese women
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apoptosis is associated with a good clinical response. Conversely steroid-resistance occurs
in approximately 30% of newly diagnosed cases of ALL and represents a significant clinical
problem (Kaspers GJL, et al, Leuk Lymphoma 1994;13:187-201). Two studies have
compared in vitro lymphocyte sensitivity, not only to steroids (dexamethasone and
prednisolone), but also to L-asparginase and vincristine (Kaspers GLJ, et al, Blood 1997;
90:2723-9)(Hongo T, et al, Blood 1997; 89:2959-65). Using lymphocyte sensitivity to these
drugs as a measure, patients were classified as sensitive (sensitive to all drugs),
intermediate (sensitive to two or three drugs), or resistant (sensitive to one or no drugs).
Three year disease free survival was highest in sensitive patients (85-100%) and lowest in
resistant patients (43-55%). Thus lymphoblastic in vitro sensitivity and in vivo disease
sensitivity in patients with ALL correlates not only for steroid sensitivity but also for other

chemotherapeutic agents.

Glomerulonephritis e
Glomerulonephritis is characterized by inflammation of the kidney and is usually

autoimmune. Steroids are an imporiant treatment (Austin HA, et al, N Engl J Med 1986;
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Neur oL 2000; 247:435-42). Steroid treatnent is effective in accelerating

short-termrecovery in patients wth nultiple sclerosis and may also be
ef f ect i V/iBke SEBIRISg the risk of rel apse. However,

Multiple sclerosis is an inflammatory demyelinating disease of the central nervous system in
which T lymphocytes reactive with myelin proteins play an important pathogenic role.
Glucocorticoids are used to treat multiple sclerosis (Brusaferri F, et al, J Neurol. 2000;
247:435-42). Steroid treatment is effective in accelerating shont-term recovery in patients
with multiple sclerosis and may also be effective in reducing the risk of relapse. However,
the clinical response varies widely amongst different patients. Lymphocyte steroid
sensitivity has been measured in patients with multiple sclerosis (Wei T, et al, Acta
Neurologica Scandinavica 1997; 96:28-33) and a wide range of lymphocyte sensitivity was
found. No study has compared lymphocyte steroid sensitivity with clinical response of
multiple sclerosis to steroid therapy but it has been argued that the range of in vitro

lymphocyte steroid sensitivity may partly explain why response to steroid therapy is variable.

Lymphocyte Steroid Sensitivity

As mentioned above, lymphocytes can be stimulated to proliferate in vitro by the mitogen
PHA (Lindahl Kiessling K, Peterson RD. Exp Cell Res 1969; 5585-7). Addition of steroids to
the culture medium inhibits lymphocyte proliferation (Walker KB et al Transplant Proc 1985;

17:1676-8). In some cases lymphocytes are steroid-sensitive with the addition of a small
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manner  tibe fisst cylokiate piodeced by atWaeé:d Dnel&raihddacisf :araemutattrlr@rmaﬁnérhe T-cells
that pr O(fl ?ate tthe prole%ra%)g%lrj\%ecfljﬁebrgntiation of the T-cells that produce it. IL-2 produced by
activated T lymphocytes in uicerative colitis may have an important role in perpetuating the
mucosal inflammation by activating other inflammatory cells to praduce further cytokines,
which will produce further inflammatory cell recruitment and activation (Kirman |, et al. J. Dig
Dis Sci 1995; 40:291-5). Assuming a patient is responsive to steroid therapy, an important
action of steroids is to inhibit IL-2 production to prevent lymphocyte proliferation and
associated inflammation (Steroids have multiple actions of which IL-2 inhibition is only one).
However, if a patient is steroid-resistant, IL-2 production will not be inhibited by steroids and

the inflammatory process will continue uninhibited.

In view of the significant number of patients suffering from autoimmune hepatitis, asthma,
eczema, vasculitis, temporal arthritis, systemic lupus erythematosis, leukaemia,
glomerulonephritis, multiple sclerosis, ulcerative colitis, sarcoid and Crohn’s disease for
whom steroid treatment is ineffective, there is a need for an effective treatment as an

alternative to urgent and invasive surgery.
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of the invention may al so be used in inproving t

would be expected to respond to steroid therapy anyway, the use of the CD25 binding
molecules of the invention are predicted to make them respond quicker or may allow a
lower dose of steroids to be used, thus significantly reducing the side effects of steroid

= treatments. Thus, in accordance with a further aspect of the present invention there is
provided a method for the prevention, maintenance of remission/prevention of relapse and
treatment of autoimmune hepatitis, asthma, eczema, vasculitis, temporal arthritis, systemic
lupus erythematosis, leukaemia, glomerulonephritis, multiple sclerosis, ulcerative colitis,
sarcoid and Crohn’s disease in a steroid- sensitive patient, comprising administering to the
patient an effective amount of a CD25 binding molecules of the invention and if necessary

steroids.

By “CD25 binding molecule” is meant any molecule capable of binding to the CD25 antigen

either alone or associated with other molecules to form high affinity IL-2 receptors.

Preferably a CD25 binding molecule is used comprising at least one antigen binding site

comprising:
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antigen gRj,ther alone or associated with other nolecules to form high
affinity IL-2 receptors. Pref e_rabl?:I a CD25 bindi.ng nol ecule is used
conpr i sifi@ gacongd demapeompiisingn SsaHENGRyIheilyReVaEaRiregioRs COBGefMitband a) a

first dapphE, SAERIDRT RAvinh tBE AHAC Sl BEqubHREISEAIABLE SERSERNS SEPR)-M&DR2 and
CDR3; sald CDRL having thé am no acid sequence Arg-Tyr-Trp-Met-H'S, said

CDR2 hav@lngsaid RPRZhavNa thelamingagid seqyence Asp-Thr-Ser-Lys-Leu-Ala-Ser, and said

Il e-Tyr- - - Ser - = - YA G nelys- Phe: Qu-dy, and said
CDR3 hav‘?‘?]gaﬁ]%' mnﬁgﬁg%ﬁagggﬁ‘éﬁﬁ% %El%ﬁ’g gegs%?—y ??r-' Phe- Asp- Phe and, b)
a secondrdlineet equivatgis iengpfi n sequence the hypervari abl e regi ons CDR1',
CDR2', and CDR3', said CDRl' having the am no acid sequence

Ser-Al a-Ser-Ser-Ser-1le-Ser-Tyr-Met- @ n, said CDR2' having the am no acid
sequenceajméess dihermfgy inblicatelde an\paly Sestideashdinsia ihdreiCDBECribbd s Maving @naaming aci d
sequence His-d n-Ar % Ser-Ser- T r-,ThL; or .direct equival ents thereof. Unless
ot her wi ¥ sRAYCAFR BlartigAt Mg Wémm extieqity and ending 9 e Scterpiaa! edrefilYi ng an
am no acid sequence starting at the N-termnal extremty and ending at the
Ctermnal extremity. Wien the antigen binding site conprises both the first

and secofberBiraigen binding siig caseprised bateedirstiang sesprd gompiephesR MRY¥IPECul e
or, prefigcAbd ¥n 1REEE PEBH EPIIRYMOBCAB oR preferably, each domain may be on a
different chain, the first domain being part of an immunoglobulin heavy chain or fragment
thereof and the second domain being part of an immunoglobulin light chain or fragment

thereof.

Accordingly, the invention also pravides the use of a CD25 binding molecule which
comprises at least one antigen binding site comprising either a first domain having an amino
acid sequence identical or substantially identical to that shown in Seq. Id. No. 1 in EP
449,769B1, starting with amino acid at position 1 and ending with amino acid at position
117 or a first domain as described above and a second domain having an amino acid
sequence identical or substantially identical to that shown in Seq. Id. No. 2 in EP
449,769B1, starting with amino acid at position 1 and ending with amino acid at position
104, the contents of EP 449,769B1 being herein incorporated by reference.

A more preferred CD25 binding molecule for use in accordance with the invention is
selected from a chimeric anti-CD25 antibody which comprises at least

a) one immunoglobulin heavy chain or fragment thereof which comprises (i) a variable
domain comprising in sequence the hypervariable regions CDR1, CDR2 and CDRS3 and (i)

the constant part or fragment thereof of a human heavy chain; said CDR1 having the amino



different chain, the first domain being part of an imunogl obulin heavy
chain or fragnent thereof and the second domain being part of an
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one antigen binding site conprising either a first domain having an am no
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vari abl e domain conprising in sequence the hypervariable regi ons CDRL',
CDR2' and CDR3' and (ii) the constant part or fragnent thereof of a hunman
| i ght chaltemativalyda CIDRB bihdimpmgole@ée foriuse iraad:aj)rdam:quéﬂndbe invention may be

sor quereBoIp A g8 e aing Teiefl® wifh Cartheasalt S R HREN: o aci d
sequenceohipsisingl n- Arg Ser-Ser-Tyr-Thr; and direct equivalents thereof.
Al ternativel

ng nol ecul e for use jn accorqﬁc ith
Mvent | o eyl dREnaTG EPBrIBo Y SFAENCE Heh GRS RBHG Crl e G2
conpri sesDRY, s hgRitvdHal m@mstr%v.r@qrmbhmdlgcl@ke@efnbé%s dR&wh th S@diT'ﬂdil si ng
i n sequence the hxé)er vari abl'e regi gns CDR1, CDR2 and
No. 1 in EP 449,769B1, the contents of which is herein incorporated by reference,
b) a second domain comprising in sequence the hypervanable regions CDR1’, CDR2' and
CDRS&’, said hypervariable regions having the amino acid sequences as shown in Seq. Id.
No. 2 in EP 449,769B1, the contents of which is herein incorporated by reference, and
c) a peptide linker which is bound either to the N-terminal extremity of the first domain and
to the C-terminal extremity of the second domain or to the C-terminai‘extremity of the first
domain and to the N-terminal extremity of second domain;

and direct equivalents thereof.

Alternatively, a CD25 binding molecule for use in accordance with the invention may be
selected from a single chain binding molecule which comprises an antigen binding site
comprising humanized antibodies, e.g. daclizumab which have been disclosed with
processes for their preparation in EP 451,216B1, the content of which is incorporated

herein by reference.

As it is well known, minor changes in an amino acid sequence such as deletion, addition or
substitution of one, more or several amino acids may lead to an allelic form of the original

protein which has identical or substantially identical properties, e.g. antigen binding



CDR3, said hypervariabl e regions having the am no acid sequences as shown in
Seq. I1d. No. 1 in EP 449,769B1, the contents of which is herein T 2005
i ncorporated by reference, b) a second domain conprising in sequence Qﬂg
hypervari abl e regions CDR1', CDR2' and CDR3', said hypervariable regions
havi ng the am no acid sequences as show(q in Seq Id. No. 2 in EP 449, 76981,
the contents of which is herein incorporated by reference, and c) a peptide
| i nker which is bound either to the N-term nal extremty of the first domain
and to the C-termnal extremty of the second domain or to the
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nol ecul |l ecule X) (1) i th ariable reqgio , w.CDR2 and
CORs 1 e e S&Mereafnt 55 2 refergitedolege dERERBREMLR rdsfeioaPaniGR kit hPRat - 00
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regi ons as shown in q1 76961 or 3 and 4 of

EP
451, 216870WR Hbs%rlf’e'ﬂ?s t5‘fE’Mf‘% KG?%1 HbF'@PW f? ﬁ%f‘ﬁéﬁé’t‘é‘ﬁ 2168 L 1as EPRIENS and,

(11) WhigeBhich is peiM i%c@r?aoid’l‘éﬂ@ﬂéf&@n&@e bi nding of Interleukin 2 (1L-2) to
its receptor substantial- éﬁ{o the sane extent as a reference nol ecul e

havi ng PramewbRR bindin® melacyierhaving atdeast e domaips pgl biding stednolassis Ry
4 N U PR B B s e S e e, G G R Rg T REP o
of whi chsiasvhide arenali Iaa@rﬂ@@fomlmusmremhjyeat least 90 % homologous, more
preferably at least 95 % homologous to the hypervariable regions as shown in Seq. Id. No.
1 and 2 in EP 449,769B1 or Figure 3 and 4 of EP 451,216B1, the contents of which is
herein incorporated by reference, and
(i) which is capable of inhibiting the binding of IL-2 to its receptor substantially to the same
extent as a reference molecule having framework regions and constant parts identical to
molecule X’ but having hypervariable regions CDR1, CDR2, CDR3, CDR1’, CDR2’ and
CDR3' identical to those shown in Seq. Id. No. 1 and 2 in EP 449,769B1 or Figure 3 and 4

of EP 451,216B1, the contents of which is herein incorporated by reference,.

This last criterion may be conveniently tested in various assays as described in EP
449,769B1 or EP 451,216B1, the contents of which is herein incorporated by reference.

A more preferred CD25 binding molecule for use in accordance with the invention is a
chimeric CD25 antibody, especially a chimeric CD25 antibody comprising at least

a) one heavy chain which comprises a variable domain having an amino acid sequence
identical or substantially identical to that shown in Segq. Id. No. 1in EP 449,769, the con-
tents of which is herein incorporated by reference, starting with amino acid at position 1 and

ending with amino acid at position 117 and the constant part of a human heavy chain; and



or any CD25 bi ndi ng nol ecul e having at | east two domains per binding site
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Figure 3 and 4 of EP 451, 21681, the con‘tzents of which is herein
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The CD25 binding molecules suitable for use in accordance with the present invention may
be produced by techniques disclosed for example in EP 449,769B1 and EP 451,216B1, the

contents of which is herein incorporated by reference.

,  Asdescribed in EP-B-449,769B1 and EP 451,216B1, the CD25 binding molecules have, on
the basis of observed activity in e.g. a Lymphocyte Steroid Sensitivity assay, been found to
be useful for the prevention and treatment of autoimmune hepatitis, asthma, eczema,
vasculitis, temporal arthritis, systemic lupus erythematosis, leukaemia, glomerulonephritis,
multiple sclerosis, ulcerative colitis, sarcoid and Crohn’s disease in a steroid- sensitive or

steroid-resistant patient.

Therefore the invention also provides
(i) A method for the prevention and treatment of autoimmune hepatitis, asthma, eczema,
vasculitis, temporal arthritis, systemic lupus erythematosis, leukaemia,

glomerulonephritis, multiple sclerosis, ulcerative colitis, sarcoid and Crohn’s disease in



and Human Services, Public Health Service, NIH The nost preferred CD25
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patient. ThftsRémiohephisi Mutipld SolerabisOulpsrauvalesitié, Jardvitraht @okmwg disBése in
prevention and treatnent of autoi nmune hepatitis, asthma, eczens,

vascul i ti s, stegibsansitiva ¢rsteroid-resisiand prent ¢pIPreINg HENHESENS, e eukaeni a,

gl oner ul on bt | 1181954 Sshi ' b Al '

G onn 5 di Soncantay Bl o Bn5E HIR Subject S SRELIR droqofe) ST bhdiRg

st er oi d- r egngleciie apdeseived @abope Apd by adertheiidsagsubsipnce bieig effrdtivein than
effective . Indj +aS rj L(11) A

nmet hod for q}%@@%gﬁ{f?@ﬁ%&fﬁg P? ?@g}“ﬁgh@ﬁﬁ £g.i§t %éﬂﬁ@gh%&%gnpagg ?%/(ﬁjsm,'é’ast hma,
eczenmn, Vvaemporat aghritisesystamaic gpusherythematasiss temikaemia, glosnezuiphbphritis psuBiple

| eukaem a, %:ror.rer I oqeghr '.tt i Sy I’I’lé| t"iéf%e scl erosis, ulcerative colitis,
sarcoi d andCfFnVEeIWVELQlNS, RArcgidang WoBN SASEE e ve or steroi d-resi stant
pati ent (@pmpphdimagedibal corpsditiondor 8sdin a Bethodrdstdustlityedin (i)fo §eueonce, to

sai d subject an effective arn)a{;)iq OI&%Q a (Z gi ndiqr}g HD| ecul e %s descri bed
above and EPTRNERS R FAIZSRIRAYNS MY ﬁ%?c%)g phyg ara pratmpreevirdlent i on and
treat ment QfcaphBiEHRE oh8RAINt iHeSefoAst hma, eczenm, vasculitis, tenporal
arthritis, systemc |lupus erythematosis, |eukaenm a, glonerul onephritis,

nul ti pl div) SeLBRBSINgingyneleculeiasdeseitad apove derisiedn dhrimepuiastuse @f dease.

medicament for use in @ method as described in (i) or (ii).

(v) A therapeutic combination, e.g. a kit or package, for use in any of the methods as
described in (i) or (ii) said combination including a pharmaceutical composition
comprising a CD25 binding molecule as described above, and further including at least

-one pharmaceutical composition comprising a further drug substance effective in the
prevention and tfeatment of autoimmune hepatitis, asthma, eczema, vasculitis,
temporal arthritis, systemic lupus erythematosis, leukaemia, glomerulonephritis, multiple
sclerosis, ulcerative colitis, sarcoid and Crohn’s disease in a steroid- sensitive or

steroid-resistant patient.

For the use in accordance with the invention, the appropriate dosage will, of course, vary
depending upon, for example, the particular CD25 binding molecule to be employed, the
host, the mode of administration and the severity of the condition being treated and the
effects desired. Satistactory results are generally indicated to be obtained at dosages from
about 0.1 mg to about 100 mg. Administration may be in a single dose or in several doses
over a period of time as long as may be indicated in relation to the time the disease is
clinically e.vident or prophylactically to suppress further clinical relapse, for example a dose
from about 5 up to about 100 mg may be administered with a time-lag from 1 day up to five

weeks, e.g. every 3 to 6 days, until control or amelioration of the disease is achieved. A



(ti1) A pharmaceutical conposition for use in a method as described in (i)
to (ii) which conprises a CD25 binding nol ecul e as descri bed above aEﬂC?ZWS
pharmaceutically acceptable carrier or diluent therefor. (iv) A CDZ5

bi ndi ng nol ecul e as descri bed above for use in the manufacture of a

nedi cament for use in a nethod as descriped in (i) or (ii). (v) A

t herapeutic conbination, e.g. a kit or package, for use in any of the

nmet hods as described in (i) or (ii) said conbination including a

pharmaceutical conposition conprising a CD25 binding nol ecul e as descri bed
above, apréfengdidasage negimgn sgmprisesadminisiiadion pb?GrangerftGle 26 bmdm)mo!eicyw
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ter of d-anigie Sestber PEPLRR HEreBh ehefa i pla R e raTa Ot T ERh e
Wi th t headriiRHhiiéNof AMEgaNRHOPS dayLunt) agieol of hineli@hticeo ot e, diseisy is dependi ng
upon, for exanple, the particular CD25 binding nolecule to be enployed, the

host, tHCTYRYE- of adni ni stration and the severity of the condition being
treat ed BintrBGendiisfigiotons A rr%ipregawdqﬁenmgtﬁéﬁabﬁﬁz@a snm@érbyn%ed

indi cated to be obtained at dosages from about 0.1 ng to about
Admi ni stlpaethghanggispersed wgo épﬁgnlét@rd%éutﬁq?reﬂ ﬁam@raam@ssb@% Vév@frh‘an@érl od of

time as e%lﬁ’\ﬂgmagfhg%lupgdfs %;r@th b8 aﬁﬁlrﬁétb% th hé E?l tﬁeh'% dinShfse 1S

clinically evident or phy to suppres |n|ca rel apse,
for exam@neuabdmsemeﬂxmnnahGUUnﬁawwunBuabdunommoamgnmmyemenamnlnistered with
atine-lag from1l day up to five weeks, e.g. every 3 to 6 days, unti

control or anelioration of the disease is achieved. A - 6 OCT 2005 -14

preferr eldvék!@éﬂ@ﬁ’ﬁglalﬁ‘mﬁh@wmfan ﬂﬁﬁa@diﬂﬂsu‘rtaﬁ(brf aittheICBE5 Ading nefledules2s fleendi ng
nol ecul e, |Qn of &efur her 20 ny

o ey Sirorn SnSeemp o ateg ets Bl HoradtIBKIS ARl EY- RefbwAgy erred

par ent er&{és%basﬁh)ﬁknab BF HAMR0MEB! Xre Jabé, é?)bﬂﬂ'léb%y th@t@dé@eorl@%&ﬁmm@%n or
ot her peripheral vein. An al ternative exenp é dosing reginen is
8

i nt ravenbié) ohthe H“’M%ﬁl%@'&arﬁﬁoﬁﬁn%’@é"wa%a ys until control or
anelioration of the disease is achieved. The intravenous infusions may be

prepared as follows: the |yophylized antibodies are m xed
Pharmaceutical compositions of the invention may be manufactured in a conventional

manner as described, e.g. in EP 449,769B1 or EP 451,216B1, the contents of which is

herein incorporated by reference.

The CD25 binding.molecule may be administered as the sole active ingredient or together
with other drugs in immunomodulating regimens or other anti-inflammatory agents. For
example, the CD25 binding molecule may be used in accordance with the invention in
combination with pharmaceutical compositions effective in various diseases as described
above, e.g. with cyclosporins, rapamycins or ascomycins, or their immunosuppressive ana-
logs, e.g. cyclosporin A, cyclosporin G, FK-508, sirolimus, everolimus; corticosteroids e.qg.
prednisone; cyclophosphamide; azathioprene; methotrexate; gold salts, sulfasalazine,
antimalarials, brequinar; leflunomide; mizoribine; mycophenolic acid; mycophenolate
mofetil; 15-deoxyspergualine; other immuno-suppressive monoclonal antibodies, e.g.
monoclonal antibodies to leukocyte receptors, e.g. MHC, CD2, CD3, CD4, CD7, CD28, B7,
CDA40, CD45, or CD58 or their ligands; or other immunomodulatory compounds, e.g.
CTLAMYIg.



toget her and dispersed into 100 m sterile buffered saline containing 4.5%
wt. of human al bum n. This saline dispersion nmay be adm nistered to gﬂﬁ
patients either as an intra- venous bolus injection or as an intraven T 2005
infusion over a 15 minute period. Investigations so far indicate that the
adm ni stration of the CD25 binding nolecules is free from unacceptable
side-effects at the dosage |evels enploQéd Particularly the preferred

ones, basiliximab or daclizumab, are safe, approved by the Federal Drug
Adninistration (FDA) of the United States and are commercially avail abl e.
Phar mac e iftthe D 25WdiAg rodthlois cbl‘aﬁniiﬁim@rﬁd Wwith afyrtHee daRpsbtdndeasbth may be
conventional nmanner as desc i bed, EP 449, 76981 or. EP 451, 216B1, the
cont ent s P8f %ﬁdcﬁ?i’??‘e'}ﬁé’r“@l”ﬁ ?ﬁé’(’S’PﬁBF‘ "é‘d ‘16' ipgiretions for Ming@sEeNEeTRAM g

mol ecul € JgRhideatRH ”Ei‘érﬁﬁl@é 8flkitsSinéil8e RRleRaplel é’ﬁultlf&iri%%@ @?nﬁﬁe SOPRkiRBACK W th
ot her drugs in inmmunonodul ating regi mens or other anti-inflanmatory agents
For exal@pmtélmf!m%ep@MS upit fige dormst ecul e may be used in accordance with the
invention in conbination with pharmaceutical conpositions effective in

vari ous di seases as described above, e.g. with cyclosporins, rapanycins or
asconyci iibe fdlowingeexampieilluobatpp thesisvendioana- | ogs, e.g. cyclosporin A,
cyclosporin G FK-506, sirolinus, everolinus; corticosteroids e.qg.

predni sone; cycl ophospham de; azat hi oprene; nethotrexate; gold salts,

sul fasal azine, antimalarials, brequinar; |eflunom de; m zori bine;
nycophenol i ¢ acid; nycophenol ate nofetil; 15-deoxyspergualine; other

i nmuno- suppr essi ve nonocl onal anti bodies, e.g. nonoclonal antibodies to

| eukocyte receptors, e.g. MHC, CD2, CD3, CD4, CD7, CD28, B7, CD40, CD45, or
CD58 or their ligands; or other |nnunonndulatory conpounds e.g. CTLA4lg. -
6 OCT 2005 -15 If the CD25 bi ndi ng nolecule is co-adm nistered with a
further drug substance both may be packaged separately within the sane
container, with instructions for mxing or concomtant adm nistration.
Exanpl es of kits include for exanple a nulti-barrelled syringe or a twn
pack containing separate unit dose forns. The follow ng exanple illustrates
the invention. - 6 OCT 2005 -16



Exanple 1: 4 male and 4 femal e subjects are included in the study. The nean
age of the study subjects is 52 years (range 34 to 70 years). Two of ?ﬁ
subj ects are healthy volunteers and six of the subjects are patientéBNi H005
pre-di agnosed ul cerative colitis. Five of the six patients has previously
required surgery for poor response to medical therapy and are not taking any
anti-inflammatory or imuno-suppressi Vv nedicati on. The sixth subject has
qui escent UC (ulcerative colitis) disease and has been taking nesal azi ne

al t hough not on the day of sanpling. Therefore, the nesal azine, one action
of whi chydmpieepk inhibition of IL-2, would have been netabolised by the
time of sanpllng (Basi | i xi mab (trade name SI MULECT(r) for use in vitro, is

suppl i efimaje and Afemnalp subiestsiare inohidedin thengindysy The meandiog A dmsstupyity: The
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per i phedral-inphraadidip BPMBlRASuppreddive hEEdAHonaTRe ShEras e hog qbumamcuc
_centri fu{%‘gt I on. Buoyancy centrifugation includes the sePar ation of

| ynphoc @‘Wﬁ&m"t%é'sﬁﬁ%ﬂ“%B%P%Brbgakﬁ‘éﬁf‘?ﬁaﬂ% aiough det gn the-day g adi ent .
Fi col aldnpim %e@f%dth%%ééléﬁé( 3hk aEMrPHQJUhnc}biétwéHI@%ﬁmhﬁmtd?‘ﬂ_ 2, \lfvould

t hr ough- rmveﬁent of  [ynph ocytes. Peripheral nononucl ear
(1 ynphowvedeearidetabelised &y )the ime b sppkng. ($asﬂmmaﬁe(tfa®manpﬁ §Ms\LEG eforace.

at sori e R ICEpiegbh VL 107 and 10,10 oM e, 106, 10 g, 10

8, 10 9Meé.€hrbmenwfﬂlymﬂaidytqostelra/d serssitivityy Tise serasilivitgdf pgrigheralibddeet] t hymi d| ne
upt ake after s of .incubat r adi 0 sotape | ahel]ed t
SHRay

(SH " E HiPiPRaSS oo hsgaticegs i deser hara] 258t et dryif Brolalen
i ncor poés%h?@tlﬂnﬂfaibdWp%égméygmtlhfnqpﬁw ) Reld IANM%Y&%(an@tﬁﬂon@ {F?}érnﬁgt he

cells are transferred fromthe i ncubator and coll ected on a

isi ng SecalalHGHASIOASIIORTS HESS S, e CIRcTaionliMelab I ARORAIA1AS-FHb
Y e 1O Rrbhel o Tanifis ABRYIANF L 0 Rl SV hlbriehal HERARInGMLIRF T 1 BT

paper radi oact S are neasure contal n high
nunber sce$ (I%\BMCWeteysqmamtecﬂ by ;b)wyegmcy lcgniphugatior.s Bpayahcy leestrifigatioh dnvaudes

| o0 g ol iy Bl PR B R BRRRLY
neasur eFicd! allgwp rachived pellsltoﬁaihatqugh buiipeeveassitheshmughocadvenment eff as nean
counts I)pmphocypes q’enpheral biood mononuclear cells (lymphocytes and marocyes) are colleted
from the ficol/plasma interface. PBMC proliferation is stimulated with PHA and inhibited
with dexamethasone at serial 10 fold dilutions between 10 and 107'% mol/1. i.e. 108, 107,

10

10, 10®, 10™"° mol/1. Cell proliferation is measured by tritiated thymidine uptake i.e. after

2 days of incubation, radioisotape labelled thymidine (3H- thymidine) is added to the
lymphocyte culture medium and became incorporated into the DNA of proliferating
lymphocyes. After 6 hours the cells are transterred from the incubator and collected on a
filter mat using a cell harvester. The cells are then washed out of the well. The lymphocyte
DNA that has incorporated the thymidine is trapped in the filter paper. When radioactivity
levels are measured the wells which contain high numbers of actively proliferating
lymphocytes (and thus will have incorporated lots of thymidine into the DNA) will have high
radioactivity levels. Hence radioactivity levels (counts per minute cpm) is used as a
measure of lymphocyte proliferation. The results are calculated as mean counts per minute
(cpm) of triplicate cultures. Thymidine incorporation for each concentration of

dexamethasone is compared to that of PHA stimulated T lymphocytes in the absence of



(cpm of triplicate cultures. Thym di ne incorporation for each concentration
of dexanet hasone is conpared to that of PHA stinulated T | ynphocyt e_sBi ;Ntzﬁpg
absence of -60CT2005 -17 dexanet hasone, and expressed as a percentage cp t
uni nhi bited positive control. The effect of different concentrations of
basili xi mab on | ynphocyte proliferation }s al so studied. |In addition, an
equal concentration of basiliximab is alilled to each cell cul ture medium at
all concentrations of dexanethasone and the antiproliferative effect
measured. Effect of SIMJULECT(r) onlynphocyte proliferation: Serum

concent r déxaaretiedsobe 2anmdyéxpredsedmssa percentabe pf tduodshibigadpoditiveRontroLiprecy. To

ct of  basil

test the agntiproliferative jn vitro, eff a | xi.map, variouys ..
concent relidchALIBerapEb e Talighe iHrSiGayan Gmebaene pidiidBlen & Hsd Hideted

wi th | ynpgheoasan Bahdl@oAbSsRIAEEN of badipimal s addeae eask 3k c@mé hiddidrmat alpn i n
vitro concentration of >0.1 to 0.3 ng/l basiliximab is required to produce

the in veancenationsof gexarpelbaseng arthiherpiipralijeraiie eftagimessygdt he sane

subj ect s i I ) Loht

o) ot SEIGH ST EIPLEOTERD RhoRo Tl o sy fbjuaiey oo
concent rlzsiliaimalf prodoggsl> 7 RHARiacdugastty c €0 lespira arftipreliférative in wiheelddd ohce of

steroids_isS..shown.in Table 1. TAB Subj ect 1 567 an..PHA al gne

(o aecprisit VR AesSuaobs A beduean 6 pAE 1A o/ oY BHkikinae o @

PHA+Basi ihtubzed W hpdphb2yies A2 ihe3bidAdd d0dids] TREI2 8554y 4anfirarpmat Amkx bi tion
(9% 43. 539. 933. 315.452. 847. 144. 226, 437. 8 Thus the addition of basiliximb

pr oducesVio gerRgenyatiagyoige. i {0 PobRagixirpab is regrised rprodugebe ig yioritechet
ster o dsp,ipeus rForFth'%]r's%Ycﬁés O tHe &dtﬁébtéfa ﬁédéehtréf?o‘??&f' ﬁﬁ@ﬁ iSiddd, th poor
clinical response in the study of patients with ulcerative cdlitis (<60%.
Ef f ect obtahliMIeEOF (@ight subjecisrane dtudiadsin eavh eyperiragntalhe effediof basilpdwab at a

PHA- st i mul ly [ i.n _t.he. S L,ACK I ng
concent 1T BLes T B b BBk ot LhGohBlR e e L BRI R o ana
absence sifowpasiTlablkitrab (1 ng/l). I n previous studies of ulcerative colitis
carried .@g%'o'%)s( the inventor, maxi mal suppression (Im) <60%correlated wth
a poor r e to steroid therapy (clinical steroid resistance). The exact
val ue off I mal :

Subject 1 2 3 4 5 6 7 8 Mean

PHA alone (cpm) 38634 25228 40829 | 32561 45441 66157 | 28886 36990 | 39341

PHA+Basilimab 21827 | 15157 | 27239 | 27538 | 21446 | 35003 | 16122 | 27209 | 23943
{cpm)

Inhibition (%) 43.5 39.9 33.3 15.4 52.8 471 442 26.4 37.8

Thus the addition of basiliximab produces a mean of 37.8% inhibition of proliferation in the
absence of steroids. However, this level of inhibition is still associated with a poor clinical
response in the study of patients with ulcerative colitis (<60%).

Effect of SIMULECT® on steroid sensitivity: For all eight subjects, PHA-stimulated
lymphocytes are cultured in the presence of increasing concentrations of dexamethasone
(107° — 10°® mol/l) in the presence and absence of basiliximab (1 mg/l). In previous sludies
of ulcerative colitis carried out by the inventor, maximal suppression (Imax) <60% correlated
with a poor response to steroid therapy (clinical steroid resistance). The exact value of lyax
cannot be measured as it is the inhibition at an infinitely high level of dexamethasone.
Thus, the percentage inhibition of proliferation observed at the maximum dexamethasone

concentration applied (10 mol) is used as the measure of Inax. In practice, there is good



cannot be neasured as it is the inhibition at an infinitely high | evel of
dexanet hasone. Thus, the percentage inhibition of proliferation obs_irggd Uﬁ;’é
t he maxi num dexamet hasone concentration applied (10.6 not/l) is use %
measure of Imax. In practice, there is good - 6 OCT 2005 -18 agreenent
between |,. and the estimted asynptotiggvalue for maximal inhibition
obtained from dose-response curves (Hearing SD et al (1999) din.
Endoctrinol. Metab 84:4149-54). A concentration of dexamnethasone of 10"7
mol /1 is approximtely equivalent in terns of glucocorticoid activity to

t he ser uagreemeshivetaeen hex @fd thedstmeted asymptaliclivakweddr maximal inhibitoreeliaiped

therapy at s dar d . t i L t.h i Al

ef fect” BImBEarTeonss Shves i & & aFapaTacn, ERRG o oyl £} P58

_brﬁsi |1 Xi Almbn(?éntiﬁhbrls ocaamh thasdrrelrpf?fo" oA &raipmmfmelyrwnwrllm imeerok of nt er est .
e result of the I ocyte proll ergtl,on S Qr each Ssu gCt ar e

Sy + Salicadering] bR bk SeRETCORHETBIoA ToAosaaePTS AHRBV WIS, - The

subj ect snﬁé@erfdae\t\ﬁbrbp,{ HEQRRANH MBsOS. dBius Ob rfdkRr dnthavistrsd Witly iHe/pdtbhtidh effb nost

sensitive on the |eft). Table 2 PHA al one

( cpm) 386 bEsiiximrbengdrs B awitbeenstispeeitestef basiiimab@ this concentration of

10+(cpm 3 9 7 4 .
1046564530 08 RhRa R4 A0 ey PRE R DY viElhinlngBls ficiatonaseay for
(Dex+ Basgch(skibg8aa348 8028085834 Tabled? ehich chowe theldifelBGNOGHKRAAI3 AR 0.36. GThe
suppr essi on x 10' +Bas9884888387838681 Steroi.d-sensitive (.SS) ar

St er of d- (S SRSMBRASF 605 B0 Die! CLR ot ST SETh e Botti3Bhs e ca i ¢ ve
(I'm >608p).subjects 1-4) and four are steroid-resistant (lnmax <60%
subjects 5-8). It can be seen fromthe effect on Imax that for alf
steroid-resistant subjects, LSS is nodul ated by basiliximb and all becone
Steroi d-pgypsbtive. Furthernore, the effect on the % suppression of

| ynphocytes at a concentration of 10-7 npUl dexanet hasone can_al sao _be seen.
PHA alone (cpm) 38634 | 25229 | 40829 | 32562 | 45442 | 66157 | 28887 | 36991
PHA + Dex 10* (cpm) 3100 | 4109 | 9477 | 11568 | 21685 | 36495 | 18669 | 24681
PHA + Bas + Dex10° 639 4533 13059 | 3801 | 3563 {6910 | 3352 5924
Imax (DeX) (%) 92 84 77 64 52 45 35 33
rax (DeX + Bas)l(i’/o) 98 82 |93 88 92 90 88 |84
% suppression Dex 107 87 79 65 42 20 32 29 36
% suppression Dex 107 +Bas 98 84 88 83 87 83 86 81
Steroid-sensitive (SS) or Steroid- | SS ss ss ss SR SR SR SR
resistant (SR)

Four subjects are steroid-sensitive (Inax >60%; subjects 1-4) and four are steroid-resistant
(lmax <60%; subjects 5-8). It can be seen from the effect on Ia that for all steroid-resistant
subjects, LSS is modulated by basiliximab and all become Steroid-sensitive. Furthermore,
the effect on the % suppression of lymphocytes at a concentration of 10”7 mol/
dexamethasone can also be seen. '

The modulation of lymphocyte steroid sensitivity by basiliximab is equally applicable to alter

the steroid sensitivity of steroid-resistant patients with autoimmune hepatitis, asthma,



The nodul ati on of |ynphocyte steroid sensitivity by basiliximb is equally
applicable to alter the steroid sensitivity of steroid-resistant pq;éﬁﬁfﬂNS
wi t h aut oi mune hepatitis, asthma, -60CT2005 -19 eczem, vasculitis,

tenporal arthritis, system c |upus erythematosis, |eukaem a,

gl omerul onephritis, nmultiple sclerosis, sarcoid and Crohn's disease, as in
all of these conditions, a poor respoidde to steroid therapy is likely to be
associated with steroid- resistant |ynphocytes. Mdul ati on of |ynphocyte
steroid sensitivity by basiliximb to nmake steroid-resistant |ynphocytes

St er oi dpgfdina, tvia¥Euitie UethpdrdIANhARE, isPSXEMmidILBYE BlyfHedIes, I6@kdeena) ve to steroid
therapy to be successfull % treated using steroids. In addition, Steroid-

sensi t i @EMEvicBRRRTtisyRYNRELTAETBES e385eid and Ceohresdispree: 3sdn all of tredier apy,

woul d r : ' | . i 1 111 xi mab.
Exanpl eegmgg}si’ %ﬁé%ﬁ?%ﬁﬁ%’ﬁ%@lﬁ% gg’ hgp%wtsdo eaz%gesgef‘af%hmmé% tgt'se?fg‘jéect s (25

heal t hy resistamitlgeplsocytes. Mogdaticomefdymphacytaustesisbsansitivity by bagiixioabite make on 41
occasi ons, ..ysin 0 j Ly J1f thon. L oi d

cenei t1 o9 HTe S BB p e S et RO MR B R RIS RUF R o1

dexanet haponsivé REerai thehapyolodensggbsafully treasdd usih@slecbity. mMphaddtions Stdvbidi mum

steroid i nduced suppression,|s expressed as % of . control | hocyt.e

orol | f ePSRIHE RARS: Whp el be pxalaled ip rerpqrchio sieraiddBerany: WPUddReRoNngs

basi | i Xirr@@qﬁiéﬂgg{oLéteronmeaa?jitir@ae@fvgithmginiimaﬁab significantly enhanced the
anti-proliferative effect of DEX (WI coxon signed-rank test, p<0.0001).

Medi an Examplg 2int erquartile range Dexanethasone78.066. 1-86.4 Dexanet hasone +
modul ai o3 P eoed IRy srcsBiRidt et 5 BLRR S HALAS, Sl B Mo,
Thus, bpsiidntxvthlguiesserst Weeratide Calitis),tancd Istaasiods, arsirgniouaygnefiémsity. - 6 OCT
2005 - dencflﬁf?)lgg/ﬁon. Lymphocyte steroid sensitivity is assessed by measuring the antiproliferative
effect of dexamethasone (DEX) on phytohaemagglutinin stimulated lymphocytes. Maximum
steroid induced suppression is expressed as a % of control lymphocyte proliferation (Inmax).
Inax IS Measured in the absence and presence of basiliximab (1mg/L).

The addition of basiliximab significantly enhanced the anti-proliferative effect of DEX

(Wilcoxon signed-rank test, p<0.0001).

Median lnax (%) Interquartile range
Dexamethasone 78.0 66.1-86.4
Dexamethasone + 92.3 89.3-95.6
Basiliximab

All 8 steroid-resistant subjects (Ina.x <60%) are modulated (in vitro) to steroid-sensitive by the

addition of basiliximab. Thus, basiliximab has a marked in vitro steroid enhancing effect.
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Use of a CD25 binding molecule as defined in claim 1 or claim 2 for the preparation of a

medicament for the prevention or treatment of autoimmune hepatitis, asthma, eczema,
vasculitis, temporal arthritis, systemic lupus erythematosis, leukaemia, glomerulonephritis,
multiple sclerosis, ulcerative colitis, sarcoid and Crohn's disease in a steroid-resistant
patient.

5. Use according to claim 4, wherein the CD25 binding molecule is administered with a
steroid or a further drug substance effective in the prevention or treatment of autoimmune
hepatitis, asthma, eczema, vasculitis, temporal arthritis, systemic lupus erythematosis,
leukaemia, glomerulonephritis, multiple sclerosis, ulcerative colitis, sarcoid and Crohn's
disease.

6. Use according to claim 5, wherein the further drug substance is selected from
cyclosporin, rapamycin, ascomycin, corticosteroid, cyclophosphamide, azathioprene,

methotrexate, gold salts, sulfasalazine, antimalarial, brequinar, leflunomide, mizoribine,



nonocl onal anti body, |igand thereof or inmmunonodul atory conpound. 7. Use
according to claim®6, wherein the further drug substance is sel ected §gON005
cyclosporin A, cyclosporin G sirolinus,_ gyerolinus, predni sone, FK-506,
rapamycin, nmnmycophenolic acid, nycopheno?ate nofetil, 15-deoxyspergualine,
nonocl onal antibody to |eukocyte receptor, ligand thereof and CTLA41lg. 8.
Use according to claim6 or 7, wherein the nonoclonal antibody is a
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cyclosporin A, cyclosporin G, sirolimus, everolimus, prednisone, FK-506, rapamycin,
mycophenolic acid, mycophenolate mofetil, 15-deoxyspergualine, monoclonal antibody to
leukocyte receptor, ligand thereof and CTLA41g.

8. Use according to claim 6 or 7, wherein the monoclonal antibody is a monoclonal
antibody to CD28, CD40 or a mixture thereof.

9. Use of a CD25 binding molecule as defined in claim 1 or claim 2 for the preparation of a
medicament for the prevention or treatment of autoimmune hepatitis, asthma, temporal
arthritis, leukaemia, glomerulonephritis, multiple sclerosis and sarcoid, in a steroid-resistant or
steroid-sensitive patient, wherein the CD25 binding molecule is administered with a steroid.



