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CLAIMS

1. A method for treating an inflammatory or autoimmune diseasgfor disorder in a
patient in need thereof, comprising administering to said patient ay erapeutically effective
amount of a $1P receptor modulator or agonist, in such as way the adverse evenis
possibly associated with administering said S1P receptor mo tor or agonist are
controlled, limited, reduced or abolished, wherein said met comprises the steps of

i) monitoring the patient during a specific period of time a r r the first administration of said

b) performing an ophthalmologic exan

ii) optionally interrupting the administration gt said S1P receptor modulator or agonist
and/or modifying the treatment regimen th

2. A method of controlling, reduging, or abolishing the possible adverse events

associated with freating a patient gUffering from an inflammatory or autoimmune disease
or disorder with a S1P receptor odulator or agonist, comprising administering to said
patient a therapeutically effe e amount of said $1P receptor modulator or agonist,

wherein said method comp, 'ses one or more steps of
a) monitoting infegtions or infestations, e.g. vira! infections, and
b) performing ophthalmologic examination,

i) optionally interru e the administration of said S1P receptor modulator or agonist

a step ofv
monitoring the heart rats of the patient at least during the first hours after the first
admi
firs¥’administration of said S1P receptor modulator or agonist.

stration of said $1P receptor modulator or agonist, e.g. the 1 to 10 hours after the

Method according to any preceding claim further comprises a step of
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d) observing the patient for the 1 to 10 hours after the first administration of said
S1P receptor modulator or agonist to monitor the heart rate of the patient, e.g. during the
first 6 hours.

5, Method according to any preceding claim wherein the ophthalmologic exa
is performed at least 3 to 4 months after starting administration. ;

6. Method according to any preceding claim wherein the patient monitofing fusther
comprises one or more of steps of performing liver funciion tests, perfo
dermatological examinations, performing pulmonary functions tests.

7. A method for treating an inflammatory or autoimmune disg ase or disorder in a
patient in need thereof, comprising administering to said r therapeutically effactive
amount of S1P receptor modulator or agonist in such as the adverse events
possibly associated with said S1P receptor modulator or, fQonist are controlled, limited,
reduced or abolished, wherein said method comprises checking specific parameters of
the patient before initiating and/or during administ n of said S1P receptor modulator or
agonist, wherein said parameters comprise one g 'more of
a) signs of infections or infestations, e viral infections,
b) visual acuity '
¢} liver enzymes
d) blood pressure
and Ii) as necessary, interrupting thgradministration of said S1P receptor modulater or
agonist and/or modifying the treajment regimen thereof.
8. Method of claim 7 wh

throughout administerin

rein signs of infections or infestations are monitored
d S1P receptor modutator or agonist.

g, Method of clim 7 or 8 wherein visual acuity is monitored at initiating administration
of said S1P recer modulator or agonist or within the months preceding the first

administratio said 31P receptor modulator or agenist, e.g. within the 6 months
preceding 4 administration of said S1P receptor modulator or agonist.

10. - Method of claim 7 to 9 wherein visual acuity is monitored within the next months
folt

Ao 12 months following the first administration of said S1P receptor modulator or agonist.

ng the first administration of said SiP recepter modulator or agonist, e.g. within the
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11.  Method of claim 7 to 10 wherein liver enzymes are monitored at initi

administration of said S1P receptor modulator or agonist, and optionally thfoughout
administering said S1P receptor modulator or agonist .

12, Method of claim 7 to 11 further comprising checking the he rate of the patient at
initiating administration of said S1P receptor modulator or agonisfand opticnally within the
1 to 10 hours following the first administration of said S1P recegtor modulator or agonist.

13.  Method of claim 7 to 12 further comprising checkinthe respiratory function of the
patient at initiating administration of said S1P receptor dulator of agonist andfor
throughout administering said S1P receptor modulatog/or agonist .

14.  Method of claim 7 to 13 further comprising/checking the presence of
dermatological disorders or skin cancer.

15, Method according to any - laim wherein modifying the treatment regimen
thereof consists of increasing or g the daily dosage and/or increasing the pericd
of time between two consecutives adrginistrations.

16.  Method according to any claim wherein the step ii) comprises
administering a second drug wffich mitigates said possible adverse events, for example
administering a second is an anti-infection drug.

17. Method accordi any preceding claim wherein step ii) is performed in case the
monitoring reveals ions or an eyes disease.

18.  Method v to any preceding claim wherein specific parameters of the
patient are ed before initiating said S1P receptor modulator or agonist, said
parameters - selected from blood analysis (e.g. complete blood count), liver enzymes,
ophthalm - examination, electrocardiogram {ECG), pulmonary functions tests,
dermatgicai examination, and liver function tests.

A methed according fo any preceding claim wherein step i) comprises one or more
s§€ps of determining whether the patient is under beta blockers, shows resting
- radycardia, high grade AV biock or sick-sinus symptom.
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20. A method according to any preceding claim wherein the S1P receptor mg
agoenist is fingolimod (FTY720), a phosphate derivative thereof or a
acceptable salt thereof.

21. A method accerding to claim 20 wherein the S1P receptor oragonist is
administered at a daily dosage not exceeding about 0.5mg to the pajfent, e.g. of about
0.5mg.
22. A method according fo claim 20 wherein the S1P recor modulator ar agonist is
administered at a daily dosage exceeding 0.5mg to the eg. of 1.25mgq.
23, A method of controfling, reducing, limiting or a ﬁshing the possible adverse
events associated with a treatment of a patient su ng from an inflammatery or
autoimmune disease or disorder, wherein said ttment comprises administering a daily
dosage of a drug selected from fingolimod (FT} 20), a phosphate derivative thereof ora
pharmaceutically acceptable salt thereof, nxceeding about 0.5mg to the patient, such a
method comprising monitoring the patieng uring a specific period of tirme after the first
administration of said drug, and if nece; either interrupting the administration of said
drug, either modifying the treatment, thereof and/or administering a second drug
which mitigates said possible advgise events,
wherein said monitoring compriges one or more steps of

a) monitoring infection& or infestations, e.g. viral infections, throughout drug
administration, and

b} performing angphthalmologic examination after starting administration.

thereof or a pharmaceutically acceptable salt thereof is co-administered with a

‘ drug which mitigates said possible adverse events, for example with a second
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drug which is sefected from the group consisting of anti-cancer agents, anti-infectifn
agents and anti-hypertensive drugs.

26. A method for treating multiple sclerosis comprising y
up consisting of
fingolimed (FTY720), a phosphate derivative thereof or a pharmaceutifally acceptable salt
thereof in a patient in need thereof,

(@) administering a varied dose of a drug selected from the

(b) monitoring adverse events oceurring in said pati

(] monitoring reduction or aboiition of sympt
sclerosis, and

{d) determining optimal dose for said patient ,
wherein the daily dose of the drug does not exceed 0

27. A method for treating multiple sclerosis corgbrising

{a) administering a varied dose of a ' selected from the group consisting of
fingolimod (FTY720), a phosphate derivative or a pharmaceutically acceptable salt
thereof in a patient in need thereof, YV 4

(b} monitoring adverse eventccurring in said patient,

{c) monitoring reduction oro!Ition of symptoms associated with muitiple
sclerosis, and

{d) determining optima¥dose for said patient ,

wherein the daily dosage of thejfirug exceeds 0.5mg, e.g. is about 1.25mg.

28. A method for detegfining a personalized therapeutic treatment regimen of a drug
selected from the group gonsisting of fingolimod {(FTY720), a phosphate derivative thereof
ora pharrnaceutica!iyceptabie salt thereof | in a patient suffering from an inflammatory
or auteimmune dise e, wherein said method comprises

(a) __ inistering a varied dose of said drug to the patient,
(b) adverse events occurring in said patient,
() monitoring reduction or abolition of symptoms associated with multiple

sclerosis, #
. determining optimal dose for said patient,

said regimen is adapted for treating said disease or disorder and controlling,
reds ing, or abolishing the possible adverse events associated with administering said
' receptor modulator or agonist.
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29. A method of any one of claim 26 to 28, wherein step (b) comprises one or moere
steps of
i) monitering infections or infestations, e.g. viral infections,

if) performing an ophthalmologic examination, e.g. 3 to 4 months after staling drug

administration.

30. Method according to any one of claims 20 to 29 wherein the ady&rse evenis are
selected from bradycardia, atrioventricular conduction abnormalities,
cancer, altered liver functions, infections and hypertension.
31. A method for treating an inflammatory or autoimmun ease in a patient in need
thereof and further suffering from bradyarrhytmia or at risk thereof, said method
comprising administering a therapeutically effective amoust of a S1P receptor modulator
or agonist, and comprising the steps of
i) monitoring the patient during a specific period of { after the first administration of saijd
S1P receptor modulator or agonist, and _
ii) optionatly interrupting the administration of sz | S1P receptor moduiator or agonist
and/or modifying the treatment regimen therg '
wherein said patient monitoring comprise
a) monitoring infections or infesiBtions, e.g. viral infections, throughout

administering said $1P receptor modyffator or agonist,

b) performing an ophthalmgiogic examination,

c) monitering the heart of the patient at least during the first hours after the first
administration of said S1P ' modulator or agonist, e.g. the 1 to 10 hours after the

first administration of said $AP receptor modulator or agonist, and optionatly

d) observing the #atient for the 1 to 10 hours after the first administration of said
S1P receptor modulatér or agonist to monitor the heart rate of the patient, e.g. during the

first 6 hours.

32, Methog according fo any preceding claim whergin the patient is vaccinated

before initi g administration of said S1P receptor modulator or agonist, e.g. vaccinated

against vifal infection.

” A combination containing a first drug which is selected from the group consisting of
. (FTY720), a phosphate derivative thereof and a pharmaceutically acceptable
fsalt thereof, and a second drug which is selected from the group consisting of drugs which



WO 2011/041146 PCT/US2010/049441

42

treat or prevent macular edema, anti-cancer agent, anti infection agents and anti-
hypertensive drugs, whereby the daily dosage of the first drug is not exceeding bout 0.5
mg. '

34. A kit containing daily units of medication of a first drug which is cted from the
group consisting of fingolimod (FTY720), a phosphate derivative the ora
pharmaceutically acceptable salt thereof, and a second drug which:jg selected from the
group consisting of anti-cancer agent, anti-infection agents and agffi-hypertensive drugs,
whereby the daily dosage of the first drug is above 0.5 mg.

35. A method, combination, or kit according to any pregeding claim wherein the
treatment is for a chronic long term disease, e.g. for mujfiple sclerosis.

36. S51P receptor modulator or agonist, e.g. FT¥720, a phosphaie derivative thereof or
a pharmaceutically acceptable salt theraof, for ugé in a method for treating an
inflammatory or autoimmune disease accord to any one of claims 1 to 32.

37. FTY720, a phosphate derivative r recf or a pharmaceutically acceptable salt
thereof, for use in a method for tfeatin" an inflammatory or autoimmune disease according
to any one of claims 1 to 32, wherei aid disease is multiple sclerosis, e.g. RRMS.
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CLAIMS

1. An invention not claimed in any divisional application.



