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Typically, a complex series of events results in inflammatory changes such as increased
25 blood flow through dilation of local blood vessels, resulting in redness and heat, the
extravasation of leukocytes and plasma, often resulting in localised swelling, activation
of sensory nerves (resulting in pain in some tissues) and loss of function. These
inflammatory changes are triggered by a cascade of cellular and biochemical events
involving cells like neutrophils, monocytes, macrophages and lymphocytes together with
30 inflammatory mediators such as vasoactive amines, cytokines, complement factors and

reactive oxygen species.

Most inflammatory reactions remain local without causing systemic effects such as fever
and chills. However, in some situations, inflammation is widespread or intensive so that
35 inflammatory mediators increase in the circulating blood and begin to affect the entire
body. An example of this is bacterial pneumonia which is generally associated with
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Using highly sensitive assays to measure low levels of CRP (termed hsCRP), it has been
found that the median CRP (or hsCRP) concentration in apparently healthy subjects is in
the range 0.6-0.8 mg/L (see Wilkins et al, Clin. Chem., 44, 1358 (1998)). However,

25 hsCRP concentrations in apparently healthy subjects have a skewed distribution. This
was illustrated by Shine et al (Clinica Chimica Acta, 117, 13 (1981)), who reported that,
among almost 500 sera from normal adult volunteer blood donors, the median hsCRP
value was 0.8 mg/L, with a tail of higher values with the 90th percentile at 3 mg/L and the
99th percentile at 10 mg/L.

30
Given that CRP production is triggered by inflammation, it is considered that these
subjects have so-called “systemic low-grade inflammation” (SLGI). Although the exact
molecular mechanisms behind SLGI are not yet fully understood, it is considered to be a
distinct condition in itself.

35
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cardiovascular morbidity and/or mortality.

25

SLGI may also predict, and be involved in the development of type 2 diabetes mellitus in
initially healthy subjects (see Pickup, Diabetes Technol. Ther., 8, 1 (2006)).

As mentioned above, the etiology of SLGI is still unclear. There is certainly no known

30 direct link between mast cell activity and SLGI/hsCRP levels. In fact, a lack of correlation
between circulating levels of mast cell tryptase and CRP has been found in patients with
cardiovascular disease (see van Haelst et al, Int. J. Cardiol., 78, 75 (2001) and Kervinen
et al, ibid. 104, 138 (2005)), supporting the concept that SLGI is unrelated to mast cell
activation. (Tryptase is abundant in mast cell secretory granules and plasma tryptase is

35 used as a selective and reliable marker for mast cell activity (see e.g. Payne and Kam,
Anaesthesia, 59, 695 (2004)).)
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30 Nicklas et al, CMAJ, 172, 1199 (2005)). Although other inflammatory markers (e.g.
circulating cytokines, adhesion molecules and white blood cells) are known to be

indicative of SLGI and may be measured, and reduced, in accordance with the invention,
SLGI is always characterised by inter alia plasma CRP levels in subjects (and for
example in otherwise outwardly healthy and/or non-allergic/non-asthmatic mammalian
35  subjects) which are less than about 10 mg/L, but which levels are above about 7 mg/L,
for example above about 5 mg/L, preferably above about 3 mg/L, more preferably above
about 2 mg/L, particularly above about 1 mg/L and more particularly above about 0.9
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ri sk asspissmanéuticall} aeseghtableygalt thealedfh fdr theitreduction of plasma CRP levels in a
patient (to below any one of the values mentioned hereinbefore), as well as a method of
20  reduction of plasma CRP levels in a patient (to below any one of the values mentioned
hereinbefore), which comprises administering pemirolast, or a pharmaceutically

acceptable salt thereof, to a patient.

As mentioned hereinbefore, SLGI is known to be linked to, for example, metabolic
25 syndrome, diabetes mellitus (e.g. type 2 diabetes), insulin resistance syndrome, obesity,
cardiovascular diseases (e.g. atherosclerosis, abdominal aortic aneurysms and other
cardiovascular events), and some cancers (e.g. colon cancer). Minor elevation in CRP
levels may also be the only sign of disease in otherwise apparently healthy subjects.

30  Minor elevations in CRP can also predict undesired outcomes or complications (e.g.
events) in various medical conditions, or likelihood of dying in different diseases. In
particular elevations in CRP may predict events such as cardiovascular morbidity and
mortality, and/or the development of type 2 diabetes mellitus, the risk of both of which
may, in accordance with the invention, be reduced with pemirolast, or a pharmaceutically

35 acceptable salt thereof.
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i nvention) of an atopic disorder of the i mune system In this respect,
such a pa@be éarin meorbiEtyvwiill dbesungesstodd by fiee skillesd pensob yto tircladel amygdinsased
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diabetes mellitus, etc (vide infra).

25 Type 2 diabetes mellitus is a disorder that is characterized by a decreased response of
peripheral tissues to insulin (insulin resistance) and beta-cell dysfunction that is
manifested as inadequate insulin secretion in the face of insulin resistance and
hyperglycemia (see e.g. Robbins and Cotran, Pathologic Basis of Disease, 8" edition,
Saunders Elsevier). Symptoms of type 2 diabetes mellitus include chronic fatigue,

30 excessive urine production, excessive thirst and increased fluid intake. The current
World Health Organisation diagnostic criteria for diabetes are (a) a fasting plasma
glucose level of at least 7.0 mmol/L or (b) a plasma glucose level of at least 11.1 mmol/L
in an oral glucose tolerance test (OGTT). By “reducing the development of type 2
diabetes mellitus”, we include prevention of the onset of type 2 diabetes mellitus in

35 addition to treatment of SLGI to prevent development (e.g. worsening) of a pre-existing
condition.



15 asthmatic patients. By "non-asthmatic", we nean that the patient does
not exhibit outward signs (at the tine of receiving a treatnent according
to the i nwenviiarpssef predi sposition to chronic inflamatrcomcbiodegodsungs i n
whi ch the bronchi are reversibly narrowed by way of constriction of snooth
muscle cells therein, airway inflammation and difficulties in breathing.
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pem rol ast and salts thereof are preferably adm nistere ocal l'y or
systemcally, for exanple orally, intravenously or intraarterially
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del i very: WF?H] bofg? h!ﬂ?d grrre%n}aﬁgpeag?r% ' noaearqg?ggﬁ Iy be adm nistered in

t he 2®rm of one or nore pharnaceutlcal forrrul ations in admxture with a
P o CHla6iRbd, Yo SEE Tt GosreH AR AL 186 HUER Ry mifl ninP®
which the patient has hypertension or, more preferably, is a smoker or is an ex-smoker,
the subject has diabetes mellitus and/or metabolic syndrome, or has a body mass index
above 25.
25
Pharmaceutically-acceptable salts of pemirolast that may be mentioned include acid
addition salts and base addition salts. Such salts may be formed by conventional
means, for example by reaction of a free acid or a free base form of an active ingredient
with one or more equivalents of an appropriate acid or base, optionally in a solvent, or in
30 a medium in which the sait is insoluble, followed by removal of said solvent, or said
medium, using standard techniques (e.g. in vacuo, by freeze-drying or by filtration).
Salts may also be prepared by exchanging a counter-ion of an active ingredient in the

form of a salt with another counter-ion, for example using a suitable ion exchange resin.

35 Preferred salts of pemirolast include alkaline earth, and more particularly alkali, metal
salts, such as calcium, magnesium, preferably sodium and, particularly, potassium salts
(e.g. pemirolast potassium).



15 adm nistration and standard pharnmaceutical practice. Such

phar maceutically acceptable carriers nay be chemcally inert to the active
conpoundswendimmaysdmave no detrinental side effects or texraGRyiuod®s the
conditions of use. Such pharmaceuticaBly acceptable carriers may al so
inpart an imedi ate, or a nodified, release of a conpound of the invention.
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25 therein, the relevant disclosures in all of which documents are hereby incorporated by

reference. Otherwise, the preparation of suitable formulations may be achieved non-

inventively by the skilled person using routine techniques.

The amount of pemirolast or salt thereof in the formulation will depend on the severity of
30 the condition, and on the patient, to be treated, as well as the compound(s) which is/are
employed, but may be determined non-inventively by the skilled person.

Depending on the disorder, and the patient, to be treated, as well as the route of
administration, pemirolast or salt thereof may be administered at varying therapeuticaily
35 effective doses to a patient in need thereof.



However, suitable doses of pemrolast are known to those skilled in the
art. For exanple, peroral doses (calculated as the free acid) may be in the
range of wbeuir/@siBing 25 to about 1.2 g, such as about @ch/cmotiomoaddeut 900
ny, per day. For exanple suitable lower limts of daily dose ranges are
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t hropboxane A2 ant agoni sts, P2Y12 antagoni sts, PPARy agoni sts, conpounds
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20 More preferred ranges are about 0.1 mg/kg to about 20 mg/kg on a daily basis, when
given orally.

However, suitable doses of pemirolast are known to those skilled in the art. For
example, peroral doses (calculated as the free acid) may be in the range of about 0.1 mg

25 to about 1.2 g, such as about 0.5 mg to about 900 mg, per day. For example suitable
lower limits of daily dose ranges are about 1 mg, such as about 2 mg, for example about
5 mg, such as about 10 mg, and more preferably about 20 mg; and suitable upper limits
of daily dose ranges are about 200 mg, for example about 100 mg, such as about 80 mg.
Daily peroral doses may thus be between about 2 mg and about 100 mg (e.g. about 50

30 mg), such as about 5 mg and about 60 mg (e.g. about 40 mg), and preferably about 10
mg and about 50 mg (e.g. about 30 mg). Suitable individual doses may be about 40 mg,
or, more preferably, about 30 mg (such as about 25 mg).

In any event, the medical practitioner, or other skilled person, will be able to determine
35 routinely the actual dosage, which will be most suitable for an individual patient. The
above-mentioned dosages are exemplary of the average case; there can, of course, be



20(ii) inhibiting the enzyme thronboxane synthase, or (iii) inhibiting
(e.g. selectively) platelet cycl ooxygenase-1, thereby inhibiting e.qg.
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seratrodast, nore preferably egual en,10particularly ozagrel, nore
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20 (i) inhibiting the enzyme thromboxane synthase, or (iii) inhibiting (e.g. selectively)
platelet cyclooxygenase-1, thereby inhibiting e.g. platelet aggregation.

Preferred thromboxane A2 antagonists include seratrodast, more preferably egualen,
particularly ozagrel, more particularly, picotamide and terutroban, especially
25  aspirin/acetylsalicylic acid and more especially ramatroban.

The term “P2Y,, antagonist” includes any compound that is capable of inhibiting (e.g.
selectively), to an experimentally-determinable degree in in vitro and/or in vivo tests, the
binding of ADP to the platelet receptor P2Y,, thereby inhibiting platelet aggregation.

30

Preferred P2Y,, antagonists include prasugrel, ticagrelor and, particularly, clopidogrel.

The term “PPARY” agonist includes any compound that is capable of binding to, and/or
influencing the function of, the peroxisome proliferator-activated gamma receptor to an
35  experimentally-determinable degree in in vitro and/or in vivo tests.
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The term “angiotensin converting enzyme (ACE) inhibitor” includes any compound that is
20 capable of inhibiting (e.g. selectively), to an experimentally-determinable degree in in
vitro and/or in vivo tests, the conversion of angiotensin | to angiotensin |l

ACE inhibitors that may be mentioned include alacepril, benazepril, captopril, ceronapril,

cilazapril, delapril, enalapril, fosinopril, gemopatrilat, glycopril, idrapril, ilepatril, imidapril,
25 libenzapril, lisinopril, microginin-FR1, mixanpril, moexipril, moexiprilat, moveltipril,

omapatrilat, Prentyl, perindopril, quinapril, ramipril, sampatrilat, spirapril, Synecor,

temocapril, trandolapril, utibapril, zofenopril and zabiciprilat. More preferred ACE

inhibitors include benazepril, cilazapril, ilepatril, imidapril, moexipril, spirapril, temocapril

and zofenopril, more preferably fosinopril and trandolapril, more particularly enalapril,
30 lisinopril and quinapril, and especially captopril, perindopril and ramipril.

The term “angiotensin receptor blocker (ARB)” will be understood by the skilled person to
be largely synonymous with the term “angiotensin 1l AT1 receptor antagonist”, and thus
includes any substance that is capable of blocking the activation (e.g. selectively), to an

35 experimentally-determinable degree in in vitro and/or in vivo tests, of the angiotensin I
AT1 receptor.
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Lipid-lowering drugs include resins (such as cholestyramine, colesevelam, colestipol, or
20  any other drug that acts by binding bile acids, so causing the liver to produce more of the

latter and using up cholesterol in the process); the B-vitamin niacin, fibrates (such as

bezafibrate, ciprofibrate, clofibrate, gemfibrozil and fenofibrate), or any other drug that is

capable of lowering triglyceride levels, lowering LDL levels and/or increasing HDL levels;

and ezetimibe, or any other drug which acts by inhibiting the absorption of cholesterol
25  from the intestine.

The term “statin” includes any inhibitor of HMG-CoA reductase and includes fluvastatin,
simvastatin, lovastatin, rosuvastatin, pitavastatin, glenvastatin, cerivastatin, pravastatin,
mevastatin, bervastatin, dalvastatin and atorvastatin.
30
Other statins that may be mentioned include Acitemate, benfluorex, Clestin, colestolone,
dihydromevinolin, meglutol, rawsonol, as well as the compounds with the following code
names: ATI-16000, BAY-10-2987, BAY-x-2678, BB-476, BIO-002, BIO-003, BIO-2, BMS-
180431, CP-83101, DMP-565, FR-901512, GR-95030, HBS-107, KS-01-019, L-659699,
35 L-669262, NR-300, P-882222, PTX-023595, RP 61969, S-2468, SC-32561, sc-45355,
SDZ-265859, SQ-33600, U-20685, and NO-enhancing/releasing statins, such as NCX-
6550 (nitropravastatin) and NCX-6560 (nitroatorvastatin).



tosylate salts. Salts of ozagrel, terutroban, egualen and aspirin that may
be nentioned 15i nclude al kali netal salts, such as lithium sodium and

pot assi unweabtizssinef erred salts of ozagrel and egual enpcmadBds/®oBds um
salts. Preferred salts of clopidogreli4i ncl ude bisulfate salts, but other
salts that may be nentioned, as well as salts of ticagrelor that may be
ment i oned, include hydrochloride, 20 bisulfate, maleate and tosyl ate
salts. Preferred salts of prasugrel that may be nmentioned incl ude
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i nclude sodium salts, but other salts that 30may be nentioned include
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tosyl ate al kaéi nS eartﬁ g)S netal salts, such as cal cium and magnesi um or
al kal i nB% SscEgpq Berelbeiore or oSG Nd pot assi um salts. Such salts may be
prepared using routine techniques for conpounds including perindopril,
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sal t s ar ezggralfandregdaleoinchdlepodindssatsch as candesartan, val sartan,
captopril, 5 losartan and, particularly, fosinopril, preferred salts of
whi ch include cal cium magnesi um potassium and, particularly, sodium
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maleate and tosylate salts.

Preferred salts of pioglitazone that may be mentioned include hydrochloride salts, but
25 other salts that may be mentioned include bisulfate, maleate and tosylate salts.
Preferred salts of rosiglitazone that may be mentioned include maleate salts, but other
salts that may be mentioned include hydrochloride, bisulfate and tosylate salts. Salts of
rivoglitazone that may be mentioned include hydrochloride, bisulfate, maleate and
tosylate salts. Preferred salts of naveglitazar include sodium salts, but other salts that
30 may be mentioned include lithium and potassium salts. Preferred salts of balaglitazone

that may be mentioned include sodium, potassium and calcium salts.

Preferred salts of compounds that inhibit the formation and/or action of angiotensin Il
include, for example, hydrochloride, bisulfate, maleate, mesylate, tosylate, alkaline earth
35 metal salts, such as calcium and magnesium, or alkali metal salts, such as sodium and
potassium salts. Such salts may be prepared using routine techniques for compounds
including perindopril, enalapril, lisinopril, quinapril, irbesartan, olmesartan, trandolapril,



Preferred salts of statins include sodium potassiumand calciumsalts,
such as pitavastatin calcium fluvastatin sodium pravastatin sodi um
rosuvast ayorooialss3sum and at orvastatin cal cium 15 Suit alpce/gBesaoadosot her
active ingredients include those thatisare useful in the treatnent of
cardiovascular di sorders (or diabetic disorders, as appropriate), and
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t hat 10t rrcqntlb@acemolubehydrsdﬂ(oﬁdepb&uﬁﬁtéahagaleédndpbméTsaI&S over, simlar

met hods (treatnents) known in the prior art for use in such therapy. 35 WO
2011/ 058331PCT/ GB2010/ 002096 16 Figure 1 illustrates plasma CRP |levels in

f our healPréfgrred| saits eefr statvhﬁ hnSL&2 dwfm ,epéatadsiaht and t cAabmesditsWidubh as

em rol ast mfo da Thedtted ne ind ate t.he cut - poi nt
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pati ent wtdr\#asaatmauathuwnascul ar disease during treatnent with pem rol ast

pot aigl um over fourteen days. Exanple 1 Reduction of SLA by Peroral

Pem rol ast Treatnment 10 The study was approved by the Swedi sh Medi cal

Pr oduct s Sagatie dosestof piher activedngredBatszindludesthGhé that ate IRefe T thb treatmiene oAB i n

Li nkOpi ngard%%géﬂ?ar disorders (or diabetic disorders, as appropriate), and particularly
cardiovascular morbidity and mortality and/or type 2 diabetes meliitus, are known to
those skilled in the art and include those listed for the drugs in question to in the medical

20 literature, such as Martindale — The Complete Drug Reference (35" Edition) and the
documents referred to therein, the relevant disclosures in all of which documents are

hereby incorporated by reference.

Wherever the word “about” is employed herein, for example in the context of amounts

25 (e.g. plasma CRP levels and doses of active ingredients), it will be appreciated that such
variables are approximate and as such may vary by £+ 10%, for example + 5% and
preferably + 2% (e.g. + 1%) from the numbers specified herein.

The uses/methods described herein may have the advantage that, in the treatment of
30 SLGI, they may be more convenient for the physician and/or patient than, be more
efficacious than, be less toxic than, have a broader range of activity than, be more potent
than, produce fewer side effects than, or that it may have other useful pharmacological
properties over, similar methods (treatments) known in the prior art for use in such
therapy.
35

The invention is illustrated, but in no way limited, by the following example, in which:



The objectives of this study were to determ ne the pharmacoki netics, safety
and 15 tolerability of orally adm nistered pemrolast (10, 30 or 50 ny
b.i.d. aswoOestcwiskmsd below). Briefly, the results showedpChaiBpsmioc@sast was
wel | tolerated, the absorption was refeatively rapid, and AUC and Cmax
increased in a dose-proportional manner. From a safety perspective, there
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U gi xal tablets purchased from Tai yo Pharmaceutical Industry Co., Ltd,

gl apan) . Bae:robwhj/actof rthise stuegl \ﬁére Ed deterpirie thed @aarnfbwdmnércst tw;]mpraﬁdng of
ay a su e dos t ni ng

and The BSTbIRY R sl SRRt d A3 SimE B £55, Ger S a BREBh 1 o

dai |y doBesily, The reauts §i8dvied thest eperhirglasti wad asdll waéraﬁdnmﬁb sibeotion rwdshe

nor ni ng I n, t.he accasi ona sal. decongestants or

par acet a%oﬁtqg‘¥ gp'g%ﬁép‘ghé\l%dr g‘n]arxlswrﬁﬁe |nnaoﬁos[eoprag%lggrmé?armeagg—‘?orgl cohol

or ni cot $afety herspegtiveh d¢herewebre nbOclifimally fipdriaet Sredimgst melabcratmmuéleed)a/ﬁalpl asma

CRP | eve ssed, herein,. indi ive SLGI at

a |l evel % %s\s;lgro |chﬁ?\'ﬂ%/ ?Ilﬁswaggtrjrpiignglyz‘@lgrgdsﬁﬁwergl\%ﬁtsreﬁ%g (t!.* to be

i ncr2hseldyels ar patieiterwitt haCRPNevéingl 0.0, mighd (i,e. 3bdse @ah (AM@S5 k3 cteei:mbee!

pem r ol aggovléf_eat ment .

Plasma CRP was determined with a high sensitivity CRP assay (based on Near Infrared

Particle Immunoassay rate methodology) on a UniCel DxC 800 instrument from
25 Beckman Coulter (analysis performed at the Department of Clinical Chemistry,

Karolinska University Laboratory, Stockholm, Sweden). The degree of mast cell activity

was determined by measuring plasma tryptase with the ImmunoCAP Tryptase Fluoro-

Immuno-Enzymatic Assay on a ImmunoCAP 250 instrument from Phadia (analysis

performed at Clinical Immunology and Transfusion Medicine, Karolinska University
30 Laboratory, Stockhoim, Sweden).

Blood sampling for the plasma analyses were performed immediately before the first

pemirolast dose (CRP and tryptase) and two (tryptase) or four (CRP) hours after the last

dose (the plasma levels of pemirolast remained essentially stable during the sampling
35 period after the last dose).



15 Pemrolast (10 ng (one subject), 30 ng (one subject), or 50 ng (two

subj ects) adm nistered during day 1-5 as described above) markedly reduced
t he CRP Iwoeaebsli/isgssthese four subjects (see Figure 1). TireTromoio@eobevel in
t hese four subjects was significantlyl7reduced from1.8 ng/L before
treatment to 1.1 ng/L at the end of the 20 pemrolast treatnment (p<0.05).
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To determine whether plasma tryptase levels (reflecting the degree of mast cell activity)

25 correlated with CRP levels, tryptase levels were also analysed before and after
pemirolast treatment. The levels of tryptase were between 1.8 and 14 pg/L and there
was no trend for positive or negative correlation between plasma CRP and tryptase
(correlation coefficient 0.001). In the four subjects that had SLGI with plasma CRP >0.9
mg/L, and in which pemirolast reduced the SLGI, pemirolast treatment did not reduce the

30 tryptase levels, i.e. the mean plasma tryptase level was 4.8 ug/L both before and after
pemirolast treatment. This suggests that the inhibitory effect of pemirolast on SLGI was
unrelated to mast cell inhibition. (These two observations together provide further
evidence (in addition to the prior art disclosures discussed hereinbefore) that mast cells
are not involved in the origin of SLGI.)
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body wei ght of 103 kg. He was on treatnent with enalapril 20 ng Q (once
daily) for 25 hypertension since 2006. After a nyocardial infarction in
2009, he we0st@sized on treatnent with simvastatin 40 nmpC@B2010/002096
acetylsalicylic acid 75 ng @, and netsoprol ol 100 ng QD (all three drugs
started in June 2009). Since January 2010, the patient was al so treated

W th felﬁdi ﬁ'lnES ng QD. During the two week treatnment with pemrol ast, the
pati ent ed to take these nedications. Upon entering the study, the
pati ent Redhctord0hSLER bypPyeal densikadst Matatmentiind a BlienOwitbaardioyhgiutare t he
first dﬁ.e of pemrolast), the patient had a CRP level of 6.4 ng/L. On Day
8 of pe ' t treatnent, the CRP | evel was reduced to 4.0 ng/L, and in
the norning of Day 15, the CRP level was down to 1.8 ng/L (see Figure 2).
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about O.Example 1 abbve.A nmet hod of reducing plasna C-reactive protein |evels
in a patient, which nethod conprises the adm nistration of pemrolast, or a
pharmaceutically acceptable salt thereof, to that patient. 20 6. A nethod
of reducTheg CARk paliest (ed¢e balodi) ovass treatad withr BO dig pemirdlastr potasdiarhi (19 mg a

pat |195nt ’Ulwlalctgbfg?st E'Lﬂ'ghgs%mrdﬁ %%fyo Pharmaceutical Industry Co., Ltd, Japan) b.i.d. for
two weeks. The first dose (3 x 10 mg) was administered in the morning of Day 1 at the

clinic, the second dose in the evening of Day 1 at home, and then 3 x 10 mg b.id. at
home during Days 2 to 14. The last dose was administered in the evening of Day 14 at
home. Blood sampling for plasma CRP analyses was performed immediately before the
20 first pemirolast dose on Day 1, in the morning of Day 8 (after the morning dose of

pemirolast that day) and in the morning of Day 15.

The CAD patient was a 63 year old Caucasian male with a body height of 188 cm and a

body weight of 103 kg. He was on treatment with enalapril 20 mg QD (once daily) for
25 hypertension since 2006. After a myocardial infarction in 2009, he was started on

treatment with simvastatin 40 mg QD, acetylsalicylic acid 75 mg QD, and metoprolol 100

mg QD (all three drugs started in June 2009). Since January 2010, the patient was also

treated with felodipin 5 mg QD. During the two week treatment with pemirolast, the

patient continued to take these medications. Upon entering the study, the patient had a
30  normal physical examination and ECG.

On Day 1 (before the first dose of pemirolast), the patient had a CRP level of 6.4 mg/L.
On Day 8 of pemirolast treatment, the CRP level was reduced to 4.0 mg/L, and in the
morning of Day 15, the CRP level was down to 1.8 mg/L (see Figure 2).
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The patient did not report any adverse events during the study.



(a) nmeasuring a plasma C-reactive protein level in that patient; (b)
determ ni ng whether that plasma C-reactive protein |level is above about 0.9
ng/ L; 25 wodo1(osy33if so, admi nistering pemrolast, or apphaBramawtissal |y
acceptable salt thereof, to that patimnt for a tinme and at an appropriate
dosage to reduce the plasma C-reactive protein |evel. 307. A nethod of
reduci ng.jhe devel opnent of type 2 diabetes nellitus in a patient, which
met hod cgt?ﬂ?fses: (a) measuring a plasnma C-reactive protein level in that
patient; (b) determ ning whether that plasma C-reactive protein level is
above abput. 0.9 ny/L; and 35 i1 f_ so dmi_pi,st erd em .0l .as r.a
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any e of Claims 1 to 7 (as appropriate) wherein the patient is
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ant agoni st P2Y12. an oni st, a PPARy agoni st, a conpound that inhibits
the for @?‘i‘%ﬁ'"éﬁ&%ﬂ sméc&\tatﬁe@ﬂngqt. angiotensin |1, a platelet aggregation
inhibiting drug and a statin. 1511. A conpound, use or nmethod as clained in

Claim 10 erein the active ingredient is a s i.n. ,.12. A conpound, use
or ot o SSEiReInd e pelfed 958 b 200 R B EHDs 1 G 8 ~BREPIES
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15  protein levels above about 0.9 mg/L.

5. A method of reducing plasma C-reactive protein levels in a patient, which method
comprises the administration of pemirolast, or a pharmaceutically acceptable salt thereof,
to that patient.
20
6. A method of reducing the risk of cardiovascular morbidity and/or mortality in a patient,
which method comprises:
(a) measuring a plasma C-reactive protein level in that patient;
(b) determining whether that plasma C-reactive protein level is above about 0.9 mg/L,;
25 and
(c) if so, administering pemirolast, or a pharmaceutically acceptable salt thereof, to that
patient for a time and at an appropriate dosage to reduce the plasma C-reactive protein
level.

30 7. A method of reducing the development of type 2 diabetes mellitus in a patient, which
method comprises:
(@) measuring a plasma C-reactive protein level in that patient;
(b) determining whether that plasma C-reactive protein level is above about 0.9 mg/L;
and

35 (c) if so, administering pemirolast, or a pharmaceutically acceptable salt thereof, to that
patient for a time and at an appropriate dosage to reduce the plasma C-reactive protein
level.



20 13. A compound, use or nethod as clainmed in Cl aim 10, wherein the
active ingredient is aspirin/acetylsalicylic acid, egual en, ozagrel,
pi cot am dwo 2bewess3soban, seratrodast, ranmatroban, prasugrelrGE20mage@bor ,
cl opi dogrel, rivoglitazone, naveglitawar, bal aglitazone, rosiglitazone,
pi oglitazone, captopril, perindopril, rampril, candesartan, |osartan,
25val sartan or aliskiren.

8. A compound, use or method as claimed in any one of Claims 1 to 7 (as appropriate)

wherein the patient is non-allergic and/or non-asthmatic.

5 9. A compound, use or method as claimed in any one of Claims 1 to 8 (as appropriate)
wherein the patient has hypertension, is a smoker or an ex-smoker, has diabetes
mellitus, has metabolic syndrome, and/or has a body mass index above 25.

10. A compound, use or method as claimed in any one of Claims 1 to 9 (as appropriate),

10  wherein the patient is also receiving therapy which comprises administration of an active
ingredient selected from a thromboxane A2 antagonist, a P2Y,, antagonist, a PPARy
agonist, a compound that inhibits the formation and/or action of angiotensin Il, a platelet
aggregation inhibiting drug and a statin.

15  11. A compound, use or method as claimed in Claim 10, wherein the active ingredient is
a statin.

12. A compound, use or method as claimed in Claim 11, wherein the active ingredient is
atorvastatin or rosuvastatin.
20
13. A compound, use or method as claimed in Claim 10, wherein the active ingredient is
aspirin/acetylsalicylic acid, egualen, ozagrel, picotamide, terutroban, seratrodast,
ramatroban, prasugrel, ticagrelor, clopidogrel, rivoglitazone, naveglitazar, balaglitazone,
rosiglitazone, pioglitazone, captopril, perindopril, ramipril, candesartan, losartan,
25 valsartan or aliskiren.



