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PHARMACEUTICAL COMPOSITIONS COMPRISING
GLITAZONES AND NRF2 ACTIVATORS

Disclosed herein are pharmaceutical compositions comprising PPAR
agonists and Nrf2 activators (each an “agent” and together “agents”), and methods
of using combinations of PPAR agonists and Nrf2 activators for treating discases
such as psoriasis, asthma, multiple sclerosis, inflammatory bowel disease, and
arthritis.

Perixome Proliferator Activated Receptors (PPARS) activate transcription
by binding to elements of DNA sequences, known as peroxisome proliferator
response elements (PPRE), in the form of a heterodimer with retinoid X receptors
(known as RXRs). Three subtypes of human PPARs have been identified and
described: PPARa, PPARy (PPAR gamma) and PPARS (or NUCI1). PPARq is
mainly expressed in the liver, while PPARJ is ubiquitous. PPARy is the most
extensively studied of the three subtypes. See e.g. “Differential Expression of
Peroxisome Proliferator-Activated Receptor Subtypes During the Differentiation of
Human Keratinocytes”, Michel Rivier et al., J. Invest. Dermatol., 111, 1998, pp.
1116-1121, in which is listed a large number of bibliographic references relating to
receptors of PPAR type. Mention may also be made of the report entitled “The
PPARSs: From orphan receptors to Drug Discovery”, Timothy M. Willson, Peter J.
Brown, Daniel D. Sternbach and Brad R. Henke, J. Med. Chem., 2000, Vol. 43, pp.
527-550. 1t is suggested that PPARy play a critical role in regulating the
differentiation of adipocytes, where it is greatly expressed. It also has a key role in
systemic lipid homeostasis.

It has been reported that the thiazolidinedione class of compounds (the
group of so-called glitazones) including rosiglitazone, rosiglitazone maleate,
pioglitazone, pioglitazone hydrochloride, troglitazone and ciglitazone and or its salt
forms are potent and selective activators of PPAR-gamma (so-called PPAR gamma
agonists) and bind directly to the PPAR-gamma receptor (J. M. Lehmann et al., J.
Biol. Chem. 12953-12956, 270 (1995)), providing evidence that PPAR-gamma is a
possible target for the therapeutic actions of the thiazolidinediones. Since this

observation, activation of this nuclear hormone receptor has been shown to have
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pleiotropic metabolic and nonhypoglycemic effects. Clinical use of the agents in
the treatment of Type 2 diabetes mellitus (or non insulin dependent diabetes
mellitus (NIDDM)) is associated with sensitization to the glucose lowering effects
of insulin as well as potentiation of other biological actions of insulin in target
tissues. When used as monotherapy, there are reports of fluid retention resulting in
volume expansion and, in some patients, clinical edema. The incidence of edema
appears to be increased when both these agents are used in combination with
insulin (Nesto R. W. et al, 2003, Circulation, 108, 2941-2948). However, the
mechanisms involved in these effects have not been well described but the nature
of the presentation suggests an integrated physiological response which includes an
effect on renal salt and water balance. PPAR gamma receptors have been found in
the renal collecting duct (Guan Y. et al; 2001, Kidney Int. 60, 14-30) and, therefore,
the PPAR gamma agonists might be involved directly in renal tubular metabolism
or could have secondary effects on salt and water homeostasis. The PPAR gamma
agonist pioglitazone has been suggested as a treatment of psoriasis in ¢.g. British
Journal of Dermatology 2005 152, pp176-198.

Nuclear factor erythroid-2 related factor 2 or Nuclear Factor E2p45-Related
Factor (Nrf2) is a cap-and-collar basic leucine zipper transcription factor, regulates
a transcriptional program that maintains cellular redox homeostasis and protects
cells from oxidative insult (Rangasamy T, et al., J Clin Invest 114, 1248 (2004),
Thimmulappa R K, et al. Cancer Res 62, 5196 (2002); So H S, et al. Cell Death
Differ (2006)). NRF2 activates transcription of its target genes through binding

-specifically to the antioxidant-response element (ARE) found in those gene

promoters. The NRF2-regulated transcriptional program includes a broad spectrum
of genes, including antioxidants, such as y-glutamyl cysteine synthetase modifier
subunit (GCLm), y-glutamyl cysteine synthetase catalytic subunit (GCLc), heme
oxygenase-1, superoxide dismutase, glutathione reductase (GSR), glutathione
peroxidase, thioredoxin, thioredoxin reductase, peroxiredoxins (PRDX),
cysteine/glutamate transporter (SLC7A11) (7, 8)], phase II detoxification enzymes
[NADP(H) quinone oxidoreductase 1 (NQO1), GST, UDP-glucuronosyltransferase
(Rangasamy T, et al. J Clin Invest 114: 1248 (2004); Thimmulappa R K, ct al.
Cancer Res 62: 5196 (2002)), and several ATP-dependent drug efflux pumps,
including MRP1, MRP2 (Hayashi A, et al. Biochem Biophy Res Commun 310: 824
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(2003)); Vollrath V, et al. Biochem J (2006)); Nguyen T, et al. Annu Rev
Pharmacol Toxicol 43: 233 (2003)).

Interlinked with Nrf2 is KEAP1, which is a cytoplasmic anchor of Nrf2 that
also functions as a substrate adaptor protein for a Cul3-dependent E3 ubiquitin
ligase complex to maintain steady-state levels of NRF2 and NRF2-dependent
transcription (Kobayashi et al., Mol Cell Biol 24: 7130 (2004); Zhang D, et al. Mol
Cell Biol 24: 10491 (2004)). The Keapl gene is located at human chromosomal
locus 19p13.2. The KEAP1 polypeptide has three major domains: (1) an N-terminal
Broad complex, Tramtrack, and Bric-a-brac (BTB) domain; (2) a central
intervening region (IVR); and (3) a series of six C-terminal Kelch repeats (Adams
J, et al. Trends Cell Biol 10:17 (2000)). The Kelch repeats of KEAP1 bind the
Neh2 domain of Nrf2, whereas the IVR and BTB domains are required for the
redox-sensitive regulation of Nrf2 through a series of reactive cysteines present
throughout this region (Wakabayashi N, et al. Proc Natl Acad Sci USA 101: 2040
(2004)). KEAP1 constitutively suppresses Nrf2 activity in the absence of stress.
Oxidants, xenobiotics and electrophiles hamper KEAPI1-mediated proteasomal
degradation of Nrf2, which results in increased nuclear accumulation and, in turn,
the transcriptional induction of target genes that ensure cell survival (Wakabayashi
N, et al. Nat Genet. 35: 238 (2003)). Prothymosin a, a novel binding partner of
KEAP1, has been shown to be an intranuclear dissociator of NRF2-KEAPI1
complex and can upregulate the expression of Nrf2 target genes (Karapetian R N, et
al. Mol Cell Biol 25: 1089 (2005)). Certain interactions between Nrf2 and PPAR
gamma have been suggested, e.g. Am J Respir Crit Care Med 2010; 182:170-182.

Nrf2 activators according to the present invention are agents that after
administration result in a stimulated and/or increased nuclear translocation of Nrf2
protein and causes the subsequent increases in gene products that detoxify and
eliminate cytotoxic metabolites. Nrf2 activators according to the present invention
may act directly on Nrf2, KEAPI1, the NRF2-KEAP1 complex and/or otherwise.
Nrf2 activators of the present invention may comprise a Michael addition acceptor,
one or more fumaric acid esters, i.¢. fumaric acid mono- and/or diesters which are
preferably selected from the group of monoalkyl hydrogen fumarate and dialkyl
fumarate, such as monomethyl hydrogen fumarate, dimethyl fumarate, monoethyl

hydrogen fumarate, and diethyl fumarate, furthermore ethacrynic acid, bardoxolone
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methyl (methyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-o0ate), isothiocyanate
such as sulforaphane, 1,2-dithiole-3-thione such as oltipraz, 3,5-di-tert-butyl-4-
hydroxytoluene, 3-hydroxycoumarin, or a pharmacologically active derivative or
analog of the aforementioned agents.

Very preferred Nrf2 activators for use in combination with PPAR gamma
agonists according to the present invention are bardoxolone methyl and fumaric
acid esters.

Fumaric acid esters are approved in Germany for the treatment of psoriasis,
are being evaluated in the United States for the treatment of psoriasis and multiple
sclerosis, and have been proposed for use in treating a wide range of
immunological, autoimmune, and inflammatory diseases and conditions. FAEs and
other fumaric acid derivatives have been proposed for usc in treating a wide-
variety of diseases and conditions involving immunological, autoimmune, and/or
inflammatory processes including psoriasis (Joshi and Strebel, WO 1999/49858;
US 6,277,882; Mrowictz and Asadullah, Trends Mol Med 2005, 111(1), 43-48; and
Yazdi and Mrowietz, Clinics Dermatology 2008, 26, 522-526); asthma and chronic
obstructive pulmonary diseases (Joshi et al, WO 2005/023241 and US
2007/0027076); cardiac insufficiency including left ventricular insufficiency,
myocardial infarction and angina pectoris (Joshi et al., WO 2005/023241; Joshi et
al., US 2007/0027076); mitochondrial and neurodegenerative diseases such as
Parkinson's disease, Alzheimer's disease, Huntington's disease, retinopathia
pigmentosa and mitochondrial encephalomyopathy (Joshi and Strebel, WO
2002/055063, US 2006/0205659, US 6,509,376, US 6,858,750, and US 7,157,423),
transplantation (Joshi and Strebel, WO 2002/055063, US 2006/0205659, US
6,359,003, US 6,509,376, and US 7,157,423; and Lehmann et al, Arch Dermatol
Res 2002, 294, 399-404); autoimmune diseases (Joshi and Strebel, WO
2002/055063, US 6,509,376, US 7,157,423, and US 2006/0205659) including
multiple sclerosis (MS) (Joshi and Strebel, WO 1998/52549 and US 6,436,992,
Went and Lieberburg, US 2068/0089896; Schimrigk et al., Eur J Neurology 2006,
13, 604-610; and Schilling et al., Clin Experimental Immunology 2006, 145, 101-
107); ischemia and reperfusion injury (Joshi et al, US 2007/0027076); AGE-
induced genome damage (Heidland, WO 2005/027899); inflammatory bowel

diseases such as Crohn's disease and ulcerative colitis; arthritis; and others (Nilsson
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et al., WO 2006/037342 and Nilsson and Muller, WO 2007/042034). All these
indications and diseases can be treated or prevented with the combination treatment
of the present invention.

Fumaderm®, an enteric coated tablet containing a salt mixture of monoethyl
fumarate and dimethylfumarate, which is rapidly hydrolyzed to monomethyl
fumarate, was approved in Germany in 1994 for the treatment of psoriasis.
Fumaderm® is dosed TID with 1-2 grams/day administered for the treatment of
psoriasis.

Biogen Idec Inc. is presently evaluating dimethyl fumarate under the
product name BG-12 in the treatment of relapsing-remitting multiple sclerosis. The
drug is under review with U.S. and European regulators.

Fumaric acid derivatives (Joshi and Strebel, WO 2002/055063, US
2006/0205659, and US 7,157,423 (amide compounds and protein-fumarate
conjugates); Joshi et al., WO 2002/055066 and Joshi and Strebel, US 6,355,676
(mono and dialkyl esters); Joshi and Strebel, WO 2003/087174 (carbocyclic and
oxacarbocylic compounds); Joshi et al.,, WO 2006/122652 (thiosuccinates); Joshi et -
al.,, US 2008/0233185 (dialkyl and diaryl esters) and salts (Nilsson et al., US
2008/0004344) have been developed in an effort to overcome the deficiencies of
current therapy with fumaric acid esters. Controlled release pharmaceutical
compositions comprising fumaric acid esters are disclosed by Nilsson and Méiller,
WO 2007/042034. Prodrugs are described by Nielsen and Bundgaard, J Pharm Sci
1988, 77(4), 285-298 and in W02010/022177.

Detailed Description

Preferably, the term “alkyl” is specifically intended to include groups
having any degree or level of saturation, i.e., groups having exclusively single
carbon-carbon bonds, groups having one or more double carbon-carbon bonds,
groups having one or more triple carbon-carbon bonds, and groups having
combinations of single, double, and triple carbon‘-carbon bonds. Where a specific
level of saturation is intended, the terms alkanyl, alkenyl, and alkynyl are used. In
certain embodiments, an alkyl group can have from 1 to 20 carbon atoms (Ci-20) in
certain embodiments, from 1 to 10 carbon atoms (Ci-I0), in certain embodiments

from 1 to 8 carbon atoms (C]-8), in certain embodiments, from 1 to 6 carbon atoms
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(C1-6), in certain embodiments from 1 to 4 carbon atoms (C1 -4), and in certain
embodiments, from 1 to 3 carbon atoms (Ci-3). The term “alkoxy” refers to a group
O-alkyl, wherein alkyl has the meaning indicated above. The term “perfluoroalkyl”
refers to an alkyl group wherein all hydrogen atoms have been replaced by fluoro.

“Treating” or “treatment” of any disease refers to reversing, alleviating,
arresting, or ameliorating a disease or at least one of the clinical symptoms of a
disease, reducing the risk of acquiring a disease or at least one of the clinical
symptoms of a disease, inhibiting the progress of a disease or at least one of the
clinical symptoms of the disease or reducing the risk of developing a disease or at
least one of the clinical symptoms of a disease. ‘“Treating” or “treatment” also
refers to inhibiting the disease, either physically, (e.g., stabilization of a discernible
symptom), physiologically, (e.g., stabilization of a physical parameter), or both,
and to inhibiting at least one physical parameter that may or may not be discernible
to the patient. In certain embodiments, “treating” or “treatment” refers to delaying
the onset of the discase or at least one or more symptoms thercof in a patient which
may be exposed to or predisposed to a disease even though that patient does not yet
experience or display symptoms of the disease.

“Therapeutically effective amount” refers to the amount of a compound
that, when administered to a subject for treating a disease, or at least one of the
clinical symptoms of a disease, is sufficient to affect such treatment of the disease
or symptom thereof. The “therapeutically effective amount” may vary depending,
for example, on the compound, the disecase and/or symptoms of the disease,
severity of the disease and/or symptoms of the disease or disorder, the age, weight,
and/or health of the patient to be treated, and the judgment of the prescribing
physician. An appropriate amount in any given instance may be ascertained by
those skilled in the art or capable of determination by routine experimentation.

“Therapeutically effective dose” refers to a dose that provides effective
treatment of a disease or disorder in a patient. A therapeutically effective dose may
vary from compound to compound, and from patient to patient, and may depend
upon factors such as the condition of the patient and the route of delivery. A
therapeutically effective dose may be determined in accordance with routine

pharmacological procedures known to those skilled in the art.
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Throughout the specification, the term “isolated Nrf2 activator" preferably
refers to an Nrf2 activator which, if naturally occurring, is substantially separated
from other components and other molecules which naturally accompany the
respective Nrf2 activator. The term embraces an Nrf2 activator, which has been
removed from its naturally occurring environment or its natural state through
purifying steps that separate other molecules naturally associated with it, e.g. by
known conventional methods, such as chromatography, crystallization and
distillation. The term “isolated Nrf2 activator” preferably still allows for the Nrf2
activator to be in admixture with various amounts of water, such as up to about 20
weight %. The term “isolated Nrf2 activator” preferably excludes such Nrf2
activators which are still in their natural state, e.g. which are still contained in their
source of origin or parts thereof, such as a plant, irrespective of whether or not this
source of origin has been dried. Moreover, the term “isolated Nrf2 activator"
preferably refers to a natural or synthetically prepared molecule, which has a purity
of above 70 weight %, preferably of above 80 weight % and more preferably of
above 90 weight %, such as about 95 weight %, about 97 weight % or about 99
weight % before being formulated in a pharmaceutical composition, if so desired.
In case the Nrf2 activator is naturally occurring, e.g. as a natural product, it is
preferably an isolated Nrf2 activator, i.e. not in form of an e.g. herbal preparation.

In case the PPAR gamma agonist is naturally occurring, e.g. as a natural
product, it is preferably an isolated PPAR gamma agonist, i.e. not in form of an e.g.
herbal preparation.

Reference is now made in detail to certain embodiments of compounds,
compositions, and methods. The disclosed embodiments are not intended to be
limiting of the claims.

According to the present invention, strongly improved treatment results are
obtained in the treatment of autoimmune and/or inflammatory diseases, when a
PPAR agonist and preferably a PPAR gamma agonist and an Nrf2 activator are
used in the treatment of the disease in combination as compared to the treatment
with a PPAR gamma agonist or an Nrf2 activator, alone. Co-administration of a
PPAR gamma agonist and an Nrf2 activator or an administration of a fixed dose
combination of a PPAR gamma agonist and an Nrf2 activator results in a improved

therapeutic effect, which may be a more than additive effect, compared to the
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administration of a PPAR gamma agonist or Nrf2 activators, respectively,
administered as mono-therapy.

In particular, it has been found that the advantageous therapeutic results in
inflammatory and/or autoimmune diseases resulting from use of compounds such
as dexamethasone, having both PPAR gamma agonistic and Nrf2 activating effects,
can be matched or even surpassed by the combination treatment of the present
invention, wherein at least two individual and different compounds having each
either PPAR gamma agonistic or Nrf2 activating effects, are employed. Thus, a
combination treatment comprising at least one PPAR gamma agonist, which may
have no significant or only a minor modulating or activating effect on Nrf2, and at
least one Nrf2, which may have no significant or only a minor modulating or
activating effect on PPAR gamma, result in improved and synergistic therapeutic
effects, as compared to the administration of such PPAR gamma agonist or such
Nrf2 activator, respectively, administered as mono-therapy. The synergistic effect
is often more pronounced with such combinations, where the agents employed are
predominantly either PPAR gamma agonists or Nrf2 activators, which each have no
significant activity on the respective other target. Nevertheless, even in those cases
where one or both of the agents display significant PPAR gamma agonistic and
Nrf2 activating effects at the same time, such as in the case of dexamethasone and
15-deoxy-delta(12,14)-prostaglandin J(2) (15d-PGJ(2)), the combination treatment
according to the present invention can lead to improved treatment results over the
mono-therapy. A compound having dual effects on the targets PPAR gamma and
Nrf2, is unlikely to show an ideally distributed effect on both targets for therapeutic
use. By applying the present invention each target can be addressed individually
and activated with suitable and appropriate concentrations of the respective agents.

Thus, embodiments are preferred, wherein at least one agent is not both,
PPAR gamma agonist and Nrf2 activator at the same time.

Combination treatments and fixed dose combinations according to the
present invention are preferred, which comprise at least two different agents having
either PPAR gamma agonistic or Nrf2 activating effects at the concentration used
in the combination.

The present invention relates to combination treatments, compositions

containing the inventive combination of agents and related fixed-dose
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combinations, wherein the PPAR agonist, such as the PPAR gamma agonist and the
Nrf2 activator are different compounds which are preferably having a different
chemical structure, e.g. having a difference in carbon atoms of at least 3 carbon
atoms, preferably at least 5 or at least 10 carbon atoms, and are not belonging to the
same chemical class. Throughout this specification, the use of a singular includes
also the plural, if not indicated otherwise.

Preferred PPAR agonists are compounds having a PPAR gamma agonistic
effect without significantly activating Nrf2. These are preferably compounds
having no ability to form covalent bonds with organic thiol groups under
physiological conditions, such as with glutathione. Thus, preferred PPAR gamma
agonists are compounds that, contrary to e.g. 15-deoxy-delta(12,14)-prostaglandin
J(2) (15d-PGJ(2)), cannot bind covalently through e.g. Michael addition reaction to
the PPA receptor. Most preferred PPAR agonists are glitazones, glitazars and
sartans.

PPAR agonists are PPAR activators (e.g PPAR gamma agonist are PPAR
gamma activators). The definition “PPAR agonist” and “PPAR gamma agonist”
according to the present invention preferably includes such agonists, ie
compounds, that directly bind to the PPA receptor and have an agonistic, i.e.
activating effect, as well as so-called physiological PPAR agonists and
physiological PPAR gamma agonists, which do not necessarily bind to the PPAR
receptor, but result in an activation of PPAR through other pathways, such as by
increasing the concentration of endogenous PPAR gamma agonist 15-deoxy-
Delta(12,14)-prostaglandin J(2) (15d-PGJ(2).

A large number of natural and synthetic PPAR agonists are known (e.g. see
Michalik et al. (2006) Pharmacological Reviews 58:726-725; Gilde et al. (2003)
Circulation Research 92(5):5 18-524; Peraza et al. (2005) Toxicological Sciences
90(2):269-295; and Desvergne & Wahli (1999) Endocrine Reviews 20(5):649-688).
Some of these known agonists are specific for a single PPAR isotype, whilst others
target multiple PPAR subtypes. PPAR agonists are preferred, if the PPAR agonist
stronger activate PPAR gamma or PPAR gamma and PPAR alpha simultaneously,
than other isoforms.

In one embodiment, the PPAR agonist may be selected from the group

consisting of PPAR gamma agonists, such as glitazones and dual PPAR
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alpha/gamma agonists, such as glitazars. In yet further embodiments, the glitazone
may be selected from the group consisting of troglitazone, pioglitazone,
rosiglitazone, ciglitazone, englitazone, darglitazone, netoglitazone, isaglitazone,
MC-555, balaglitazone, rivoglitazone, and the like. In yet further embodiments, the
glitazar may be selected from the group consisting of muraglitazar, naveglitazar,
tesaglitazar, ragaglitazar, reglitazar and farglitazar. In yet further embodiments,
PPAR agonists are selected from berberine, K-111, INT-131, MBX-102
(metaglidisen), MBX-2044, FK614, GSK-376501, GW 1929, S26948, psi-
baptigenin and the like, such as those disclosed in US5002953, US4687777 and
US5965584. Pioglitazone and rosiglitazone are very preferred and most preferred
are pioglitazone hydrochloride and rosiglitazone maleate.

In a further preferred embodiment of the present inventions, PPAR gamma
agonists are selected from the class of statins or HMG-CoA reductase inhibitors,
preferably selected from atorvastatin, fluvastatin, lovastatin, pravastatin,
rosuvastatin, simvastatin, mevastatin and pitavastatin. Statins are a class of drugs
used to lower cholesterol levels by inhibiting the enzyme HMG-CoA reductase,
which plays a central role in the production of cholesterol in the liver. Increased
cholesterol levels have been associated with cardiovascular diseases, and statins are
therefore used in the prevention of these diseases. Statins have also been suggested
for the treatment of multiple sclerosis (¢.g. US 2004/0013643). Although statins are
believed to activate PPAR gamma only indirectly (Circ Res. 2007; 100:1442-1451),
as physiological PPAR gamma agonists they are included in the definition of PPAR
gamma agonists for the purposes of the present invention.

In a further preferred embodiment of the present inventions, PPAR gamma
agonists are selected from the chemical classes of sartans, also known as
angiotensin II receptor antagonists, angiotensin receptor blockers (ARBs) or ATI-
receptor antagonists. Sartans, such as valsartan, losartan, azilsartan, irbesartan,
olmesartan, telmisartan, candesartan and eprosartan are a group of pharmaceuticals
which modulate the renin-angiotensin-aldosterone system. Preferred sartans used in
the present invention are selected from losartan, irbesartan, telmisartan and
candesartan, which have shown to bind to and activate PPAR gamma (Drug
Development Research 67:579-581, 2006). Treatment with sartans has been

suggested to improve multiple sclerosis. The sartanes are predominantly used in the
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treatment of hypertension, diabetic nephropathy (kidney damage due to diabetes)
and chronic kidney disecase as well as congestive heart failure and are also
preferably employed for these diseases and conditions when combined with Nrf2
activators according to the present invention.

In a further preferred embodiment of the present inventions, PPAR gamma
agonists are selected from nonsteroidal anti-inflammatory drugs (NSAIDs) having
PPAR gamma activating properties, preferably indomethacin, flufenamic acid,
fenoprofen and ibuprofen (The Journal of Biological Chemistry, vol. 272, no. 6,
issue 7, pp. 3406-3410, 1997). NSAIDs are included in the definition of PPAR
gamma agonists for the purposes of the present invention as they may bind directly
to the PPAR or act as a physiological PPAR gamma agonist. In one embodiment,
NSAIDs other than aspirin are preferred.

The group of NSAIDs comprises the following compounds: Salicylates,
such as aspirin (acetylsalicylic acid), diflunisal, salsalate, propionic acid derivatives
such as ibuprofen, dexibuprofen, naproxen, fenoprofen, ketoprofen, dexketoprofen,
flurbiprofen, oxaprozin, loxoprofen, acetic acid derivativés such asindomethacin,
sulindac, ctodolac, ketorolac, diclofenac, nabumetone, enolic acid (oxicam)
derivatives such as piroxicam, meloxicam, tenoxicam, droxicam, lornoxicam,
isoxicam, fenamic acid derivatives (fenamates) such as mefenamic acid,
meclofenamic acid, flufenamic acid, tolfenamic acid, selective cox-2 inhibitors
(coxibs) such as celecoxib, rofecoxib, valdecoxib, parecoxib, lumiracoxib,
etoricoxib, firocoxib, sulphonanilides such as nimesulide and others such as
licofelone, lysine clonixinate.

Nrf2-activating compounds can be classified based on their chemical
structures: Diphenols, Michael reaction acceptors, isothiocyanates, thiocarbamates,
trivalent arsenicals, 1,2-dithiole-3- thiones, hydroperoxides, vicinal dimercaptans,
heavy metals, and polyenes. Moreover, Nrf2 activators (i) all are chemically
reactive; (ii) nearly all are electrophiles; (iii) most are substrates for glutathione
transferases; and (iv) all can modify sulfhydryl groups by alkylation, oxidation, or
reduction (PNAS February 17, 2004 vol. 101 no. 7 2040-2045, Mol. Cell. Biol.
2009, 29(2):493). The activity of the compounds can be identified by known

methods.
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Preferred Nrf2 activators are compounds without significant PPAR gamma
agonistic effect. These are preferably compounds, which may or may not bind
covalently to the PPA receptor, but are not able to change the conformation of the
PPAR and preferably the PPA gamma receptor to an extent that this would result in
an activation of the PPA receptor. According to the present invention these
preferred Nrf2 activators are small and of low molecular weight. These compounds
are preferably lacking the structural elements to bind to the PPA receptor non-
covalently with the result of a change of conformation and activation of the PPA
receptor. In a preferred embodiment, the Nrf2 activators may be able to bind
covalently to the PPA receptor, e.g. via a Michael reaction with a thiol group of the
PPA receptor, without resulting in a conformation change of the PPA receptor. Due
to their limited size however, these preferred Nrf2 activators may not prevent
PPAR agonists, and in particular PPAR gamma agonists, especially glitazones such
as pioglitazone or rosiglitazone from binding non-covalently to the PPA receptor
with the result of a conformation change.

In a very preferred example, the covalent binding of a Nrf2 activator such as
monomethyl hydrogen fumarate or dimethyl fumarate and the non-covalent binding
of a PPAR gamma agonist such as a glitazone, like pioglitazone or rosiglitazone
leads to synergistic and strongly improved therapeutic results.

In one embodiment, the preferred are Nrf2 activators selected from organic
compounds having not more than one or two 5- or 6-membered carbocyclic rings or
5- or 6-membered heterocyclic rings having 1, 2 or 3 N-, O or S-atoms as ring
atoms which may be fused to each other or preferably no or only one carbocyclic or
heterocyclic ring and/or less than 35, preferably less than 30, more preferably less
than 25 and most preferably less than 20 or even less than 15 or less than 10 carbon
atoms and/or have a molecular weight of less than 400, preferably less than 300 and
most preferably less than 200 g/mol or less than 170 g/mol and are selected from
the chemical classes of Michael reaction acceptors, phenols, diphenols, chalcones,
isothiocyanates, thiocarbamates, quinones, naphtoquinones and 1,2 dithiole-3-
thiones, wherein one or more, preferably up to seven H-atoms may be substituted
by lincar or branched alkyl and perfluoroalkyl, such as methyl, cthyl,
trifluoromethyl, halogen such as Br, Cl F or I, hydroxy, alkoxy and

perfluoroalkoxy, such as methoxy, ethoxy, trifluoromethoxy, cyano and nitro.
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In cases where compounds of the chemical class of quinones are employed
as Nrf2 activator, the respective hydroquinones can be used alternatively. However
the respective oxidized form, i.e. the respective quinone, is preferred. The Nrf2
activity can be determined according to e.g. JALA 2008; 13: 243-248. Bardoxolone
methyl and derivatives are described in patents US8129429, US7435755 and
US2009/0060873. Amorphous Bardoxolone methyl and suitable formulations are
disclosed in W02010/093944.

Very preferred Nrf2 activators are capable of provoking or inducing a
stimulated and/or increased nuclear translocation of Nrf2 protein and are:

a) selected from the group of Michael reaction acceptors, phenols,
diphenols, chalcones, isothiocyanates, thiocarbamates, quinones, naphtoquinones
and 1,2 dithiole-3-thiones; and

b) contain less than 35 carbon atoms; and/or

c) have a molecular weight of less than 600 g/mol; and/or

d) contain no or not more than one or two fused or monocyclic 5- or 6-
membered carbocyclic or heterocyclic rings, having 1, 2 or 3 ring atoms selected
fromN, O or S.

In these preferred Nrf2 activators, one or more, preferably up to seven H-
atoms may be substituted preferably by linear or branched alkyl and perfluoroalkyl,
such as methyl, ethyl, trifluoromethyl, halogen such as Br, Cl, F or I, hydroxy,
alkoxy and perfluoroalkoxy, such as methoxy, ethoxy, trifluoromethoxy, cyano and
nitro.

More preferred embodiments of these Nrf2 activators contain no ring
system or only one or two rings, which may be carbocyclic and/or heterocyclic
rings. Even more preferred Nrf2 activators contain less than 30, more preferably
less than 25 and most preferably less than 20 or even less than 15 or less than 10
carbon atoms and/or have a molecular weight of less than 400 g/mol and more
preferably less than 300 g/mol and most preferably less than 200 g/mol or less than
170 g/mol. Further preferred Nrf2 activators bind covalently to Keapl protein,
preferably via an S-atom of the proteins amino acids.

Preferred Michael reaction acceptors are ketones, aldehydes, carboxylic
acid esters and carboxylic acid amides all of which being alpha, beta unsaturated.

More preferred Nrf2 activators are the compounds A to Z given below,
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Wherein the individual radicals have the meaning given below:

R! H, OH, Hal, CN, A, perfluoroalkyl, perfluoroalkoxy
R? H, OH, A, alkoxy, amino

R H, alkyl

R* H, OH, alkyl, alkoxy

R® H, OH, A, alkoxy

R® H, A, alkoxy, aryl, het
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R’ H, OH, A, alkoxy
R® A
X O,NH, S
R® Het
m 1,2
n 1,2,3

Halis F, CL, Br or I, preferably F or CI.

A is preferably alkyl which denotes a straight or branched carbon chain
having 1,2,3,4,5,6,7,8,9, 10, 11, or 12 carbon atoms. Alkyl preferably denotes
methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl or tert-butyl, furthermore
also pentyl, 1-, 2- or 3-methylbutyl, 1,1-, 1,2- or 2,2-dimethylpropyl, 1-ethylpropyl,
hexyl, 1-, 2-, 3- or 4-methylpentyl, 1,1-, 1,2-, 1,3-, 2,2-, 2,3- or 3,3-dimethylbutyl,
1- or 2-ethylbutyl, 1-ethyl-1-methylpropyl, 1-ethyl-2-methylpropyl, 1,1,2- or 1,2,2-
trimethylpropyl. Alternatively, A denotes cycloalkyl having 3 ,4, 5, 6 or 7 carbon
atoms or branched or linear alkyl having 2 to 12 C-atoms, wherein one or more,
preferably 1 to 7 H-atoms may be replaced by Hal, alkyl, alkoxy, cycloalkyl,
phenyl, p-, m- o- hydroxyphenyl, , p-, m- o- alkoxyphenyl, N(R?);, OH, CO,H, CF;
and/or wherein one or more, preferably 1 to 7 non-adjacent CH,-groups may be
replaced by —O-, -S-, -SO-, -NR*-, -CO-, -CO,-, -CH=CH-S- and/ or -CH=CH-.
Cycloalkyl preferably denotes cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl or
cycloheptyl.

Alkoxy is preferably a group O-alkyl, wherein alkyl is defined as above.
Preferably, alkoxy denotes a group -O-(CH;),-CHjs,wherein n is 0, 1, 2, 3 or 4,
more preferably methoxy or ethoxy.

Perfluoroalkyl preferably denotes a straight or branched alkyl chain having
1 to 8 carbon atoms, preferably 1 to 6 carbon atoms, and wherein all hydrogen
atoms are replaced by F atoms, preferably, for example, trifluoromethyl or

pentafluoroethyl.
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Perfluoroalkoxy is preferably a group O-perfluoroalkyl, wherein
perfluoroalkyl is defined as above. Perfluoroalkoxy preferably denotes OCFs.

Amino denotes preferably the group —-NR’R” where each R’, R’ is
independently hydrogen or alkyl. The group —-NR’R’’ can also form a cyclic group
selected from piperidinyl, piperazinyl, pyrrolyl or morpholinyl, wherein one, two or
three H atoms may be substituted by alkyl, such as methyl. In one embodiment,
amino denotes dialkylamino, wherein alkyl has the meaning given above and is
preferably dimethylamino.

Aryl preferably denotes a monocyclic or bicyclic, aromatic carbocyclic ring
having 6 to 14 carbon atoms, which is unsubstituted or monosubstituted,
disubstituted or trisubstituted by F, Cl, Br, CF3;, OCF3, NO,, CN, alkyl, alkoxy, OH,
amino, CO-amino, NHCO-alkyl, CO-alkyl, CO-alkoxy, SO;-alkyl, SO,-amino.
Most preferably, aryl denotes unsubstituted or monosubstituted phenyl.

Het preferably denotes, not withstanding further substitutions, a 6 to 14
membered monocyclic or bicyclic saturated, unsaturated or aromatic heterocyclic
ring system containing 1 or 2 heteroatoms selected from N, O and S, which is
unsubstituted or monosubstituted, disubstituted or trisubstituted by F, Cl, Br, CF3,
OCF;, NO;, CN, alkyl, alkoxy, OH, amino, CO-amino, NHCO-alkyl, CO-alkyl,
CO-alkoxy, SO;-alkyl, SO,-amino. More preferably, Het is 2- or 3-furyl, 2- or
3-thienyl, 1-, 2- or 3-pyrrolyl, 1-, 2-, 4- or 5-imidazolyl, 1-, 3-, 4- or 5-pyrazolyl,
2-, 4- or 5-oxazolyl, 3-, 4- or S5-isoxazolyl, 2-, 4- or 5-thiazolyl, 3-, 4- or
S-isothiazolyl, 2-, 3- or 4-pyridyl, 2-, 4-, 5- or 6-pyrimidinyl, furthermore
preferably 1,2,3-triazol-1-, -4- or -5-yl, 1,2,4-triazol-1-, -3- or -5-yl, 1- or
5-tetrazolyl, 1,2,3-oxadiazol-4- or -5-yl, 1,2,4-oxadiazol-3- or -5-yl, 1,3,4-
thiadiazol-2- or -5-yl, 1,2,4-thiadiazol-3- or -5-yl, 1,2,3-thiadiazol-4- or -5-yl, 3- or
4-pyridazinyl, pyrazinyl, 1-, 2-, 3-, 4-, 5-, 6- or 7-indolyl, indazolyl, 4- or
S-isoindolyl, 1-, 2-, 4- or 5-benzimidazolyl, 1-, 3-, 4-, 5-, 6- or 7-benzopyrazolyl,
2-, 4-, 5-, 6- or 7-benzoxazolyl, 3-, 4-, 5-, 6- or 7-benzisoxazolyl, 2-, 4-, 5-, 6- or
7-benzothiazolyl, 2-, 4-, 5-, 6- or 7-benzisothiazolyl, 4-, 5-, 6- or 7-benz-2,1,3-oxa-
diazolyl, 2-, 3-, 4-, 5-, 6-, 7- or 8-quinolyl, 1-, 3-, 4-, 5-, 6-, 7- or 8-isoquinolyl, 3-,
4-, 5-, 6-, 7- or 8-cinnolinyl, 2-, 4-, 5-, 6-, 7- or 8-quinazolinyl, 5- or
6-quinoxalinyl, 2-, 3-, 5-, 6-, 7- or 8-2H-benzo-1,4-oxazinyl, furthermore
preferably 1,3-benzodioxol-5-yl, 1,4-benzodioxane-6-yl, 2,1,3-benzothiadiazol-4-



10

15

20

25

30

WO 2013/092269 PCT/EP2012/074915

20

or -5-yl or 2,1,3-benzoxadiazol-5-yl. The heterocyclic radicals may also be partially
or fully hydrogenated. Het can thus also denote, for example, 2,3-dihydro-2-, -3-,
-4- or -5-furyl, 2,5-dihydro-2-, -3-, -4- or -5-furyl, tetrahydro-2- or -3-furyl, 1,3-
dioxolan-4-yl, tetrahydro-2- or -3-thienyl, 2,3-dihydro-1-, -2-, -3-, -4- or -5-
pyrrolyl, 2,5-dihydro-1-, -2-, -3-, -4- or -5-pyrrolyl, 1-, 2- or 3-pyrrolidinyl,
tetrahydro-1-, -2- or -4-imidazolyl, 2,3-dihydro-1-, -2-, -3-, -4- or -5-pyrazolyl,
tetrahydro-1-, -3- or -4-pyrazolyl, 1,4-dihydro-1-, -2-, -3- or -4-pyridyl, 1,2,3,4-
tetrahydro-1-, -2-, -3-, -4-, -5- or -6-pyridyl, 1-, 2-, 3- or 4-piperidinyl, 2-, 3- or
4-morpholinyl, tetrahydro-2-, -3- or -4-pyranyl, 1,4-dioxaneyl, 1,3-dioxane-2-, -4-
or -5-yl, hexahydro-1-, -3- or -4-pyridazinyl, hexahydro-1-, -2-, -4- or -5-
pyrimidinyl, 1-, 2- or 3-piperazinyl, 1,2,3,4-tetrahydro-1-, -2-, -3-, -4-, -5-, -6-, -7-
or -8-quinolyl, 1,2,3 4-tetrahydro-1-, -2-, -3-, -4-, -5-, -6-, -7- or -8-isoquinolyl, 2-,
3-, 5-, 6-, 7- or 8-3,4-dihydro-2H-benzo-1,4-oxazinyl, furthermore preferably 2,3-
methylenedioxyphenyl, 3,4-methylenedioxyphenyl, 2,3-ethylenedioxyphenyl, 3,4-
cthylenedioxyphenyl, 3,4-(difluoromethylenedioxy)phenyl, 2,3-dihydrobenzofuran-
5- or -6-yl, 2,3-(2-oxomethylenedioxy)phenyl or also 3,4-dihydro-2H-1,5-
benzodioxepin-6- or -7-yl, furthermore preferably 2,3-dihydrobenzofuranyl or 2,3-
dihydro-2-oxofuranyl. Very preferably, Heteroaryl is unsubstituted or
monosubstituted 2-pyridyl, pyrimidyl or imidazolyl.

R'is preferably H, OH, F, methyl, methoxy, trifluoromethoxy.

R? is preferably H, OH, alkoxy, such as methoxy, OCH,CH,-pheny!.

R* is preferably H or alkyl, preferably H, methyl or tert-butyl.

R* is preferably H, OH, alkoxy, such as methoxy.

R’ is preferably H or A.

RS is preferably H or Het.

R’ is preferably (CHp)nCOR?, (CH,)nCOR?, O(CH,).COR* or
O(CH»),COR?.

=}

R® is preferably allyl or a group selected from (C(R*),),S-alkyl or
(C(R3)2)qSO-alkyl, wherein qis 1,2, 3,4,5,6,7,8,9, 10, 11 or 12,

Preferred Nrf2 activators are selected from: Chalcone derivatives as
disclosed in J. Med. Chem., 2011, 54 (12), pp 4147-4159, such as 2-
trifluoromethyl-2’-methoxychalcone, auranofin (as contained in FDA approved

drug Ridaura), ebselen, 1,2-naphthoquinone, cynnamic aldehyde, caffeic acid and
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its esters, curcumin, reservatrol, artesunate, tert-butylhydroquinone, and —quinone,
(tBHQ, tBQ), vitamins K1, K2 and K3, preferably menadione, fumaric acid esters,
i.e. fumaric acid mono- and/or diester which is preferably selected from the group
of monoalkyl hydrogen fumarate and dialkyl fumarate, such as monomethyl
hydrogen fumarate, dimethyl fumarate, monoethyl hydrogen fumarate, and diethyl
fumarate, 2-cyclopentenones, , cthacrynic acid and its alkyl esters, bardoxolone
methyl (methyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-oate) (CDDO-Me, RTA
402), ethyl  2-cyano-3,12-dioxooleana-1,9(11)dien-28-0ate,  2-cyano-3,12-
dioxooleana-1,9(11)dien-28-0ic acid (CDDO), 1[2-Cyano-3,12-dioxooleana-
1,9(11)-dien-28-oyl]imidazole (CDDO-Im), (2-cyano-N-methyl-3,12-dioxooleana-
1,9(11)-dien-28 amide (CDDO-methyl amide, CDDO-MA), isothiocyanate such as
sulforaphane, 1,2-dithiole-3-thione such as oltipraz, capsaicin, 3,5-di-tert-butyl-4-
hydroxytoluene, 3-hydroxycoumarin, cromolyn sodium or any other salt therof or
nedocromil or its salt such as the sodium salt, 4-hydroxynonenal, 4-oxononenal,
malondialdehyde, (E)-2-hexenal, capsaicin, allicin, allylisothiocyanate, 6-
methylthiohexyl isothiocyanate, 7-methylthioheptyl isothiocyanate, sulforaphane,
8-methylthiooctyl isothiocyanate, corticosteroids, such as dexamethasone, 8-iso
prostaglandin A2, alkyl pyruvate, such as methyl and ethyl pyruvate, diethyl or
dimethyl  oxaloproprionate,  2-acetamidoacrylate, —methyl or  ethyl-2-
acetamidoacrylate, hypoestoxide, parthenolide, eriodictyol, 4-Hydroxy-2-nonenal,
4-ox0-2nonenal, geranial, zerumbone, aurone, isoliquiritigenin, xanthohumol, [10]-
Shogaol, eugenol, 1’-acetoxychavicol acetate, allyl isothiocyanate, benzyl
isothiocyanate, phenethyl isothiocyanate, 4-(Methylthio)-3-butenyl isothiocyanate
and 6-Methylsulfinylhexyl isothiocyanate, ferulic acid and its esters, such as ferulic
acid ethyl ester, and ferulic acid methyl ester, sofalcone, 4-methyl daphnetin,
imperatorin,  auraptene,  poncimarin,  bis[2-hydroxybenzylidene]acetones,
alicylcurcuminoid, 4 -bromo flavone, f-naphthoflavone, sappanone A, aurones and
its corresponding indole derivatives such as benzylidene-indolin-2-ones,
perillaldehyde, quercetin, fisetin, koparin, genistein, tanshinone I1A, BHA, BHT,
PMX-290, AL-1, avicin D, gedunin, fisetin, andrographolide, [(+)-(4bS,8aR,10aS)-
10a-cthynyl-4b,8,8-trimethyl-3,7-dioxo-3,4b,7,8,8a,9,10,10a-

octahydrophenanthrene-2,6-dicarbonitrile] (TBE-31), 2-cyano-3,12-dioxooleana-
1,9(11)-dien-28-onitrile (TP-225), [(£)-(4bS,8aR,10aS)-10a-cthynyl-4b,8,8-
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trimethyl-3,7-dioxo-3,4b,7,8,8a,9,10,10a-octahydrophenanthrene-2,6-
dicarbonitrile] (TBE-31), (TP-225), MCE-1, MCES5, ADT as referred to in in
Medicinal Research Reviews, 32, No. 4, 687-726, 2012, gallic acid esters, such as
alkyl esters, preferably ethyl gallate, n-propyl gallate and octyl gallate, or
epigallocatechingallate, caffeic acid esters such as alkyl esters or its phenethyl
ester, Coenzyme Q10 (Ubiquinone, Ubidecarenone), and the respective quinone or
hydroquinone forms of the aforementioned quinone and hydroquinone derivatives
and stereoisomers, tautomers or pharmacologically active derivatives of the
aforementioned agents, such as the respective phenyl esters, alkyl esters, alkanoyl
esters and benzoyl esters, phenyl ethers and alkyl ethers.

Very preferred Nrf2 activators are selected from: carnosic acid, 2-
naphthoquinone, cynnamic aldchyde, caffeic acid and its esters, curcumin,
reservatrol, artesunate, tert-butylhydroquinone, vitamins K1, K2 and K3, fumaric
acid esters, i.e. fumaric acid mono- and/or diester which is preferably selected from
the group of monoalkyl hydrogen fumarate and dialkyl fumarate, such as
monomethyl hydrogen fumarate, dimethyl fumarate, monoethyl hydrogen fumarate,
and diethyl fumarate, isothiocyanate such as sulforaphane, 1,2-dithiole-3-thione
such as oltipraz, capsaicin, 3,5-di-tert-butyl-4-hydroxytoluene, 3-hydroxycoumarin,
4-hydroxynonenal, 4-oxononenal, malondialdehyde, (E)-2-hexenal, capsaicin,
allicin, allylisothiocyanate, 6-methylthiohexyl isothiocyanate, 7-methylthioheptyl
isothiocyanate, sulforaphane, 8-methylthiooctyl isothiocyanate, 8-iso prostaglandin
A2, alkyl pyruvate, such as methyl and ethyl pyruvate, diethyl or dimethyl
oxaloproprionate, 2-acetamidoacrylate, methyl or -ethyl-2-acetamidoacrylate,
hypoestoxide, parthenolide, eriodictyol, 4-Hydroxy-2-nonenal, 4-oxo-2nonenal,
geranial, zerumbone, aurone, isoliquiritigenin, xanthohumol, [10]-Shogaol,
eugenol, 1’-acetoxychavicol acetate, allyl isothiocyanate, benzyl isothiocyanate,
phenethyl isothiocyanate, 4-(Methylthio)-3-butenyl isothiocyanate and 6-
Methylsulfinylhexyl isothiocyanate and the respective quinone or hydroquinone
forms of the aforementioned quinone and hydroquinone derivatives, and
sterecoisomers, tautomers or pharmacologically active derivatives of the
aforementioncd agents. Very preferred Nrf2 activators arc Michael reaction
acceptors such as dimethyl fumarate, monomethyl hydrogen fumarate

isothiocyanates and 1,2-dithiole-3- thiones. In another embodiment, very preferred
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Nrf2 activators are selected from monomethyl hydrogen fumarate, dimethyl
fumarate, oltipraz, 1,2-naphthoquinone, tert-butylhydroquinone, methyl or ethyl
pyruvate, 3,5-di-tert-butyl-4-hydroxytoluene, diethyl and dimethyl
oxaloproprionate, hypoestoxide, parthenolide, eriodictyol, 4-Hydroxy-2-nonenal, 4-
oxo-2nonenal, geranial, zerumbone, aurone, isoliquiritigenin, xanthohumol, [10]-
Shogaol, cugenol, 1°’-acctoxychavicol acetate, allyl isothiocyanate, benzyl
isothiocyanate, phenethyl isothiocyanate, 4-(Methylthio)-3-butenyl isothiocyanate
and 6-Methylsulfinylhexyl! isothiocyanate.

Another group of preferred Nrf2 activators is comprising the preferred Nrf2
activators fumaric acid esters, bardoxolone methyl (methyl 2-cyano-3,12-
dioxooleana-1,9(11)dien-28-oate, CDDO-Me, RTA 402), ethyl 2-cyano-3,12-
dioxooleana-1,9(11)dien-28-oate, 2-cyano-3,12-dioxooleana-1,9(11)dien-28-oic
acid (CDDO), 1[2-Cyano-3,12-dioxooleana-1,9(11)-dien-28-oyl]imidazole
(CDDO-Im), 2-cyano-N-methyl-3,12-dioxooleana-1,9(11)-dien-28 amide (CDDO-
methyl amide, CDDO-MA), [(£)-(4bS,8aR,10aS)-10a-cthynyl-4b,8,8-trimethyl-
3,7-diox0-3,4b,7,8,82,9,10,10a-octahydrophenanthrene-2,6-dicarbonitrile]  (TBE-
31), 2-cyano-3,12-dioxooleana-1,9(11)-dien-28-onitrile (TP-225), 3-tert-butyl-4-
hydroxyanisole, 2-tert-butyl-4-hydroxyanisole (BHA), tert-butylquinone (tBQ),
tert-butylhydroquinone (tBHQ), 3,5-di-tert-butyl-4-hydroxytoluene (BHT), 2,6-Di-
tert-butyl-4-methylene-2,5-cyclohexadien-1-one (2,6-Di-tert-butylquinone methide,
BHT-quinone methide), ethoxyquin, gallic acid esters, alpha lipoic acid and its
esters, such as alkyl esters, preferably lipoic acid etyl ester, curcumin, reservatrol,
menadione, cinnamic aldehyde, cinnamic acid esters, caffeic acid esters, cafestol,
kahweol, lycopene, carnosol, sulforaphane, oltipraz, capsaicin (8-Methyl-N-
vanillyl-trans-6-nonenamide), 5-(4-methoxy-phenyl)-1,2-dithiole-3-thione (ADT),
sulfasalazine, S5-aminosalicylic acid (mesalamine), S5-amino-2-hydroxy-benzoic
acid  4-(5-thioxo-5H-[1,2]dithiol-3-yl)-phenyl  ester  (ATB-429), allicin,
allylisothiocyanate, zerumbone, phenethyl isothiocyanate, benzyl isothiocyanate, 6-
methylsulfinylhexyl isothiocyanate as well as alkyl and alkanoyl esters, alkyl
ethers, stereoisomers, tautomers and salts of the aforementioned agents.

In an cven more preferred embodiment of the present invention, the Nrf2
activator is selected from the group of fumaric acid esters, 3-tert-butyl-4-

hydroxyanisole, 2-tert-butyl-4-hydroxyanisole (BHA), tert-butylquinone (tBQ),
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tert-butylhydroquinone (tBHQ), 3,5-di-tert-butyl-4-hydroxytoluene (BHT), 2,6-Di-
tert-butyl-4-methylene-2,5-cyclohexadien-1-one (2,6-Di-tert-butylquinone methide,
BHT-quinone methide), ethoxyquin, gallic acid esters, curcumin, reservatrol,
menadione, cinnamic aldehyde, cinnamic acid esters, caffeic acid esters, cafestol,
kahweol, lycopene, carnosol, sulforaphane, oltipraz, 5-(4-methoxy-phenyl)-1,2-
dithiole-3-thione (ADT), sulfasalazine, 5-aminosalicylic acid (mesalamine), 5-
amino-2-hydroxy-benzoic acid 4-(5-thioxo-SH-[1,2]dithiol-3-yl)-phenyl ester
(ATB-429), allicin, allylisothiocyanate, zerumbone, phenethyl isothiocyanate,
benzyl isothiocyanate, 6-methylsulfinylhexyl isothiocyanate as well as alkyl and
alkanoyl esters, alkyl ethers, stercoisomers, tautomers and salts of the
aforementioned agents. These preferred aforementioned Nrf2 activators have no or
no significant agonistic activity or significant effect on PPAR gamma.

In a further embodiment of the present invention, the Nrf2 activator is
auranofin. Auranofin is preferably used according to the invention with a glitazone,
more preferably pioglitazone or rosiglitazone.

In a further embodiment of the present invention, the Nrf2 activator is
selected from sulfasalazine or 5-aminosalicylic acid (mesalamine). Sulfasalazine or
5-aminosalicylic acid (mesalamine) is preferably used according to the invention

with a glitazone, more preferably pioglitazone or rosiglitazone.

It is particularly advantageous that the use of the PPAR gamma agonist and
the Nrf2 activator according to the present invention may allow for the maximum
dosage of each agent when used in mono-therapy, which result in maximal
therapeutic effect. No or only very limited increase in adverse side effects known
for the individual PPAR gamma agonist or the Nrf2 activator can be observed. It
may also be advantageous to reduce the dose of one or both of the agents employed
in the combination treatment of the present invention. Thus, side effects that may
be observed in mono-therapy with the agents may be avoided or reduced.
Throughout the specification, the term “pharmacologically active derivatives”
denotes preferably salts, amides and esters, such as alkylesters including methyl
and cthyl esters, of phamacologically active acids and alkanoic acid esters and

ethers of pharmocologically active alcohols, such as acetic acid esters and methyl
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cthers as well as alkanoic acid amides of pharmocologically active amines, such as
the respective acetic acid amide.

The combination treatment of the present invention can be further combined
with treatments and medicaments that are generally used in the various indications
as a standard treatment. In the treatment of multiple sclerosis for example, the
combination treatment of the present invention can be further combined with
interferon, such as interfernon beta 1b or interferon beta 1a (Rebif, Avonex) or
glatiramer acetate (Copaxone), a sphingosine 1-phosphate receptor modulator, such
as Fingolimod (Gilenya) and/or methotrexate. The combination treatment of the
present invention can be further combined with RXR specific ligands, such as 9-
cis- retinoic acid (RA) in order to obtain even further improved results, particularly
in the treatment of psoriasis.

The combination therapy of the present invention can, especially for the
treatment of Parkinson’s disease be further combined with established therapeutic
agents well known in the art for the disease, such as levodopa, usually combined
with a dopa decarboxylase inhibitor such as carbidopa or benserazide or a COMT
inhibitor, such as entacapone, tolcapone or nitecapone. Moreover, the combination
therapy of the present invention can be further combined with dopamine agonists,
such as bromocriptine, pergolide, pramipexole, ropinirole, piribedil, cabergoline,
apomorphine or lisuride or rotigotine and MAO-B inhibitors such as selegiline or
rasagiline.

The combination therapy according to the present invention may be
administered as a simultaneous or sequential regimen, also referred to as co-
administration. When administered sequentially, the combination may be
administered in two or more administrations. It is also possible to combine any
PPAR gamma agonist with an Nrf2 activator in a unitary dosage form for
simultaneous or sequential administration to a patient.

In general, for compositions containing fumaric acid esters, an
administration twice daily (BID) or thrice daily (TID) is preferred. The dosages of
the individual agents are adjusted accordingly.

Co-administration of a PPAR gamma agonist with an Nrf2 activator
according to the invention generally and preferably refers to simultaneous or

sequential administration of a PPAR gamma agonist and an Nrf2 activator, such
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that therapeutically effective amounts of the PPAR gamma agonist and the Nrf2
activator are both present at the same time in the body of the patient.

Co-administration includes simultaneous administration and administration
of the an agent according to the invention before or after administration of the other
agent, for example, administration of both agents according to the invention within
seconds, minutes, or hours. In one embodiment, the first agent is administered,
followed, after a period of hours, e.g., 0.25-12 hours, preferably 0.5 to 3 hours most
preferably 1 to 2 hours), by administration of the second agent.

The combination therapy and co-administration according to the invention
frequently provides “synergy” and “‘synergistic effect”, i.e. the therapeutic effect
achieved when the PPAR gamma agonist and the Nrf2 activator are used together is
more than additive, i.e. greater than the sum of the effects that result from using
each agent alone.

An appropriate dose of a PPAR agonist and an Nrf2 activator or
pharmaceutical composition comprising a PPAR agonist and an Nrf2 activator for
use in the present invention, may be determined according to any one of several
well-established protocols. For example, animal studies such as studies using mice,
rats, dogs, and/or monkeys may be used to determine an appropriate dose of a
pharmaceutical compound. Results from animal studies may be extrapolated to
determine doses for use in other species, such as for example, humans.

In general, a preferred PPAR gamma agonist is administered in combination
with a preferred Nrf2 activator according to the invention, preferably orally, in
daily dosages of 0.01 mg to 50 mg per kg body weight, dependent on the activity
and safety of the respective PPAR gamma agonist. If not indicated otherwise, the
dosages given above and below reflect the amount of free base of the PPAR gamma
agonist, even if used in form of the maleate or another acid addition salt.

Preferred Nrf 2 activators are bardoxolone methyl and dialkyl fumarate such
as dimethyl fumarate and diethyl fumarate.

The dialkyl fumarates to be used according to the invention are prepared by
processes known in the art (see, for example, EP 0 312 697).

Preferably, the active ingredients, i.e. the agents, arc used for preparing oral
preparations in the form of tablets, micro-tablets, pellets or granulates, optionally in

capsules or sachets. Preparations in the form of micro-tablets or pellets, optionally
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filled in capsules or sachets are preferred and are also a subject matter of the
invention. According to a preferred embodiment, the size or the mean diameter,
respectively, of the pellets or micro-tablets is in the range from 300 to 2,000 um,
especially in the range of 500 or 1,000 pum.

The oral preparations may be provided with an enteric coating. Capsules
may be soft or hard gelatine capsules.

The dialkyl fumarates used according to the invention may be used alone or
as a mixture of several compounds, optionally in combination with the customary
carriers and excipients. The amounts to be used are selected in such a manner that
the preparations, such as tablets, obtained contain the active ingredient in an
amount corresponding to 10 to 300 mg of fumaric acid per dosage unit.

Preferred preparations according to the invention contain a total amount of
10 to 300 mg of dimethyl fumarate and/or diethyl fumarate.

Fixed-dose combinations of a PPAR agonist and preferably a PPAR gamma
agonist with an Nrf2 activator are preferred. Fixed-dose combinations of
rosiglitazone with dimethyl fumarate and rosiglitazone with bardoxolone methyl
are particularly preferred. Fixed-dose combinations of pioglitazone with dimethyl
fumarate and rosiglitazone with bardoxolone methyl are particularly preferred.

In particular, rosiglitazone is preferably administered according to the
invention in form of its maleate in daily dosages of 0.01 to 0.2 mg per kg body
weight, more preferably in daily dosages of 0.02 to 0.16 mg per kg body weight
and most preferably in daily dosages of 0.025 mg to 0.14 mg per kg body weight,
such as in daily dosages of 0.03 mg, 0.06 mg or 0.12 mg per kg body weight. Daily
oral dosages of 2 mg, 4 mg and 8 mg rosiglitazone per patient are particularly
preferred. | |

In particular, pioglitazone is preferably administered according to the
invention in form of its hydrochloride in daily dosages of 0.05 to 1 mg per kg body
weight, more preferably in daily dosages of 0.1 to 0.8 mg per kg body weight and
most preferably in daily dosages of 0.15 mg to 0.7 mg per kg body weight, such as
in daily dosages of about 0.2 mg, about 0.4 mg or about 0.6 mg per kg body weight.
Daily oral dosages of about 15 mg, about 30 mg and about 45 mg pioglitazone per

patient are particularly preferred.
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In particular, ciglitazone or troglitazonc are preferably administered
according to the invention in daily dosages of 1 to 20 mg per kg body weight, more
preferably in daily dosages of 2 to 15 mg per kg body weight and most preferably
in daily dosages of 3 mg to 10 mg per kg body weight. Oral dosages are
particularly preferred.

In general, a preferred Nrf2 activator is administered in combination with a
preferred PPAR gamma agonist, preferably orally, in daily dosages of 0.1 mg to 20
mg per kg body weight, dependent on the activity and safety of the respective Nrf2
activator.

In particular, bardoxolone methyl is preferably administered according to
the invention in daily dosages of 0.1 to 3 mg per kg body weight, more preferably
in daily dosages of 0.2 to 2.5 mg per kg body weight and most preferably in daily
dosages of 0.3 mg to 2.2 mg per kg body weight, such as in daily dosages of about
0.35 mg, about 1.1 mg or about 2 mg per kg body weight. Daily oral dosages of
about 25 mg, about 75 mg and about 150 mg bardoxolone methyl per patient are
particularly preferred.

In particular, dimethyl fumarate is preferably administered according to the
invention in daily dosages of 1 to 20 mg per kg body weight, more preferably in
daily dosages of 2 to 15 mg per kg body weight and most preferably in daily
dosages of 3 mg to 12 mg per kg body weight, such as in daily dosages of about 3.4
mg, about 7 mg or about 10 mg per kg body weight. Daily oral dosages of about
240 mg, about 480 mg and about 720 mg dimethyl fumarate per patient are
particularly preferred.

The ratio between the dosages of the PPAR gamma agonist and the Nrf2
activator used in the combinations according to the present invention, depends on
the activity of the particular PPAR gamma agonist and Nrf2 activator selected.

Daily oral dosages of 2 mg, 4 mg and 8 mg rosiglitazone per patient are
particularly preferred.

Daily oral dosages of about 20 mg, about 25 mg, about 75 mg and about
150 mg bardoxolone methyl per patient are particularly preferred. In case
bardoxolone methyl is employed in amorphous form, daily dosages of about 20 mg

per patient are most preferred.
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Daily oral dosages of about 120 mg, about 240 mg, about 360 mg, about
480 mg, about 600 mg and about 720 mg dimethyl fumarate per patient are
particularly preferred.

If the Nrf2 activator is dimethyl fumarate, once or twice daily dosing is
preferred.

Preferred dosage forms and in particular oral dosage forms such as tablets or
capsules may contain:

For daily administration, dosage forms such as tablets or capsules may
contain preferably about 2 mg rosiglitazone and about 25 mg bardoxolone methyl
or about 2 mg rosiglitazone and about 75 mg bardoxolone methyl or about 2 mg
rosiglitazone and about 150 mg bardoxolone methyl or about 4 mg rosiglitazone
and about 25 mg bardoxolone methyl or about 4 mg rosiglitazone and about 75 mg
bardoxolone methyl or about 4 mg rosiglitazone and about 150 mg bardoxolone
methyl or about 8 mg rosiglitazone and about 25 mg bardoxolone methyl or about 8
mg rosiglitazone and about 75 mg bardoxolone methyl or about 8 mg rosiglitazone
and about 150 mg bardoxolone methyl. Most preferably, a dosage form may
contain about 8 mg rosiglitazone and about 150 mg bardoxolone methyl.

For administration three times daily, preferred dosage forms such as tablets
or capsules may contain about 0.7 mg, preferably about 0.67 mg, rosiglitazone and
240 mg dimethyl fumarate or about 1.3 mg, preferably about 1.33 mg, rosiglitazone
and about 240 mg dimethyl fumarate or about 2.7 mg preferably about 2.67 mg,
rosiglitazone and about 240 mg dimethyl fumarate or about 0.7 mg, preferably
about 0.67 mg, rosiglitazone and 120 mg dimethyl fumarate or about 1.3 mg,
preferably about 1.33 mg, rosiglitazone and about 120 mg dimethyl fumarate or
about 2.7 mg preferably about 2.67 mg, rosiglitazone and about 120 mg dimethyl
fumarate. Most preferably, a dosage form may contain about 2.7 mg preferably
about 2.67 mg, rosiglitazone and about 240 mg dimethyl fumarate.

For administration two times daily, preferred dosage forms such as tablets
or capsules may contain about 1 mg rosiglitazone and about 240 mg dimethyl
fumarate or about 2 mg rosiglitazone and about 240 mg dimethyl fumarate or about
4 mg rosiglitazone and about 240 mg dimethyl fumarate.

For daily administration, dosage forms such as tablets or capsules may

contain preferably about 15 mg pioglitazone and about 25 mg bardoxolone methyl
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or about 15 mg pioglitazone and about 75 mg bardoxolone methyl or about 15 mg
pioglitazone and about 150 mg bardoxolone methyl or about 30 mg pioglitazone
and about 25 mg bardoxolone methyl or about 30 mg pioglitazone and about 75 mg
bardoxolone methyl or about 30 mg pioglitazone and about 150 mg bardoxolone
methyl or about 45 mg pioglitazone and about 25 mg bardoxolone methyl or about
45 mg pioglitazone and about 75 mg bardoxolone methyl or about 45 mg
pioglitazone and about 150 mg bardoxolone methyl. Most preferably, a dosage
form may contain about 45 mg pioglitazone and about 150 mg bardoxolone methyl.

For administration three times daily, preferred dosage forms such as tablets
or capsules may contain about 5 mg pioglitazone and 240 mg dimethyl fumarate or
about 10 mg pioglitazone and about 240 mg dimethyl fumarate or about 15 mg
pioglitazone and about 240 mg dimethyl fumarate or about 5 mg pioglitazone and
120 mg dimethyl fumarate or about 10 mg pioglitazone and about 120 mg dimethyl
fumarate or about 15 mg pioglitazone and about 120 mg dimethyl fumarate, Most
preferably, a dosage form may contain about 15 mg pioglitazone and about 240 mg
dimethyl fumarate.

For administration two times daily, preferred dosage forms such as tablets
or capsules may contain about 7.5 mg pioglitazone and about 240 mg dimethyl
fumarate or about 15 mg pioglitazone and about 240 mg dimethyl fumarate or
about 22.5 mg pioglitazone and about 240 mg dimethyl fumarate.

Moreover, pharmaceutical compositions according to the present invention
are preferred which comprise as a PPAR gamma agonist about 5 mg, about 7.5 mg,
about 10 mg, about 15 mg, about 20 mg, about 22.5 mg or about 25 mg of
pioglitazone. Also, pharmaceutical compositions according to the present invention
are preferred which comprise as a PPAR gamma agonist about 0.7 mg, about 1 mg,
about 1.3 mg, about 2 mg, about 2.7 mg, about 3 mg, about 3.5 mg, about 4 or
about 5 mg of rosiglitazone.

Pharmaceutical compositions according to the present invention are
preferred which comprise about 120 mg, about 200 mg or about 240 mg of
dimethyl fumarate.

In particular, atorvastatin is preferably administered according to the
invention in form of its calcium salt in daily oral dosages of about 10, about 20,

about 40 or about 80 mg per patient. Preferably, atorvastatin is combined in the
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above dosages with dimethylfumarate in dosages of about 120, about 240 or about
360, about 480 or about 720 mg per day. Most preferred are combinations
containing about 20 mg or about 40 mg of atorvastatin in form of its calcium salt,
and about 240 mg dimethyl fumarate.

In a further embodiment, atorvastatin is combined in the above dosages with
bardoxolone methyl in its amorphous form in dosages of about 20 mg per day.
Most preferred are combinations containing about 40 mg or about 80 mg of
atorvastatin in form of its calcium salt, and about 20 mg bardoxolone methyl in its
amorphous form.

In particular, losartan is preferably administered according to the invention
in daily oral dosages of about 25, about 50, about 75 or about 100 mg per patient.
Preferably, losartan is combined in the above dosages with dimethylfumarate in
dosages of about 120, about 240 or about 360, about 480 or about 720 mg per day.
Most preferred are combinations containing about 25 mg or about 50 mg of
losartan, and about 240 mg dimethyl fumarate. The combination is preferably
administered twice daily. The combination treatments of sartanes and preferably
losartan, irbesartan, telmisartan and candesartan with Nrf2 activators such as
dimehtyl fumarate and bardoxolone methyl are particularly effective for the
treatment of diabetic nephropathy (kidney damage due to diabetes) and chronic
kidney disease, but also for the treatment of multiple sclerosis.

In a further example, losartan is combined in the above dosages with
bardoxolone methyl in its amorphous form in dosages of about 20 mg per day.
Most preferred are combinations containing about 25 mg or about 50 mg of
losartan, and about 20 mg bardoxolone methyl in its amorphous form. The
combination is preferably administered once daily.

In particular, ibuprofen is preferably administered according to the
invention in daily dosages that are applicable to the monotherapy with ibuprofen,
such as about 600 mg, about 800 mg or about 1200 mg or about 2400 mg per
patient. Most preferred are combinations containing about 600 mg of ibuprofen and
about 240 mg dimethyl fumarate. The combination is preferably administered twice
daily.

In a further example, ibuprofen is combined in the above dosages with

bardoxolone methyl in its amorphous form in dosages of about 20 mg per day.
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Most preferred are combinations containing about 800 mg of ibuprofen, and about
20 mg bardoxolone methyl in its amorphous form. The combination is preferably
administered once daily.

Preferred ratios between rosiglitazone and dimethyl fumarate are selected
from 1/20 to 1/400 (w/w, rosiglitazone/dimethyl fumarate), preferably from 1/25 to
380, more preferably from 1/28 to 1/360. Most preferably the ratios are about 1/30,
about 1/45, such as about 1/44.4, about 1/60, about 1/90, such as about 1/88.9 or
about 1/92.3, about 1/120, about 1/180, such as 1/171.4 or 1/184.6, about 1/240,
about 1/340, such as about 1/342.9.

Preferred ratios between pioglitazone and dimethyl fumarate are selected
from 1/3 to 1/60 (w/w, pioglitazone/dimethyl fumarate), preferably from 1/4 to
1/55, more preferably from 1/5 to 1/52. Most preferably the ratios are about 1/5.3,
about 1/8, about 1/10, such as 1/10.7, about 1/12, about 1/16, about 1/24, about
1/32, about 1 to 48.

In general, ratios between rosiglitazone and bardoxolone methyl are selected
from 1/1 to 1/100 (w/w, rosiglitazone/bardoxolone methyl), preferably from 1/1.5
to 1/80, more preferably from 1/2 to 1/75. Most preferably the ratios are about
1/2.5, such as about 1/3.1 or about 1/5, such as 1/6.3, about 1/10, such as about
1/9.4 or about 1/12.5, about 1/20, such as 1/18.8, about 1/40, such as about 1/37.5,
about 1/70, such as about 1/75.

In general, ratios between pioglitazone and bardoxolone methyl are selected
from 1/0.1 to 1/20 (w/w, pioglitazone/bardoxolone methyl), preferably from 1/0.3
to 1/15, more preferably from 1/0.4 to 1/12. Most preférably the ratios are about
1/0.5, such as about 1/0.4 or about 1/0.6 or about 1/0.7, or about 1/0.8, about 1/2,
such as about 1/1.7 or about 1/2.5, about 1/3, such as about 1/3.3, about 1/5 or
about 1/10.

In preferred embodiments of the present invention, amorphic bardoxolone
methyl is employed more preferably in a pharmaceutical formulation comprising
amorphous bardoxolone methyl, preferably obtained as spray-dried dispersion with
a glass-forming excipient, such as methacrylic acid copolymer Type C, USP, e.g. in
a 4/6 weight ratio of bardoxolone methyl to methacrylic acid copolymer Type C,
USP (Eurdagit), more preferably admixed with particles comprised of at least one

hydrophilic binder, such as hydroxypropylmethylcellulose, according to
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US2012/022156. Preferred compositions of bardoxolone methyl according to the
present invention, also contain a surface active ingredient, such as sodium lauryl
sulfate, preferably in amounts of about 1 to 5 weight %, preferably about 3%, such
as 2.73%, of the total composition.

In preferred embodiments, amorphous bardoxolone methyl is administered
according to the invention in daily dosages of 0.05 to 1 mg per kg body weight,
more preferably in dosages of 0.1 to 0.8 mg per kg body weight and most
preferably in dosages of 0.2 mg to 0.6 mg per kg body weight, such as in daily
dosages of about 0.15 mg, about 0.25 mg or about 0.35 mg per kg body weight.
Daily oral dosages of about 10 mg, about 20 mg, and about 30 mg bardoxolone
methyl per patient are particularly preferred.

For daily administration of amorphous bardoxolone methyl, the following
dosages are employed per patient: About 2 mg rosiglitazone and about 10 mg
bardoxolone methyl or about 2 mg rosiglitazone and about 20 mg bardoxolone
methyl or about 2 mg rosiglitazone and about 30 mg bardoxolone methyl or about 4
mg rosiglitazone and about 10 mg bardoxolone methyl or about 4 mg rosiglitazone
and about 20 mg bardoxolone methyl or about 4 mg rosiglitazone and about 30 mg
bardoxolone methyl or about 8 mg rosiglitazone and about 10 mg bardoxolone
methyl or about 8 mg rosiglitazone and about 20 mg bardoxolone methyl or about 8
mg rosiglitazone and about 30 mg bardoxolone methyl. Most preferably, about 8
mg rosiglitazone and about 20 mg bardoxolone methyl are employed. In particular
it is preferred if the above amounts are used in a fixed dose combination, i.e. in a
solid oral dosage form.

Alternatively, for daily administration or amorphous bardoxolone methyl,
the following dosages are employed per patient: About 15 mg pioglitazone and
about 10 mg bardoxolone methyl or about 15 mg pioglitazone and about 20 mg
bardoxolone methyl or about 15 mg pioglitazone and about 30 mg bardoxolone
methyl or about 30 mg pioglitazone and about 10 mg bardoxolone methyl or about
30 mg pioglitazone and about 20 mg bardoxolone methyl or about 30 mg
pioglitazone and about 30 mg bardoxolone methyl or about 45 mg pioglitazone and
about 10 mg bardoxolone methyl or about 45 mg pioglitazone and about 20 mg
bardoxolone methyl or about 45 mg pioglitazone and about 30 mg bardoxolone

methyl. Most preferably, about 45 mg pioglitazone and about 20 mg bardoxolone
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methyl are employed. Most preferably, about 8 mg rosiglitazone and about 20 mg
bardoxolone methyl are employed. In particular it is preferred if the above amounts
are used in a fixed dose combination, i.e. in a solid oral dosage form.

In preferred embodiments of the present invention, where bardoxolone
methyl is employed in amorphic form, preferred ratios between rosiglitazone and
bardoxolone methyl are from 1/1 to 1/20 (“/” indicates “to” throughout this
application, when a ratio is concerned, w/w, rosiglitazone/bardoxolone methyl),
preferably from 1/1.1 to 1/17 , more preferably from 1/1.2 to 1/16. Most preferably
the ratios are about 1/1.3, such as about 1/1.25, about 1/2.5, about 1/3.5, such as
1/3.75, about 1/5, about 7.5, about 1/10.

In further In preferred embodiments of the present invention, where
bardoxolone methyl is employed in amorphic form, preferred ratios between
pioglitazone and bardoxolone methyl are from 1/0.1 to 1/3 (w/w,
pioglitazone/bardoxolone methyl), preferably from 1/0.15 to 1/2.5, more preferably
from 1/0.2 to 1/2.2. Most preferably the ratios are about 1/0.2, such as about 1/0.22,
about 1/0.3, such as about 1/0.33, about 1/0.4, such as about 1/0.44, about 1/0.7,
such as about 1/0.67, about 1/1 or about 1/2.

Dosage forms and in particular oral dosage forms such as tablets or capsules
containing both a PPAR gamma agonist and a Nrf2 activator in a fixed dose
combination comprising the above compositions in the given ratios and especially
those containing amorphic bardoxolone methyl, are preferred.

Fixed dose combinations, such as tablets containing the active ingredients in
the above amounts and ratios, are most preferred.

Pharmaceutical compositions provided by the present disclosure may
comprise a therapeutically effective amount of a PPAR gamma agonist and an Nrf2
activator together with a suitable amount of one or more pharmaceutically
acceptable vehicles so as to provide a composition for proper administration to a
patient. Suitable pharmaceutical vehicles are described in the art.

In certain embodiments, a PPAR gamma agonist and an Nrf2 activator may
together be incorporated into pharmaceutical compositions to be administered
orally. Oral administration of such pharmaccutical compositions may result in
uptake of the PPAR gamma agonist and the Nrf2 activator throughout the intestine

and entry into the systemic circulation. Such oral compositions may be prepared in



10

15

20

25

30

WO 2013/092269 PCT/EP2012/074915

35

a manner known in the pharmaccutical art and comprise a PPAR gamma agonist
and an Nrf2 activator and at least one pharmaceutically acceptable vehicle. Oral
pharmaceutical compositions may include a therapeutically effective amount of a
PPAR gamma agonist and an Nrf2 activator and a suitable amount of a
pharmaceutically acceptable vehicle, so as to provide an appropriate form for
administration to a patient.

A PPAR gamma agonist and an Nrf2 activator may together be incorporated
into pharmaceutical compositions to be administered by any other appropriate route
of administration including intradermal, intramuscular, intraperitoneal, intravenous,
subcutaneous, intranasal, epidural, oral, sublingual, intracerebral, intravaginal,
transdermal, rectal, inhalation, or topical.

In one embodiment of the present invention, a topical formulation is
provided, containing a PPAR agonist, such as a glitazone like pioglitazone or
rosiglitazone and an Nrft2 activator, preferably Nrf2 activator that does not or only
rarely cause a allergic skin reaction, such as bardoxolone methyl, CDDO, CDDO-
IM, CDDO-MA, TP-225, menadione, vitamin K1, BHA, BHT, tBHQ, tBQ,
curcumin, reservatrol, cynnamic aldehyde or oltipraz. The topical formulation is
preferably used in the treatment of psoriasis, acne, rosacea and skin rash such as
skin rash caused by EGFR inhibitors like cetuximab,zalutumumab, nimotuzumab,
and matuzumab. gefitinib, erlotinib, and lapatinib. The formulations are prepared
with customary ingredients and processes known in the art and/or disclosed herein.

Pharmaceutical compositions comprising a PPAR gamma agonist and an
Nrf2 activator may be manufactured by means of conventional mixing, dissolving,
granulating, dragee-making, levigating, emulsifying, encapsulating, entrapping, or
lyophilizing processes. Pharmaceutical compositions may be formulated in a
conventional manner using one or more physiologically acceptable carriers,
diluents, excipients, or auxiliaries, which facilitate processing of the PPAR gamma
agonist and the Nrf2 activator or crystalline forms thereof and one or more
pharmaceutically acceptable vehicles into formulations that can be used
pharmaceutically. Proper formulation is dependent upon the route of administration
chosen. Pharmaceutical compositions provided by the present disclosure may take
the form of solutions, suspensions, emulsion, tablets, pills, pellets, capsules,

capsules containing liquids, powders, sustained-release formulations, suppositories,
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emulsions, acrosols, sprays, suspensions, or any other form suitable for
administration to a patient. Pharmaceutical compositions provided by the present
disclosure may be formulated in a unit dosage form. A unit dosage form refers to a
physically discrete unit suitable as a unitary dose for patients undergoing treatment,
with each unit containing a predetermined quantity of a PPAR gamma agonist and
an Nrf2 activator calculated to produce an intended therapeutic effect. A unit
dosage form may be for a single daily dose, for administration 2 times per day, or
one of multiple daily doses, e.g2., 3 or more times per day. When multiple daily
doses are used, a unit dosage form may be the same or different for each dose. One
or more dosage forms may comprise a dose, which may be administered to a
patient at a single point in time or during a time interval.

Pharmaceutical compositions comprising a PPAR gamma agonist and an
Nrf2 activator may be formulated for immediate release or controlled or sustained
or delayed release.

In certain embodiments, an oral dosage form provided by the present
disclosure may be a controlled release dosage form. Controlled delivery
technologies can improve the absorption of a drug in a particular region or regions
of the gastrointestinal tract. Controlled drug delivery systems may be designed to
deliver a drug in such a way that the drug level is maintained within a
therapeutically effective window and effective and safe blood levels are maintained
for a period as long as the system continues to deliver the drug with a particular
release profile in the gastrointestinal tract. Controlled drug delivery may produce
substantially constant blood levels of the PPAR gamma agonist and the Nrf2
activator over a period of time as compared to fluctuations observed with
immediate release dosage forms. For some PPAR gamma agonists and Nrf2
activators, maintaining a constant blood and tissue concentration throughout the
course of therapy is the most desirable mode of treatment. Immediate release of the
PPAR gamma agonist and the Nrf2 activator may cause blood levels to peak above
the level required to elicit a desired response, which may waste the agents and may
cause or exacerbate toxic side effects. Controlled drug delivery can result in
optimum therapy, and not only can reduce the frequency of dosing, but may also
reduce the severity of side effects. Examples of controlled release dosage forms

include dissolution controlled systems, diffusion controlled systems, ion exchange
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resins, osmotically controlled systems, erodable matrix systems, pH independent
formulations, gastric retention systems, and the like.

An appropriate oral dosage form for a particular pharmaceutical
composition provided by the present disclosure may depend, at least in part, on the
gastrointestinal absorption properties of the PPAR gamma agonist and the Nrf2
activator and the stability of these agents in the gastrointestinal tract, the
pharmacokinetics thercof and the intended therapeutic profile. An appropriate
controlled release oral dosage form may be selected for a particular a PPAR gamma
agonist and Nrf2 activator. For example, gastric retention oral dosage forms may be
appropriate for agents absorbed primarily from the upper gastrointestinal tract, and
sustained release oral dosage forms may be appropriate for agents absorbed
primarily from the lower gastrointestinal tract.

In certain embodiments, pharmaceutical compositions provided by the
present disclosure may be practiced with dosage forms adapted to provide sustained
release of a PPAR gamma agonist and an Nrf2 activator upon oral administration.
Sustained release oral dosage forms may be used to release the PPAR gamma
agonist and/or the Nrf2 activator over a prolonged time period and are useful when
it is desired that an agent be delivered to the lower gastrointestinal tract. Sustained
release oral dosage forms include any oral dosage form that maintains therapeutic
concentrations of the agents in a biological fluid such as the plasma, blood,
cerebrospinal fluid, or in a tissue or organ for a prolonged time period. Sustained
release oral dosage forms include diffusion-controlled systems such as reservoir
devices and matrix devices, dissolution-controlled systems, osmotic systems, and
erosion-controlled systems. Sustained release oral dosage forms and methods of
preparing the same are well known in the art.

In each of the above dosage forms, the PPAR gamma agonist may be
formulated together in admixture or preferably separately from the Nrf2 activator.
Each of the PPAR gamma agonist and Nrf2 activator may preferably be contained
in separate form within the dosage form, such as an oral dosage form, which is
preferably a tablet or capsule. In such oral dosage form, wherein the PPAR gamma
agonist and the Nrf2 activator are separated, cach agent may be formulqted with

different excipients. The PPAR gamma agonist and the Nrf2 activator may also be
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cach contained in formulations with different release profiles, i.c. with immediate,
controlled or delayed release.

The formulations and in particular the solid oral dosage forms containing a
PPAR gamma agonist and/or an Nrf2 activator may contain a conventional additive
in the field of pharmaceutical preparation and can be also produced according to a
known method. As the additive, for example, excipient, disintegrant, binder,
lubricant, coloring agent, pH regulator, surfactant, release-sustaining agent,
stabilizer, sour agent, flavor, glidant and the like can be mentioned. These additives
are used in an amount conventionally employed in the field of pharmaceutical
preparation.

As the excipient, for example, starches such as corn starch, potato starch,
wheat starch, rice starch, partly pregelatinized starch, pregelatinized starch, porous
starch and the like; sugars and sugar alcohols such as lactose, fructose, glucose, D-
mannitol, sorbitol and the like; anhydrous calcium phosphate, crystalline cellulose,
precipitated calcium carbonate, calcium silicate and the like can be mentioned.

As the disintegrant, for example, carboxymethyl cellulose, calcium
carboxymethyl cellulose, sodium carboxymethyl starch, croscarmellose sodium,
crospovidone, low-substituted hydroxypropyl cellulose, hydroxypropyl starch and
the like are used. The amount of the disintegrant to be used is preferably 0.5-25
parts by weight, more preferably 1-15 parts by weight, per 100 parts by weight of
the solid preparation.

As the binder, for example, crystalline cellulose, hydroxypropyl cellulose,
hydroxypropylmethyl cellulose, polyvinylpyrrolidone, gum arabic powder and the
like can be mentioned. The amount of the binder to be used is preferably 0.1-50
parts by weight, more preferably 0.5-40 parts by weight, per 100 parts by weight of
the solid preparation.

Preferable examples of the lubricant include magnesium stearate, calcium
stearate, talc, sucrose esters of fatty acids, sodium stearyl fumarate and the like. As
the coloring agent, for example, food colors such as Food Yellow No. 5, Food Red
No. 2, Food Blue No. 2 and the like, food lake colors, ferric oxide and the like can
be mentioned. As the pH regulator, citrate, phosphate, carbonate, tartrate, fumarate,

acetate, amino acid salt and the like can be mentioned. As the surfactant, sodium
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lauryl sulfate, polysorbate 80, polyoxyethylene (160) polyoxypropylene (30) glycol
and the like can be mentioned.

As the release-sustaining agent, for example, cellulose polymers such as
hydroxypropyl  cellulose,  hydroxypropylmethyl  cellulose  (preferably
hydroxypropylmethyl cellulose 2910, hydroxypropylmethyl cellulose 2208 and the
like), cellulose acetate (preferably cellulose acetate having an acetyl content of
39.3-40%), cellulose diacetate, cellulose triacetate, cellulose acetate propionate,
ethyl cellulose, sodium carboxymethyl cellulose, crystalline cellulose sodium
carboxymethyl cellulose and the like; sodium alginate, carboxyvinyl polymer;
acrylic acid polymers such as aminoalkylmethacrylate copolymer RS [Eudragit RS
(trademark), Rohm Pharma], ethyl acrylate-methyl methacrylate copolymer
suspension [Eudragit NE (trademark), Rohm Pharma] and the like; and the like can
be mentioned. The release-sustaining agent may contain, for example, flux
enhancers (e.g., sodium chloride, potassium chloride, sucrose, sorbitol, D-mannitol,
polyethylene glycol (preferably polyethylene glycol 400 and the like), propylene
glycol, hydroxypropyl cellulose, hydroxypropylmethyl cellulose,
hydroxypropylmethyl cellulose phthalate, cellulose acetate phthalate, polyvinyl
alcohol, methacrylic acid polymer), plasticizers (e.g., triacetin, acetylated
monoglyceride, grape seed oil, olive oil, sesame oil, acetyltributyl citrate,
acetyltriethyl citrate, glycerin sorbitol, diethyl oxalate, diethyl maleate, diethyl
fumarate, dibutyl succinate, diethyl malonate, dioctyl phthalate, dibutyl sebacate,
triethyl citrate, tributyl citrate, glycerol tributyrate) and the like. Preferable
examples of the release-sustaining agent include (1) a semipermeable membrane
coating containing cellulose acetate (preferably cellulose acetate having an acetyl
content of 39.3-40%), polyethylene glycol (preferably polyethylene glycol 400 and
the like) and triacetin; (2) a release-sustaining composition containing sodium
carboxymethyl cellulose, hydroxypropylmethyl cellulose 2910,
hydroxypropylmethyl cellulose 2208 and microcrystalline cellulose; and the like.

As the stabilizer, for example, tocopherol, tetrasodium edetate,
nicotinamide, cyclodextrins and the like can be mentioned. As the sour agent, for
example, ascorbic acid, citric acid, tartaric acid, malic acid and the like can be

mentioned. As the flavor, for example, menthol, peppermint oil, lemon oil, vanillin
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and the like can be mentioned. As the glidant, for example, light anhydrous silicic
acid, hydrated silicon dioxide and the like can be mentioned.
The above-mentioned additives may be used in a mixture of two or more kinds

thereof in an appropriate ratio.

Use

An appropriate dose of each a PPAR gamma agonist and Nrf2 activator may
be determined based on several factors, including, for example, the body weight
and/or condition of the patient being treated, the severity of the disease being
treated, the incidence and/or severity of side effects, the manner of administration,
and the judgment of the prescribing physician. Appropriate dose ranges may be
determined by methods known to those skilled in the art.

In one embodiment the invention provides a combination of an Nrf2
activator and a PPAR gamma agonist for use in the treatment of inflammatory and
autoimmune discases.

In another embodiment, the invention provides a PPAR gamma agonist for
use in combination with a fumaric acid mono- and/or diester, characterized in that
the PPAR gamma agonist is selective and has no substantial activity on PPAR
alpha or delta.

A therapeutically effective amount of a combination of a PPAR gamma
agonist and an Nrf2 activator may be administered as a treatment or preventative
measure to a patient having a predisposition for and/or history of immunological,
autoimmune, and/or inflammatory diseases including psoriasis, asthma and chronic
obstructive pulmonary diseases, cardiac insufficiency including left ventricular
insufficiency, myocardial infarction and angina pectoris, mitochondrial and
neurodegenerative diseases such as Parkinson's disecase, Alzheimer's disease,
Huntington's disease, dementia, retinopathia pigmentosa and mitochondrial
encephalomyopathy, transplantation rejection, autoimmune diseases including
multiple sclerosis, ischemia and reperfusion injury, advanced glycation endproducts
(AGE)-induced genome and protein damage, inflammatory bowel diseases such as
Crohn's disease and ulcerative colitis, thyroid eye discase-related inflammation,
fibrosis, such as lung fibrosis, chronic lymphocytic leukemia, aphthous stomatitis,

such as recurrent aphthous stomatitis, acute lung injury, non-alcoholic
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steatohepatitis acute renal injury and aging-related progressive renal injury, diabetic
cardiomyopathy and nephropathy. Chronic kidney disease (CKD), Atherosclerosis,
hypercholesterolemia, hyperlipidemia, aortic stenosis, acute kidney injury (AKI)
after surgery. The present invention can also be used in the prevention of
cardiovascular disease, for plaque stabilization, reduction of inflammation, reversal
of endothelial dysfunction, and decreased thrombogenicity and wound healing in
diabetes. Moreover, the combination treatment of the present invention can be used
in the treatment and prevention of atopic dermatitis, dementia, gastritis, fibrosis,
insulin resistance, type I and type II diabetes and Syndrome X.

In a preferred embodiment of the present invention the Nrf2 activatior is
selected from sulfasalazine(2-Hydroxy-5-[4-(2-pyridylsulfamoyl)-phenyldiazenyl}-
benzoesdure, 5-[4-(2-Pyridylsulfamoyl)-phenylazo]salicylsdure), mesalamine, 5-
amino-2-hydroxy-benzoic acid 4-(5-thioxo-5H-[1,2]dithiol-3-yl)-phenyl ester
hydrochloride (ATB-429). According to the present invention, these Nrf2 activators
are preferably combined with a glitazone, such as pioglitazone or rosiglitazone.
More preferably, these combinations are preferably used for the treatment of IBS
and arthritic diseases.

In a preferred embodiment of the present invention a fumaric acid ester,
such as dimethyl fumarate is combined with a glitzone, such as pioglitazone or
rosiglitazone for the treatment of chronic kidney disease (CKD).

In one embodiment of the present invention, the combination treatment is
preferably used in the prophylaxis or treatment of polycystic ovary syndrome
(PCOS). It can also be found that compounds being both, PPAR gamma agonists
and Nrf2 activators, show suitable effects as a monotherapeutic agent. Preferred
compounds which can be used in the prophylaxis and treatment of PCOS as a
single active ingredient in a dosage form such as a tablet, are bardoxolone methyl,
CDDO, CDDO-IM, CDDO-MA or TP-225. Thus, another object of the present
invention is the use of bardoxolone methyl, CDDO, CDDO-IM, CDDO-MA or TP-
225 in the prophylaxis and treatment of PCOS and a method of treating PCOS by
administration of a pharmacologically effective amount of bardoxolone methyl,
CDDO, CDDO-IM, CDDO-MA, TBE-31 or TP-225 or another Nrf2 activator to a

patient in need thereof. In many instances, the mono-therapy with the
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aforementioned Nrf2 activators can be further improved with co-administration of a
PPAR agonist, such as a glitazone like pioglitazone or rosiglitazone.

NF-«kB mediated and/or other diseases are described in the following.

According to another embodiment of the invention, the administration or
co-administration of a combination of a PPAR gamma agonist and an Nrf2
activator is effective for treating a member of the group of discases consisting of a
neurological disorder, an opthalmological disorder, in a mammal, including,
without limitation, a human. According to another embodiment the neurological
disorder, an opthalmological disorder, or a combination thereof results from at least
one member of the group consisting of trauma, ischemia, and hypoxia. According
to another embodiment the neurological disorder, opthalmological disorder, or
combination thereof is sclected from the group consisting of painful neuropathy,
neuropathic pain, diabetic neuropathy, drug dependence, drug addition, drug
withdrawal, nicotine withdrawal, opiate tolerance, opiate withdrawal, depression,
anxiety, a movement disorder, tardive dyskinesia, a cerebral infection that disrupts
the blood-brain barrier, meningitis, meningoencephalitis, stroke, hypoglycemia,
cardiac arrest, spinal cord trauma, head trauma, perinatal hypoxia, cardiac arrest,
hypoglycemic neuronal damage, glaucoma, retinal ischemia, ischemic optic
neuropathy, macular  degeneration, multiple sclerosis, sequalac of
hyperhomocystinemia, convulsion, pain, schizophrenia, muscle spasm, migraine
headache, urinary incontinence, emesis, brain edema, tardive dyskinesia, AIDS-
induced dementia, ocular damage, retinopathy, a cognitive disorder, and a neuronal
injury associated with HIV infection. According to another embodiment the
neurological disorder, opthalmological disorder, or combination thereof is selected
from the group consisting of epilepsy, Alzheimer's disease, vascular (multi-infarct)
dementia, Huntington's disease, Parkinsonism, multiple sclerosis, amyotrophic
lateral sclerosis, and minimal cognitive impairment (MCI).

Psoriasis is characterized by hyperkeratosis and thickening of the epidermis
as well as by increased vascularity and infiltration of inflammatory cells in the
dermis. Psoriasis vulgaris manifests as silvery, scaly, erythematous plaques on
typically the scalp, elbows, knees, and buttocks. Guttate psoriasis occurs as tcar-
drop size lesions. Fumaric acid esters are recognized for the treatment of psoriasis

and dimethyl fumarate is approved for the systemic treatment of psoriasis in
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Germany (Mrowictz and Asadullah, Trends Mol Med 2005, 11(1), 43-48; and
Mrowietz et al, Br J Dermatology 1999, 141, 424-429). Efficacy for treating
psoriasis can be determined using animal models and in clinical trials. Contrary to
fumaric acid esters, it has been found that PPAR gamma agonists are not
advantageous in the treatment of psoriasis (Placebo response in two long-term
randomized psoriasis studies that are negative for rosiglitazone. Am J Clin
Dermatol. 2007;8(2):93-102). Contrary to this result, it can be found that PPAR
gamma agonist provide therapeutic benefit in a combined treatment of psoriasis
according to the present invention.

Inflammatory arthritis includes diseases such as rheumatoid arthritis,
juvenile rheumatoid arthritis (juvenile idiopathic arthritis), psoriatic arthritis, and
ankylosing spondylitis produce joint inflammation. The pathogenesis of immune-
mediated inflammatory diseases including inflammatory arthritis is believed to
involve TNF and NK-kB signaling pathways (Tracey et al, Pharmacology &
Therapeutics 2008, 117, 244-279). Dimethyl fumarate has been shown to inhibit
TNF and inflammatory diseases including inflammatory arthritis are believed to
involve TNF and NK-kB signaling and therefore may be useful in treating
inflammatory arthritis (Lowewe et al., ] Immunology 2002, 168, 4781-4787).

Preferably the inventive method of treatment and combinations can be used
in the prophylaxis and treatment of neurodegernative diseases, such as multiple
sclerosis, clinically isolated syndrome (CIS) leading to multiple sclerosis,
Parkinson's disease, Alzheimer's disecase, Huntington's disease, dementia,
mitochondrial encephalomyopathy and amyotrophic lateral sclerosis (ALS).

Multiple sclerosis (MS) is an inflammatory autoimmune disease of the
central nervous system caused by an autoimmune attack against the isolating
axonal myelin sheets of the central nervous system. Demyelination leads to the
breakdown of conduction and to severe disease with destruction of local axons and
irreversible neuronal cell death. The symptoms of MS are highly varied with each
individual patient exhibiting a particular pattern of motor, sensible, and sensory
disturbances. MS is typified pathologically by multiple inflammatory foci, plaques
of demyelination, gliosis, and axonal pathology within the brain and spinal cord, all
of which contribute to the clinical manifestations of neurological disability (see

e.g., Wingerchuk, Lab Invest 2001, 81, 263-281; and Virley, NeuroRx 2005, 2(4),
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638-649). Although the causal cvents that precipitate MS are not fully understood,
evidence implicates an autoimmune etiology together with environmental factors,
as well as specific genetic predispositions. Functional impairment, disability, and
handicap are expressed as paralysis, sensory and octintive disturbances spasticity,
tremor, a lack of coordination, and visual impairment, which impact on the quality
of life of the individual. The clinical course of MS can vary from individual to
individual, but invariably the disease can be categorized in three forms: relapsing-
remitting, secondary progressive, and primary progressive.

Studies support the efficacy of fumaric acid esters for treating MS and have
undergone phase II clinical testing (Schimrigk et ah, Eur J Neurology 2006, 13,
604-610; and Wakkee and Thio, Current Opinion Investigational Drugs 2007,
8(11), 955-962). Asscssment of MS treatment efficacy in clinical trials can be
accomplished using tools such as the Expanded Disability Status Scale and the MS
Functional as well as magnetic resonance imaging lesion load, biomarkers, and
sclf-reported quality of life. Animal models of MS shown to be uscful to identify
and validate potential therapeutics include experimental autoimmune/allergic
encephalomyelitis (EAE) rodent models that simulate the clinical and pathological
manifestations of MS and nonhuman primate EAE models.

Inflammatory Bowel Disease (Crohn 's Disease, Ulcerative Colitis)
Inflammatory bowel disease (IBD) is a group of inflammatory conditions of the
large intestine and in some cases, the small intestine that includes Crohn's disease
and ulcerative colitis. Crohn's disease, which is characterized by areas of
inflammation with areas of normal lining in between, can affect any part of the
gastrointestinal tract from the mouth to the anus. The main gastrointestinal
symptoms are abdominal pain, diarrhea, constipation, vomiting, weight loss, and/or
weight gain. Crohn's disease can also cause skin rashes, arthritis, and inflammation
of the eye. Ulcerative colitis is characterized by ulcers or open sores in the large
intestine or colon. The main symptom of ulcerative colitis is typically constant
diarrhea with mixed blood of gradual onset. Other types of intestinal bowel disease
include collagenous colitis, lymphocytic colitis, ischaemic colitis, diversion colitis,
Behcet's colitis, and indeterminate colitis.

Asthma is reversible airway obstruction in which the airway occasionally

constricts, becomes inflamed, and is lined with an excessive amount of mucus.
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Symptoms of asthma include dyspnea, wheezing, chest tightness, and cough.
Asthma episodes may be induced by airborne allergens, food allergies,
medications, inhaled irritants, physical exercise, respiratory infection,
psychological stress, hormonal changes, cold weather, or other factors.

As shown in animal studies (Joshi et ah, US 2007/0027076) fumaric acid
esters may be uscful in treating pulmonary discases such as asthma and chronic
obstructive pulmonary disorder.

Chronic obstructive pulmonary disease (COPD), also known as chronic
obstructive airway disease, is a group of diseases characterized by the pathological
limitation of airflow in the airway that is not fully reversible, and includes
conditions such as chronic bronchitis, emphysema, as well as other lung disorders
such as asbestosis, pneumoconiosis, and pulmonary neoplasms {sce, ¢.g., Barnes,
Pharmacological Reviews 2004, 56(4), 515-548). The airflow limitation is usually
progressive and associated with an abnormal inflammatory response of the lungs to
noxious particles and gases. COPD is characterized by a shortness of breath the last
for months or years, possibly accompanied by wheezing, and a persistent cough
with sputum production. COPD is most often caused by tobacco smoking, although
it can also be caused by other airborne irritants such as coal dust, asbestos, urban
pollution, or solvents. COPD encompasses chronic obstructive bronchiolitis with
fibrosis and obstruction of small airways, and emphysema with enlargement of
airspaces and destruction of lung parenchyma, loss of lung elasticity, and closure of
small airways.

Neurodegenerative diseases such as Parkinson's disecase, Alzheimer's
disease, Huntington's disease and amyoptrophic lateral sclerosis are characterized
by progressive dysfunction and neuronal death.

Parkinson's disease is a slowly progressive degenerative disorder of the
nervous system characterized by tremor when muscles are at rest (resting tremor),
slowness of voluntary movements, and increased muscle tone (rigidity). In
Parkinson's disease, nerve cells in the basal ganglia, e.g., substantia nigra,
degenerate, and thereby reduce the production of dopamine and the number of
connections between nerve cells in the basal ganglia. As a result, the basal ganglia

are unable to smooth muscle movements and coordinate changes in posture as
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normal, leading to tremor, incoordination, and slowed, reduced movement
(bradykinesia) (Blandini, et ah, Mol. Neurobiol. 1996, 12, 73-94).

Alzheimer's disease is a progressive loss of mental function characterized
by degeneration of brain tissue, including loss of nerve cells and the development
of senile plaques and neurofibrillary tangles. In Alzheimer's disease, parts of the
brain degenerate, destroying nerve cells and reducing the responsiveness of the
maintaining neurons to neurotransmitters. Abnormalities in brain tissue consist of
senile or neuritic plaques, e.g., clumps of dead nerve cells containing an abnormal,
insoluble protein called amyloid, and neurofibrillary tangles, twisted strands of
insoluble proteins in the nerve cell.

Huntington's disease is an autosomal dominant neurodegenerative disorder
in which specific cell death occurs in the neostriatum and cortex (Martin, N Engl J
Med 1999, 340, 1970-80). Onset usually occurs during the fourth or fifth decade of
life, with a mean survival at age of onset of 14 to 20 years. Huntington's disease is
universally fatal, and there is no effective trecatment. Symptoms include a
characteristic movement disorder (Huntington's chorea), cognitive dysfunction, and
psychiatric symptoms. The disease is caused by a mutation encoding an abnormal
expansion of CAG-encoded polyglutamine repeats in the protein, huntingtin.

Amyotrophic lateral sclerosis (ALS) is a progressive neurodegenerative
disorder characterized by the progressive and specific loss of motor neurons in the
brain, brain stem, and spinal cord (Rowland and Schneider, N Engl J Med 2001,
344, 1688-1700). ALS begins with weakness, often in the hands and less frequently
in the feet that generally progresses up an arm or leg. Over time, weakness
increases and spasticity develops characterized by muscle twitching and tightening,
followed by muscle spasms and possibly tremors. The average age of onset is 55
years, and the average life expectancy after the clinical onset is 4 years. The only
recognized treatment for ALS is riluzole, which can extend survival by only about
three months.

Myasthenia gravis (MG) is a classic autoimmune disease affecting
neuromuscular junctions of striated muscle. Immunization of different animal
species with acetylcholine receptor (AChR) and complete Freund’s adjuvant (CFA)
results in an animal model of MG named experimental autoimmune myasthenia

gravis (EAMG).



10

15

20

25

30

WO 2013/092269 PCT/EP2012/074915

47

Alopecia arecata is a common disease, but for cthical reasons it seems
difficult to perform large-scale studies to elucidate the pathogenesis and to develop
new therapeutic approaches in man. It is therefore helpful to develop appropriate
animal models. The Dundee experimental bald rat (DEBR) and the C3H/HeJ mouse
are well-established animal models for alopecia areata and can be used for the
study of genetic aspects, pathogenesis and therapy of the disease (J Dtsch Dermatol
Ges. 2004 Apr;2(4):260-73).

A mouse model for diabetic nephropathy can be utilized according to
Kidney International 77, 749-750 (May 2010), in order to prove the effect of the
combination according to the present invention.

Thus, diseases and conditions for which treatment with the combination of a
PPAR gamma agonist and an Nrf2 activator can be useful, include rheumatica,
granuloma annulare, lupus, autoimmune carditis, eczema, sarcoidosis, and
autoimmune diseases including acute disseminated encephalomyelitis, Addison's
discase, alopecia arcata, ankylosing spondylitis, antiphospholipid antibody
syndrome, autoimmune hemolytic anemia, autoimmune hepatitis, autoimmune
inner ear disease, bullous pemphigoid, Behcet's disease, celiac disease, Chagas
disease, chronic obstructive pulmonary disease, Crohn's disease, dermatomyositis,
diabetes mellitus type I, endometriosis, Goodpasture's syndrome, Graves' disease,
Guillain-Barre  syndrome, Hashimoto's disease, hidradenitis suppurativea,
Kawasaki disecase, IgA neuropathy, idiopathic thrombocytopenic purpura,
interstitial cystitis, lupus erythematosus, mixed connective tissue disease, morphea,
multiple sclerosis, myasthenia gravis, narcolepsy, neuromyotonia, pemphigus
vulgaris, pernicious anaemia, psoriasis, psoriatic arthritis, polymyositis, primary
biliary cirrhosis, rheumatoid arthritis, schizophrena, scleroderma, Sjogren's
syndrome, stiff person syndrome, temporal arteritis, ulcerative colitis, vasculitis,

vitiligo, and Wegener's granulomatosis.

Administration

The combination of an Nrf2 activator and a PPAR gamma agonist and
pharmaceutical compositions therecof may be administered orally or by any other
appropriate route, for example, by infusion or bolus injection, by absorption

through epithelial or mucocutaneous linings (e.g., oral mucosa, rectal, and intestinal
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mucosa, etc.). Other suitable routes of administration include, but are not limited to,
intradermal, intramuscular, intraperitoneal, intravenous, subcutaneous, intranasal,
epidural, oral, sublingual, intracerebral, intravaginal, transdermal, rectal, inhalation,
or topical.

Administration may be systemic or local. Various delivery systems are
known, ¢.g., encapsulation in liposomes, microparticles, microcapsules, capsules,
etc.) that may be used to administer a compound and/or pharmaceutical
composition.

For systemic administration, a therapeutically effective dose may be
estimated initially from in vitro assays. For example, a dose may be formulated in
animal models to achieve a beneficial circulating composition concentration range.
Initial doses may also be estimated from in vivo data, e.g., animal models, using
techniques that are known in the art. Such information may be used to more
accurately determine useful doses in humans. One having ordinary skill in the art
may optimize administration to humans based on animal data.

The embodiment “PPAR gamma agonist for use in combination with a
fumaric acid mono- and/or diester in the treatment of an autoimmune and/or
inflammatory disease” relates to a method of use of at least one PPAR gamma
agonist in combination with a fumaric acid mono- and/or diester in the treatment of
an autoimmune and/or inflammatory disease.

Preferred embodiments of the invention are described in the following:

1. PPAR gamma agonist for use in combination with a fumaric acid mono-

and/or diester in the treatment of an autoimmune and/or inflammatory disease.

2. PPAR gamma agonist such as rosiglitazone, for use in combination with a
fumaric acid mono- and/or diester according to one or more of the foregoing
embodiment and/or embodiment 1, characterized in that the autoimmune and/or

inflammatory disease is psoriasis.

3. PPAR gamma agonist for use in combination with a fumaric acid mono-
and/or diester according to one or more of the foregoing embodiments and/or
embodiment 1, characterized in that the autoimmune and/or inflammatory disease

is selected from the group of psoriatic arthritis, multiple sclerosis, inflammatory
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bowel discase (IBS), colitis ulcerosa, Crohn's discase, hepatitis, effluvium,
allopecia areata, cicatricial alopecia, diabetic nephrophathy, CKD and myasthenia

gravis.

4. PPAR gamma agonist for use in combination with a fumaric acid mono-
and/or diester, according to the aforementioned embodiments, characterized in that
the PPAR gamma agonist is selected from the group of rosiglitazone, pioglitazone,

troglitazone and ciglitazone.

5. PPAR gamma agonist for use in combination with a fumaric acid mono-
and/or diester, according to the aforementioned embodiments, characterized in that
the fumaric acid mono- and/or diester is selected from the group of monomethyl
hydrogen fumarate, dimethyl fumarate, monoethyl hydrogen fumarate and diethyl

fumarate.

6. A pharmaceutical composition comprising a PPAR gamma agonist and a

fumaric acid mono- and/or diester and optionally one or more excipients.

7. A pharmaceutical composition comprising rosiglitazone, pioglitazone,
troglitazone or ciglitazone and a fumaric acid mono- and/or diester and optionally

one or more excipients.

8. A pharmaceutical composition according to one or more of the foregoing
embodiments and/or embodiments 6 or 7, characterized in that the fumaric acid
mono- and/or diester is selected from the group of monomethyl hydrogen fumarate,

dimethyl fumarate, monoethyl hydrogen fumarate, and diethyl fumarate.

9. A solid oral dosage form comprising a PPAR gamma agonist and a

fumaric acid mono- and/or diester.

10. A solid oral dosage form comprising rosiglitazone, pioglitazone,
troglitazone or ciglitazone as a PPAR gamma agonist and a fumaric acid mono-

and/or diester.
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11. A solid oral dosage form according to one or more of the foregoing
embodiments and/or embodiments 9 or 10, characterized in that the fumaric acid
mono- and/or diester is selected from the group of monomethyl hydrogen fumarate,

dimethyl fumarate, monoethyl hydrogen fumarate, and diethyl fumarate.

12. A solid oral dosage form according to one or more of the foregoing
embodiments and/or embodiments 9 to 10, characterized in that the PPAR gamma
agonist and the fumaric acid mono- and/or diester are each contained in the dosage

form in a separate composition optionally containing one or more excipients.

13. Kit of parts comprising a) a PPAR gamma agonist and b) a fumaric acid

mono- and/or diester and optionally ¢) instructions for a dosing regime.

14. Kit of parts comprising a) rosiglitazone, pioglitazone, troglitazone or
ciglitazone b) a fumaric acid mono- and/or diester and optionally c) instructions for

a dosing regime.

15. Kit of parts according to one or more of the foregoing embodiments
and/or embodiments 13 or 14, characterized in that the fumaric acid mono- and/or
diester is selected from the group of monomethyl hydrogen fumarate, dimethyl

fumarate, monoethyl hydrogen fumarate, and diethyl fumarate.

16. PPAR gamma agonist for use in combination with an Nrf2 activator
selected from the group of monoalkyl hydrogen fumarate, dialkyl fumarate and

bardoxolone alkyl in the treatment of multiple sclerosis.

17. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that multiple sclerosis
includes relapsing-remitting (RR), secondary progressive (SP), primary progressive
(PP) and progressive relapsing (PR) multiple sclerosis and the first demyelinating

event suggestive of MS or clinically isolated syndrome (CIS).
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18. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that the PPAR gamma

agonist is a glitazone.

19. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that the PPAR gamma

agonist is a glitazone selected from the group of pioglitazone and rosiglitazone.

20. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that Nrf2 activator
selected from the group of monomethyl hydrogen fumarate, dimethyl fumarate and

bardoxolone methyl.

21. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that ratios between
rosiglitazone and dimethyl fumarate are selected from 1/20 to 1/400 (w/w,

rosiglitazone/dimethyl fumarate).

22. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that ratios between
pioglitazone and dimethyl fumarate are selected from 1/3 to 1/60 (w/w,

pioglitazone/dimethyl fumarate).

23. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that ratios between
rosiglitazone and bardoxolone methyl are selected from 1/1 to 1/100 (w/w,

rosiglitazone/bardoxolone methyl).

24. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that bardoxolone methyl
is employed in amorphic form and ratios between rosiglitazone and bardoxolone

methyl are from 1/1 to 1/20 (w/w, rosiglitazone/bardoxolone methyl).



10

15

20

25

30

WO 2013/092269 PCT/EP2012/074915

52

25. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that ratios between
pioglitazone and bardoxolone methyl are selected from 1/0.1 to 1/20 (w/w,

pioglitazone/bardoxolone methyl).

26. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that bardoxolone methyl
is employed in amorphic form and ratios between pioglitazone and bardoxolone

methyl are from 1/0.1 to 1/3 (w/w, pioglitazone/bardoxolone methyl).

27. A pharmaceutical composition comprising a PPAR gamma agonist and
an Nrf2 activator sclected from the group of monoalkyl hydrogen fumarate, dialkyl

fumarate and bardoxolone alkyl and optionally one or more excipients.

28. A pharmaceutical composition according to onc or morec of the
foregoing embodiments and/or embodiment 27, characterized in that the PPAR

gamma agonist is a glitazone.

29. A pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiment 28, characterized in that the glitazone

is selected from the group of pioglitazone and rosiglitazone.

30. A pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiments 28 to 30, characterized in that Nrf2
activator selected from the group of monomethyl hydrogen fumarate, dimethyl

fumarate and bardoxolone methyl.

31. A pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiments 28 to 30, characterized in that ratios
between rosiglitazone and dimethyl fumarate are selected from 1/20 to 1/400 (w/w,

rosiglitazone/dimethyl fumarate).
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32. A pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiments 28 to 30, characterized in that ratios
between pioglitazone and dimethyl fumarate are selected from 1/3 to 1/60 (w/w,

pioglitazone/dimethyl fumarate).

33. A pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiments 28 to 30, characterized in that ratios
between rosiglitazone and bardoxolone methyl are selected from 1/1 to 1/100 (w/w,

rosiglitazone/bardoxolone methyl).

34. A pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiments 28 to 30, characterized in that
bardoxolone methyl is employed in amorphic form and ratios between rosiglitazone
and bardoxolone methyl are from 1/1 to 1/20 (w/w, rosiglitazone/bardoxolone

methyl).

35. A pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiments 28 to 30, characterized in that ratios
between pioglitazone and bardoxolone methyl are selected from 1/0.1 to 1/20 (w/w,

pioglitazone/bardoxolone methyl).

36. A pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiments 28 to 30, characterized in bardoxolone
methyl is employed in amorphic form and ratios between pioglitazone and

bardoxolone methyl are from 1/0.1 to 1/3 (w/w, pioglitazone/bardoxolone methyl).

37. A solid oral dosage form comprising the pharmaceutical composition
according to one or more of the foregoing embodiments and/or embodiments 27 to
36.

38. A solid oral dosage form comprising a PPAR gamma agonist and an
Nrf2 activator selected from the group of monoalkyl hydrogen fumarate, dialkyl

fumarate and bardoxolone alkyl and optionally one or more excipients, wherein the
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PPAR gamma agonist and the Nrf2 activator are cach contained in a separate

pharmaceutical formulation.

39. A solid oral dosage form according to one or more of the foregoing
embodiments and/or embodiment 38, wherein the PPAR gamma agonist is a
glitazone and the Nrf2 activator is selected from the group of of monomethyl

hydrogen fumarate, dimethyl fumarate and bardoxolone methyl.

40. A solid oral dosage form according to the aforementioned embodiments,

wherein the Nrf2 activator is bardoxolone methyl contained in an amorphous form.

4]1. A solid oral dosage form according to the aforementioned embodiments,
wherein the Nrf2 activator is bardoxolone methyl contained in an amorphous

dispersion formulation.

42, A solid oral dosage form according to the aforementioned embodiments,
wherein the Nrf2 activator is bardoxolone methyl contained in an amorphous

dispersion formulation obtained by spray drying or freeze drying.

43. A solid oral dosage form according to the aforementioned embodiments,
wherein the Nrf2 activator is bardoxolone methyl contained in an amorphous

dispersion formulation with methacrylic acid copolymer Type C, USP.

44. A solid oral dosage form according to the aforementioned embodiments,
wherein the Nrf2 activator is bardoxolone methyl contained in an amorphous
dispersion formulation with methacrylic acid copolymer Type C, USP in a weight

ratio of 4/6.

45. A solid oral dosage form according to the aforementioned embodiments,
wherein the Nrf2 activator is bardoxolone methyl contained in an amorphous

dispersion formulation comprising at least one hydrophilic binder.
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46. A solid oral dosage form according to the aforementioned embodiments,
wherein the hydrophilic binder is employed in an amount of between about 1 and
about 40% (weight % of the total pharmaceutical composition used for the dosage
form), preferably between about 2 to about 20%, more preferably between about 4
and about 10% even more preferably between about 5 and about 7.5% and most

preferred between about 7 and 7.5%, such as about 7%.

47. A solid oral dosage form according to the aforementioned embodiments,

wherein the hydrophilic binder is hydroxypropylmethylcellulose.

48. A solid oral dosage form according to the aforementioned embodiments,
wherein the Nrf2 activator is bardoxolone methyl contained in an amorphous
dispersion formulation and wherein the dosage form also contains a surface active
agent, such as sodium lauryl sulfate, preferably in an amount of about 3% of the

total weight of the dosage form.

49. Kit of parts comprising a) a PPAR gamma agonist and b) an Nrf2
activator selected from the group of monoalkyl hydrogen fumarate, dialkyl

fumarate and bardoxolone alkyl and optionally ¢) instructions for a dosing regime.

50. Kit of parts comprising a) a PPAR agonist and b) an Nrf2 activator
selected from the group of monoalkyl hydrogen fumarate, dialkyl fumarate and

bardoxolone alkyl and optionally c) instructions for a dosing regime.

51. Kit of parts according to the foregoing embodiment, characterized in

that the PPAR gamma agonist is rosiglitazone or pioglitazone.

52. Kit of parts according to the foregoing embodiment, characterized in

that the Nrf2 activator is dimethyl fumarate or bardoxolone methyl.

53. PPAR gamma agonist for use in combination with an Nrf2 activator for
the treatment of multiple sclerosis according to the foregoing embodiments,

wherein said PPAR agonist is administered to a patient simultaneously with or up
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to 2 days before or after an Nrf2 activator, such as those sclected from the group of
monoalkyl hydrogen fumarate, dialkyl fumarate and bardoxolone alkyl, is

administered to said patient.

54. PPAR gamma agonist for use in combination with an Nrf2 activator for
the treatment of multiple sclerosis according to the foregoing embodiments,

wherein said PPAR agonist is administered once or twice daily.

55. PPAR gamma agonist for use in combination with an Nrf2 activator for
the treatment of multiple sclerosis according to the foregoing embodiments,

wherein said Nrf2 activator is administered once or twice daily.

56. PPAR gamma agonist for use in combination with an Nrf2 activator in

the treatment of autoimmune and/or inflammatory diseases other than psoriasis.

57. PPAR gamma agonist, preferably other than pioglitazone, for use in
combination with an Nrf2 activator belonging to a different chemical class, in the
treatment of autoimmune and/or inflammatory diseases, such as multiple sclerosis,

psoriasis or chronic kidney disease.

58. PPAR gamma agonist, preferably other than pioglitazone, for use
according to the aforementioned embodiment, wherein the Nrf2 activator having no

significant PPAR gamma agonistic effect.

59. PPAR gamma agonist, preferably other than pioglitazone, having no
significant activating effect on Nrf2, for use in combination with an Nrf2 activator
having no significant PPAR gamma agonistic effect, in the treatment of
autoimmune and/or inflammatory diseases, such as multiple sclerosis, psoriasis or

chronic kidney disease.

60. PPAR gamma agonist, preferably other than pioglitazone, for use in
combination with an Nrf2 activator belonging to different chemical class, wherein

the Nrf2 activator is other than bardoxolone methyl and its derivatives, in the
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treatment of autoimmune and/or inflammatory diseases, such as multiple sclerosis,

psoriasis or chronic kidney disease.

61. Composition comprising a PPAR gamma agonist and an Nrf2 activator
belonging to a different chemical class, for use in the treatment of autoimmune
and/or inflammatory diseases, such as multiple sclerosis, psoriasis or chronic

kidney disease.

62. Composition according to the aforementioned embodiment, comprising
a PPAR gamma agonist having no significant activating effect on Nrf2, and an Nrf2
activator having no significant PPAR gamma agonistic effect, for use in the
treatment of autoimmune and/or inflammatory discases, such as multiple sclerosis,

psoriasis or chronic kidney disease.

63. Composition comprising a PPAR gamma agonist, such as pioglitazone

and an Nrf2 activator.

64. Composition comprising a PPAR gamma agonist, such as pioglitazone

and an Nrf2 activator having no significant PPAR gamma agonistic effect.

65. Composition comprising pioglitazone and an Nrf2 activator having no
significant PPAR gamma agonistic effect, for use in the treatment of psoriasis and
other autoimmune and/or inflammatory diseases, such as multiple sclerosis,

psoriasis or chronic kidney disease.

66. PPAR gamma agonist for use in combination with an Nrf2 activator
having no significant PPAR gamma agonistic effect, in the treatment of multiple

sclerosis.

67. PPAR gamma agonist for use in combination with an Nrf2 activator

other than bardoxolone methyl, in the treatment of CKD or multiple sclerosis.
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68. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiment, characterized in that multiple sclerosis
includes relapsing-remitting (RR), secondary progressive (SP), primary progressive
(PP) and progressive relapsing (PR) multiple sclerosis and the first demyelinating
event suggestive of MS or clinically isolated syndrome (CIS).

69. PPAR gamma agonist for use in combination with an Nrf2 activator
according to the foregoing embodiments, characterized in that the PPAR gamma

agonist is a glitazone.

70. PPAR gamma agonist for use in combination with an Nrf2 activator
according to any of the foregoing embodiments, characterized in that the PPAR
gamma agonist is a glitazone selected from the group of pioglitazone and

rosiglitazone.

71. PPAR gamma agonist for use in combination with an Nrf2 activator
according to any of the foregoing embodiments, characterized in that the Nrf2
activator is selected chemical compounds belonging to the group of Michael
reaction acceptors, phenols, diphenols, chalcones, isothiocyanates, thiocarbamates,
quinones, naphtoquinones and 1,2 dithiole-3-thiones, wherein one or more,
preferably 1, 2, 3,4, 5, 6 or 7 H-atoms may be substituted by linear or branched
alkyl and perfluoroalkyl, such as methyl, ethyl, trifluoromethyl, halogen such as Br,
Cl F or I, hydroxy, alkoxy and perfluoroalkoxy, such as methoxy, ethoxy,
trifluoromethoxy, cyano and nitro, which chemical compounds have not more than
one or two 5- or 6-membered carbocyclic rings or 5- or 6-membered heterocyclic
rings having 1, 2 or 3 N-, O or S-atoms as ring atoms which rings may be fused to
cach other or preferably no or only one carbocyclic or heterocyclic ring.
Compositions containing these Nrf2 activators are preferred.

Preferred Nrf2 activators for use in combination according to the invention
and particularly according to embodiment 71 above, are chemical compounds,
containing less than 35, preferably less than 30, more preferably less than 25 and
most preferably less than 20 or even less than 15 or less than 10 carbon atoms

and/or having a molecular weight of less than 400, preferably less than 300 and



10

15

20

25

30

WO 2013/092269 PCT/EP2012/074915

59

most preferably less than 200 g/mol or less than 170 g/mol and/or having no
significant PPAR gamma agonistic activity. Compositions containing these Nrf2

activators are preferred.

72. PPAR gamma agonist for use in combination with an Nrf2 activator and
compositions according to any of the foregoing embodiments, characterized in that
the Nrf2 activator is selected from 2-naphthoquinone, cynnamic aldehyde, caffeic
acid and its esters, curcumin, reservatrol, artesunate, tert-butylhydroquinone,
vitamins K1, K2 and K3 and the respective quinone or hydroquinone forms of the
aforementioned quinone and hydroquinone derivatives, fumaric acid esters, i.e.
fumaric acid mono- and/or diester which is preferably selected from the group of
monoalky!l hydrogen fumarate and dialkyl fumarate, such as monomethyl hydrogen
fumarate, dimethyl fumarate, monoethyl hydrogen fumarate, and diethyl fumarate,
isothiocyanate such as sulforaphane, 1,2-dithiole-3-thione such as oltipraz, 3,5-di-
tert-butyl-4-hydroxytoluene, 3-hydroxycoumarin,  4-hydroxynonenal,  4-
oxononenal, malondialdehyde, (E)-2-hexenal,  capsaicin, allicin,
allylisothiocyanate,  6-methylthiohexyl isothiocyanate, = 7-methylthioheptyl
isothiocyanate, sulforaphane, 8-methylthiooctyl isothiocyanate, 8-iso prostaglandin
A2, alkyl pyruvate, such as methyl and ethyl pyruvate, diethyl or dimethyl
oxaloproprionate, 2-acetamidoacrylate, and methyl or ethyl-2-acetamidoacrylate,
and a pharmacologically active stercoisomer or derivative of the aforementioned

agents.

73. PPAR gamma agonist for use in combination with an Nrf2 activator and
compositons according to any the foregoing embodiments, characterized in that the
nrf2 activator is selected from monomethyl hydrogen fumarate, dimethyl fumarate,
oltipraz, 1,2-naphthoquinone, tert-butylhydroquinone, methyl or ethyl pyruvate,
3,5-di-tert-butyl-4-hydroxytoluene, diethyl and dimethyl oxaloproprionate.

74. Kit of parts comprising a) a PPAR gamma agonist other than
pioglitazone and b) an Nrf2 activator sclected from the group of monoalkyl
hydrogen fumarate, dialkyl fumarate and bardoxolone alkyl and optionally c)

instructions for a dosing regime.
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75. Kit of parts comprising a) a PPAR gamma agonist having no significant
activating effect on Nrf2, b) an Nrf2 activator selected from the group of monoalkyl
hydrogen fumarate, dialkyl fumarate and bardoxolone and optionally ¢) instructions

for a dosing regime.

76. Kit of parts comprising a) a PPAR gamma agonist having no significant
activating effect on Nrf2, b) an Nrf2 activator having no significant PPAR gamma

agonistic effect and optionally c) instructions for a dosing regime.

77. Kit of parts comprising a) a PPAR gamma agonist having no significant
activating effect on Nrf2, b) an Nrf2 activator selected chemical compounds
belonging to the group of Michael reaction acceptors, phenols, diphenols,
chalcones, isothiocyanates, thiocarbamates, quinones, naphtoquinones and 1,2
dithiole-3-thiones, wherein one or more, preferably 1, 2, 3, 4, 5, 6 or 7 H-atoms
may be substituted by linear or branched alkyl and perfluoroalkyl, such as methyl,
ethyl, trifluoromethyl, halogen such as Br, Cl F or I, hydroxy, alkoxy and
perfluoroalkoxy, such as methoxy, ethoxy, trifluoromethoxy, cyano and nitro,
which chemical compounds have not more than one or two 5- or 6-membered
carbocyclic rings or 5- or 6-membered heterocyclic rings having 1, 2 or 3 N-, O or
S-atoms as ring atoms which rings may be fused to each other or preferably no or
only one carbocyclic or heterocyclic ring and optionally c) instructions for a dosing

regime.

78. Composition comprising a) a PPAR gamma agonist, preferably other
than pioglitazone and b) an Nrf2 activator selected from the group of monoalkyl

hydrogen fumarate, dialkyl fumarate and bardoxolone alkyl.

79. Composition comprising a) a PPAR gamma agonist having no
significant activating effect on Nrf2, b) an Nrf2 activator selected from the group of

monoalkyl hydrogen fumarate, dialkyl fumarate and bardoxolone.
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80. Composition comprising a) a PPAR gamma agonist having no
significant activating effect on Nrf2, b) an Nrf2 activator having no significant

PPAR gamma agonistic effect.

81. Composition comprising a) a PPAR gamma agonist having no
significant activating effect on Nrf2, b) an Nrf2 activator selected chemical
compounds belonging to the group of Michael reaction acceptors, phenols,
diphenols, chalcones, isothiocyanates, thiocarbamates, quinones, naphtoquinones
and 1,2 dithiole-3-thiones, wherein one or more, preferably 1, 2, 3, 4, 5, 6 or 7 H-
atoms may be substituted by linear or branched alkyl and perfluoroalkyl, such as
methyl, ethyl, trifluoromethyl, halogen such as Br, Cl F or I, hydroxy, alkoxy and
perfluoroalkoxy, such as methoxy, cthoxy, trifluoromethoxy, cyano and nitro,
which chemical compounds have not more than one or two 5- or 6-membered
carbocyclic rings or 5- or 6-membered heterocyclic rings having 1, 2 or 3 N-, O or
S-atoms as ring atoms which rings may be fused to each other or preferably no or

only one carbocyclic or heterocyclic ring.

82. Method of treating or preventing cancer, preferably heamatological
cancer such as leukemia such as acute myeloid leukaemia (AML), comprising
administration of a PPAR gamma agonist and an Nrf2 activator to a patient in need
thereof, wherein said Nrf2 activator is capable of provoking or inducing a
stimulated and/or increased nuclear translocation of Nrf2 protein and is

a) selected from the group of Michael reaction acceptors, phenols,
diphenols, chalcones, isothiocyanates, thiocarbamates, quinones, naphtoquinones
and 1,2 dithiole-3-thiones; and

b) contains less than 35 carbon atoms; and/or

¢) has a molecular weight of less than 600 g/mol; and/or

d) contains no or not more than one or two fused or monocyclic 5- or 6-
membered carbocyclic or heterocyctic rings, having 1, 2 or 3 ring atoms selected
from N, O or S.

In one embodiment of the foregoing method, the Nrf2 activator is preferably
other than arsenic trioxide. Preferably, the Nrf2 activator is dimethyl fumarate,

monomethyl hydrogen fumarate or bardoloxolone methyl.
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83. Method of treating or preventing diabetes such as type II diabetes and its
complications, such as arthritis, chronic kidney disease and syndrome x,
comprising administration of a PPAR gamma agonist and an Nrf2 activator to a
patient in need thereof, wherein said Nrf2 activator is capable of provoking or
inducing a stimulated and/or increased nuclear translocation of Nrf2 protein and is

a) selected from the group of Michael reaction acceptors, phenols,
diphenols, chalcones, isothiocyanates, thiocarbamates, quinones, naphtoquinones
and 1,2 dithiole-3-thiones; and

b) contains less than 35 carbon atoms; and/or

¢) has a molecular weight of less than 600 g/mol; and/or

d) contains no or not more than one or two fused or monocyclic 5- or 6-
membered carbocyclic or heterocyclic rings, having 1, 2 or 3 ring atoms selected
from N, Oor S.

In one embodiment of the foregoing method, the Nrf2 activator is preferably
other than bardoxolone methyl and/or a corticosteroide. Preferably, the Nrf2

activator is dimethyl fumarate or monomethyl hydrogen fumarate.

84. Method of treating or preventing cardiovascular diseases, comprising
administration of a PPAR gamma agonist and an Nrf2 activator to a patient in need
thereof, wherein said Nrf2 activator is capable of provoking or inducing a
stimulated and/or increased nuclear translocation of Nrf2 protein and is

a) selected from the group of Michael reaction acceptors, phenols,
diphenols, chalcones, isothiocyanates, thiocarbamates, quinones, naphtoquinones
and 1,2 dithiole-3-thiones; and

b) contains less than 35 carbon atoms; and/or

¢) has a molecular weight of less than 600 g/mol; and/or

d) contains no or not more than one or two fused or monocyclic 5- or 6-
membered carbocyclic or heterocyclic rings, having 1, 2 or 3 ring atoms selected

from N, Oor S.

85. Method of treating or preventing respiratory diseases, such as asthma,

chronic obstructive pulmonary disorder and fibrosis, comprising administration of a
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PPAR gamma agonist and an Nrf2 activator to a patient in need thereof, wherein
said Nrf2 activator is capable of provoking or inducing a stimulated and/or
increased nuclear translocation of Nrf2 protein and is

a) selected from the group of Michael reaction acceptors, phenols,
diphenols, chalcones, isothiocyanates, thiocarbamates, quinones, naphtoquinones
and 1,2 dithiole-3-thiones; and

b) contains less than 35 carbon atoms; and/or

¢) has a molecular weight of less than 600 g/mol; and/or

d) contains no or not more than one or two fused or monocyclic 5- or 6-
membered carbocyclic or heterocyclic rings, having 1, 2 or 3 ring atoms selected
fromN, OorS.

In one embodiment of the foregoing method, the Nrf2 activator is preferably
other than a corticosteroide. Preferably, the Nrf2 activator is dimethyl fumarate,

monomethyl hydrogen fumarate or bardoloxolone methyl.

86. Method of treating or preventing graft rejection and/or necrosis,
comprising administration of a PPAR gamma agonist and an Nrf2 activator to a
patient in need thereof, wherein said Nrf2 activator is capable of provoking or
inducing a stimulated and/or increased nuclear translocation of Nrf2 protein and is

a) selected from the group of Michael reaction acceptors, phenols,
diphenols, chalcones, isothiocyanates, thiocarbamates, quinones, naphtoquinones
and 1,2 dithiole-3-thiones; and

b) contains less than 35 carbon atoms; and/or

c) has a molecular weight of less than 600 g/mol; and/or

d) contains no or not more than one or two fused or monocyclic 5- or 6-
membered carbocyclic or heterocyclic rings, having 1, 2 or 3 ring atoms selected
from N, Oor S.

87. Method of treating or preventing psoriasis, comprising administration of
a PPAR agonist and an Nrf2 activator to a patient in need thereof, wherein said
Nrf2 activator is capable of provoking or inducing a stimulated and/or increased

nuclear translocation of Nrf2 protein and is



10

15

20

25

30

WO 2013/092269 PCT/EP2012/074915

64

a) selected from the group of Michael reaction acceptors, phenols,
diphenols, chalcones, isothiocyanates, thiocarbamates, quinones, naphtoquinones
and 1,2 dithiole-3-thiones; and

b) contains less than 35 carbon atoms; and/or

¢) has a molecular weight of less than 600 g/mol; and/or

d) contains no or not more than one or two fused or monocyclic 5- or 6-
membered carbocyclic or heterocyclic rings, having 1, 2 or 3 ring atoms selected
from N, O or S.

In one embodiment of the foregoing method, no therapeutic amounts of
hydroxurea are co-administrated to the patient. In another embodiment of the
foregoing method, no therapeutic amounts of monomethyl hydrogen fumarate are
co-administrated to the patient. In another embodiment of the foregoing method, no
therapeutic amounts of dimethyl fumarate are co-administrated to the patient. In
another embodiment of the foregoing method, the Nrf2 activator is bardoloxolone
methyl. In another embodiment of the foregoing method, the PPAR agonist is other

than pioglitazone, such as rosiglitazone.

88. Mecthod of treating or preventing autoimmune and/or inflammatory
diseases other than psoriasis, comprising administration of a PPAR agonist and

dialkyl fumarate and/or monoalkyl hydrogen fumarate to a patient in need thereof.

89. Method of treating or preventing autoimmune and/or inflammatory
diseases other than chronic kidney disease, comprising administration of a PPAR

agonist and bardoxolone methyl to a patient in need thereof.

90. Method of treating or preventing cardiovascular diseases, respiratory
disorders, graft rejection, cancer and diabetes and its complications, comprising
administration of a PPAR agonist and dimethyl fumarate and/or monomethyl

hydrogen fumarate to a patient in need thereof.

91. Method of treating or preventing autoimmune/inflammatory and
cardiovascular diseases, respiratory disorders, graft rejection, cancer and diabetes

and its complications, comprising administration of a PPAR agonist other than
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pioglitazone, and dimethyl fumarate and/or monomethyl hydrogen fumarate to a

patient in need thereof.

92. PPAR gamma agonist for use in combination with an Nrf2 activator in

the treatment of an autoimmune and/or inflammatory disease.

93. PPAR gamma agonist for use in combination with an Nrf2 activator
according to one or more of the foregoing embodiments and/or embodiment 92,

characterized in that the Nrf2 activator is dimethyl fumarate.

94. PPAR gamma agonist for use in combination with an Nrf2 activator
according to one or more of the foregoing embodiments and/or embodiment 92,

characterized in that the Nrf2 activator is bardoxolone methyl.

95. PPAR gamma agonist for use in combination with an Nrf2 activator
according to one of the foregoing embodiments, characterized in that the PPAR

gamma agonist is pioglitazone.

96. PPAR gamma agonist for use in combination with an Nrf2 activator
according to one of the foregoing embodiments, characterized in that the PPAR
gamma agonist 18 selected from the group of rosiglitazone, troglitazone and

ciglitazone.

97. PPAR gamma agonist for use in combination with an Nrf2 activator
according to one of the foregoing embodiments, characterized in that the

autormmune and/or inflammatory disease is psoriasis.

98. PPAR gamma agonist for use in combination with an Nrf2 activator
according to one of the foregoing embodiments, characterized in that the

autoimmune and/or inflammatory disease is multiple sclerosis.
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99. PPAR gamma agonist for use in combination with an Nrf2 activator
according to one of the foregoing embodiments, characterized in that the

autoimmune and/or inflammatory disease is colitis ulcerosa.

100. PPAR gamma agonist for use in combination with an Nrf2 activator
according to onc of the foregoing embodiments, characterized in that the

autoimmune and/or inflammatory disease is Crohn's disease.

101. PPAR gamma agonist for use in combination with an Nrf2 activator
according to one of the foregoing embodiments, characterized in that the

autoimmune and/or inflammatory disease is allopecia areata or cicatricial alopecia.

102. PPAR gamma agonist for use in combination with an Nrf2 activator
according to one of the foregoing embodiments, characterized in that the

autoimmune and/or inflammatory disease is diabetic nephrophathy.

103. PPAR gamma agonist for use in combination with an Nrf2 activator
according to one of the foregoing embodiments, characterized in that the

autoimmune and/or inflammatory disease is myasthenia gravis.

104. A pharmaceutical composition comprising pioglitazone, dimethyl

fumarate and optionally one or more excipients.

105. A pharmaceutical composition comprising dimethyl fumarate and a
PPAR gamma agonist selected from rosiglitazone, troglitazone and ciglitazone, and

optionally one or more excipients.

106. A pharmaceutical composition comprising bardoxolone methyl and a
PPAR gamma agonist selected from pioglitazone, rosiglitazone, troglitazone and

ciglitazone, and optionally one or more excipients.

107. Method of treating or preventing neurodegenerative diseases,

comprising administration of a PPAR gamma agonist selected from the group of
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glitazones and a fumaric acid monoalkyl and/or dialkyl ester to a patient in need

thereof.

108. Method according to one or more of the foregoing embodiments and/or
embodiment 107, wherein the fumaric acid dialkyl ester is selected from dimethyl
fumarate and diethyl fumarate and the fumaric acid monoalkyl ester is sclected

from monomethyl hydrogen fumarate and monoethyl hydrogen fumarate.

109. Method according to one or more of the foregoing embodiments and/or
embodiment 107 or 108, wherein the PPAR gamma agonist glitazone is selected

from pioglitazone and rosiglitazone.

110. Method according to one or more of the foregoing embodiments and/or
embodiment 107, 108 or 109, wherein the neurodegenerative disease is multiple

sclerosis.

111. A pharmaceutical composition comprising a PPAR gamma agonist
selected from the group of glitazones and a fumaric acid monoalkyl and/or dialkyl

ester and optionally one or more excipients.

112. A pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiment 111, wherein the fumaric acid dialkyl
ester is selected from dimethyl fumarate and diethyl fumarate and the fumaric acid
monoalkyl ester is selected from monomethyl hydrogen fumarate and monoethyl

hydrogen fumarate.

113. A pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiment 111 or 112, wherein the PPAR gamma

agonist glitazone is selected from pioglitazone and rosiglitazone.

114. Method of treating or preventing ncurodegenerative diseases,

comprising administration of a pharmaceutical composition according to one or
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more of the foregoing embodiments and/or embodiments 111, 112 or 113 to a

patient in need thereof.

115. Method according to one or more of the foregoing embodiments and/or

embodiment 114, wherein the neurodegenerative disease is multiple sclerosis.

116. A solid oral dosage form comprising a PPAR gamma agonist selected
from the group of glitazones and a fumaric acid monoalkyl and/or dialkyl ester and

optionally one or more excipients.

117. A solid oral dosage form according to one or more of the foregoing
cmbodiments and/or embodiment 116, wherein the fumaric acid dialkyl ester is
selected from dimethyl fumarate and diethyl fumarate and the fumaric acid
monoalkyl ester is selected from monomethyl hydrogen fumarate and monoethyl

hydrogen fumarate.

118. A solid oral dosage form according to one or more of the foregoing
embodiments and/or embodiment 116 or 117, wherein the PPAR gamma agonist

glitazone is selected from pioglitazone and rosiglitazone.

119. Method of treating or preventing neurodegenerative diseases,
comprising oral administration of a solid oral dosage form according to one or
more of the foregoing embodiments and/or embodiments 116, 117 or 118 to a

patient in need thereof.

120. Method according to one or more of the foregoing embodiments and/or

embodiment 119, wherein the neurodegenerative disease is multiple sclerosis.

121. Kit of parts comprising a) a PPAR gamma agonist selected from the
group of glitazones and b) a fumaric acid monoalkyl and/or dialkyl ester and

optionally c) instructions for a dosage regime.
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122. Kit of parts according to one or more of the foregoing embodiments
and/or embodiment 121, wherein the fumaric acid dialkyl ester is selected from
dimethyl fumarate and diethyl fumarate and the fumaric acid monoalkyl ester is

selected from monomethyl hydrogen fumarate and monoethyl hydrogen fumarate.

123. Kit of parts according to one or more of the foregoing embodiments
and/or embodiment 121 or 122, wherein the PPAR gamma agonist glitazone is

selected from pioglitazone and rosiglitazone.

124. A method of treatment of an autoimmune and/or inflammatory disorder
comprising administration of a combination of a PPAR gamma agonist selected
from the group of glitazones and a) an isolated Nrf2 activator, sclected from the
group of fumaric acid esters, bardoxolone methyl (methyl 2-cyano-3,12-
dioxooleana-1,9(11)dien-28-oate, CDDO-Me, RTA 402), ethyl 2-cyano-3,12-
dioxooleana-1,9(11)dien-28-oate, 2-cyano-3,12-dioxooleana-1,9(11)dien-28-oic
acid (CDDO), 1[2-Cyano-3,12-dioxooleana-1,9(11)-dien-28-oyl]imidazole
(CDDO-Im), 2-cyano-N-methyl-3,12-dioxooleana-1,9(11)-dien-28 amide (CDDO-
methyl amide, CDDO-MA), [(+)-(4bS,8aR,10aS)-10a-cthynyl-4b,8,8-trimethyl-
3,7-diox0-3,4b,7,8,8a,9,10,10a-octahydrophenanthrene-2,6-dicarbonitrile]  (TBE-
31), 2-cyano-3,12-dioxooleana-1,9(11)-dien-28-onitrile (TP-225), 3-tert-butyl-4-
hydroxyanisole, 2-tert-butyl-4-hydroxyanisole (BHA), tert-butylquinone (tBQ),
tert-butylhydroquinone (tBHQ), 3,5-di-tert-butyl-4-hydroxytoluene (BHT), 2,6-Di-
tert-butyl-4-methylene-2,5-cyclohexadien-1-one (2,6-Di-tert-butylquinone methide,
BHT-quinone methide), ethoxyquin, gallic acid esters, auranofin, curcumin,
reservatrol, menadione, cinnamic aldehyde, cinnamic acid esters, caffeic acid
esters, cafestol, kahweol, lycopene, carnosol, sulforaphane, oltipraz, 5-(4-methoxy-
phenyl)-1,2-dithiole-3-thione  (ADT), sulfasalazine, S5-aminosalicylic acid
(mesalamine), 5-amino-2-hydroxy-benzoic acid 4-(5-thioxo-5H-[1,2]dithiol-3-yl)-
phenyl ester (ATB-429), allicin, allylisothiocyanate, zerumbone, phenethyl
isothiocyanate, benzyl isothiocyanate, 6-methylsulfinylhexyl isothiocyanate as well
as alkyl and alkanoyl esters, alkyl ethers, stercoisomers, tautomers and salts of the
aforementioned agents, or b) a pharmaceutical composition comprising said

isolated Nrf2 activator,
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provided that
if the autoimmune and/or inflammatory disorder is psoriasis and the PPAR
agonist is pioglitazone and the Nrf2 activator is a fumaric acid ester, the treatment

is not combined with hydroxyurea.

125. A method of treatment of an autoimmune and/or inflammatory disorder
comprising administration of a combination of a PPAR gamma agonist selected
from the group of glitazones and a) an isolated Nrf2 activator, selected from the
group of fumaric acid esters, 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-
hydroxyanisole (BHA), tert-butylquinone (tBQ), tert-butylhydroquinone (tBHQ),
3,5-di-tert-butyl-4-hydroxytoluene = (BHT), 2,6-Di-tert-butyl-4-methylene-2,5-
cyclohexadien-1-one (2,6-Di-tert-butylquinone methide, BHT-quinone methide),
ethoxyquin, gallic acid esters, auranofin, curcumin, reservatrol, menadione,
cinnamic aldehyde, cinnamic acid esters, caffeic acid esters, cafestol, kahweol,
lycopene, carnosol, sulforaphane, oltipraz, 5-(4-methoxy-phenyl)-1,2-dithiole-3-
thione (ADT), sulfasalazine, 5-aminosalicylic acid (mesalamine), 5-amino-2-
hydroxy-benzoic acid 4-(5-thioxo-5H-[1,2]dithiol-3-yl)-phenyl ester (ATB-429),
allicin, allylisothiocyanate, zerumbone, phenethyl isothiocyanate, benzyl
isothiocyanate, 6-methylsulfinylhexyl isothiocyanate as well as alkyl and alkanoyl
esters, alkyl ethers, stereoisomers, tautomers and salts of the aforementioned
agents, or b) a pharmaceutical composition comprising said isolated Nrf2 activator,

provided that

if the autoimmune and/or inflammatory disorder is psoriasis and the PPAR
agonist is pioglitazone and the Nrf2 activator is a fumaric acid ester, the treatment

is not combined with hydroxyurea.

126. A method of treatment according to the aforementioned embodiments,
wherein the autoimmune and/or inflammatory disorder is selected from psoriasis,
scleroderma, chronic kidney disease (CKD), neurodegenerative diseases, asthma,
chronic obstructive pulmonary disorder (COPD), fibrosis, inflammatory arthritis

discase and inflammatory bowel discase (IBD).
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127. A method of treatment according to the aforementioned embodiment,
wherein the autoimmune and/or inflammatory disorder is a neurodegenerative
discase selected from multiple sclerosis, clinically isolated syndrome (CIS),
amyotrophic lateral sclerosis, Alzheimer’s disease, Huntington’s disease, and

Parkinson’s disease.

128. A method for the reduction of inflammation in a patient, comprising
administration of a combination of a PPAR gamma agonist selected from the group
of glitazones and a) an isolated Nrf2 activator selected from the group of fumaric
acid esters, bardoxolone methyl (methyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-
oate, CDDO-Me, RTA 402), ethyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-oate,
2-cyano-3,12-dioxooleana-1,9(11)dien-28-0ic acid (CDDO), 1[2-Cyano-3,12-
dioxooleana-1,9(11)-dien-28-oyl]imidazole (CDDO-Im), 2-cyano-N-methyl-3,12-
dioxooleana-1,9(11)-dien-28 amide (CDDO-methyl amide, CDDO-MA), [(¥)-
(4bS,8aR,10aS)-10a-cthynyl-4b,8,8-trimethyl-3,7-dioxo-3,4b,7,8,82,9,10,10a-
octahydrophenanthrene-2,6-dicarbonitrile] (TBE-31), 2-cyano-3,12-dioxooleana-
1,9(11)-dien-28-onitrile (TP-225), 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-
hydroxyanisole (BHA), tert-butylquinone (tBQ), tert-butylhydroquinone (tBHQ),
3,5-di-tert-butyl-4-hydroxytoluene ~ (BHT),  2,6-Di-tert-butyl-4-methylene-2,5-
cyclohexadien-1-one (2,6-Di-tert-butylquinone methide, BHT-quinone methide),
ethoxyquin, gallic acid esters, auranofin, curcumin, reservatrol, menadione,
cinnamic aldehyde, cinnamic acid esters, caffeic acid esters, cafestol, kahweol,
lycopene, carnosol, sulforaphane, oltipraz, 5-(4-methoxy-phenyl)-1,2-dithiole-3-
thione (ADT), sulfasalazine, 5-aminosalicylic acid (mesalamine), S-amino-2-
hydroxy-benzoic acid 4-(5-thioxo-5H-[1,2]dithiol-3-yl)-phenyl ester (ATB-429),
allicin, allylisothiocyanate, zerumbone, phenethyl isothiocyanate, benzyl
isothiocyanate, 6-methylsulfinylhexyl isothiocyanate as well as alkyl and alkanoyl
esters, alkyl ethers, stereoisomers, tautomers and salts of the aforementioned

agents, or b) a pharmaceutical composition comprising said isolated Nrf2 activator,

provided that
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if the inflammation is occurring with and/or is resulting from psoriasis and
the PPAR agonist is pioglitazone and the Nrf2 activator is a fumaric acid ester, the

treatment is not combined with hydroxyurea.

129. A method for the reduction of inflammation in a patient, comprising
administration of a combination of a PPAR gamma agonist sclected from the group
of glitazones and a) an isolated Nrf2 activator selected from the group of fumaric
acid esters, 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-hydroxyanisole (BHA),
tert-butylquinone (tBQ), tert-butylhydroquinone (tBHQ), 3,5-di-tert-butyl-4-
hydroxytoluene (BHT), 2,6-Di-tert-butyl-4-methylene-2,5-cyclohexadien-1-one
(2,6-Di-tert-butylquinone methide, BHT-quinone methide), ethoxyquin, gallic acid
esters, auranofin, curcumin, reservatrol, menadione, cinnamic aldehyde, cinnamic
acid esters, caffeic acid esters, cafestol, kahweol, lycopene, camosol, sulforaphane,
oltipraz, 5-(4-methoxy-phenyl)-1,2-dithiole-3-thione (ADT), sulfasalazine, 5-
aminosalicylic acid (mesalamine), S-amino-2-hydroxy-benzoic acid 4-(5-thioxo-
5H-[1,2]dithiol-3-yl)-phenyl ester (ATB-429), allicin, allylisothiocyanate,
zerumbone, phenethyl isothiocyanate, benzyl isothiocyanate, 6-methylsulfinylhexyl
isothiocyanate as well as alkyl and alkanoyl esters, alkyl ethers, stereoisomers,
tautomers and salts of the aforementioned agents, or b) a pharmaceutical

composition comprising said isolated Nrf2 activator,

provided that
if the inflammation is occurring with and/or is resulting from psoriasis and
the PPAR agonist is pioglitazone and the Nrf2 activator is a fumaric acid ester, the

treatment is not combined with hydroxyurea.

130. A method according to the aforementioned embodiments, wherein the

inflammation is a chronic inflammation.

131. A method according to the aforementioned embodiments, wherein the

PPAR gamma agonist glitazone is selected from pioglitazone and rosiglitazone.
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132. A method according to the aforementioned embodiments, wherein the
Nrf2 activator is a fumaric acid ester selected from dialkyl fumarate and monoalkyl

fumarate.

133. A method according to the aforementioned embodiment, wherein the

Nrf2 activator is dimethyl fumarate.

134. A pharmaceutical composition comprising a PPAR gamma agonist
selected from the group of glitazones and an Nrf2 activator selected from the group
of fumaric acid esters, bardoxolone methyl (methyl 2-cyano-3,12-dioxooleana-
1,9(11)dien-28-0oate, CDDO-Me, RTA 402), ethyl 2-cyano-3,12-dioxooleana-
1,9(11)dien-28-0ate, 2-cyano-3,12-dioxooleana-1,9(11)dien-28-o0ic acid (CDDO),
1[2-Cyano-3,12-dioxooleana-1,9(11)-dien-28-oyl}imidazole (CDDO-Im), 2-cyano-
N-methyl-3,12-dioxooleana-1,9(11)-dien-28 amide (CDDO-methyl amide, CDDO-
MA), [(£)-(4bS,8aR,10aS)-10a-cthynyl-4b,8, 8-trimethyl-3,7-dioxo-
3,4b,7,8,8a,9,10,10a-octahydrophenanthrene-2,6-dicarbonitrile] ~ (TBE-31),  2-
cyano-3,12-dioxooleana-1,9(11)-dien-28-onitrile (TP-225), 3-tert-butyl-4-
hydroxyanisole, 2-tert-butyl-4-hydroxyanisole (BHA), tert-butylquinone (tBQ),
tert-butylhydroquinone (tBHQ), 3,5-di-tert-butyl-4-hydroxytoluene (BHT), 2,6-Di-
tert-butyl-4-methylene-2,5-cyclohexadien-1-one (2,6-Di-tert-butylquinone methide,
BHT-quinone methide), ethoxyquin, gallic acid esters, auranofin, curcumin,
reservatrol, menadione, cinnamic aldehyde, cinnamic acid esters, caffeic acid
esters, cafestol, kahweol, lycopene, carnosol, sulforaphane, oltipraz, 5-(4-methoxy-
phenyl)-1,2-dithiole-3-thione (ADT), sulfasalazine, S-aminosalicylic acid
(mesalamine), 5-amino-2-hydroxy-benzoic acid 4-(5-thioxo-5H-[1,2]dithiol-3-yl)-
phenyl ester (ATB-429), allicin, allylisothiocyanate, zerumbone, phenethyl
isothiocyanate, benzyl isothiocyanate, 6-methylsulfinylhexyl isothiocyanate as well
as alkyl and alkanoyl esters, alkyl ethers, stereoisomers, tautomers and salts of the

aforementioned agents, and optionally one or more excipients.

135. A pharmaccutical composition comprising a PPAR gamma agonist
selected from the group of glitazones and an Nrf2 activator selected from the group

of fumaric acid esters, 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-hydroxyanisole
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(BHA), tert-butylquinone (tBQ), tert-butylhydroquinone (tBHQ), 3,5-di-tert-butyl-
4-hydroxytoluene (BHT), 2,6-Di-tert-butyl-4-methylene-2,5-cyclohexadien-1-one
(2,6-Di-tert-butylquinone methide, BHT-quinone methide), ethoxyquin, gallic acid
esters, auranofin, curcumin, reservatrol, menadione, cinnamic aldehyde, cinnamic
acid esters, caffeic acid esters, cafestol, kahweol, lycopene, carnosol, sulforaphane,
oltipraz, 5-(4-methoxy-phenyl)-1,2-dithiole-3-thione (ADT), sulfasalazine, 5-
aminosalicylic acid (mesalamine), 5-amino-2-hydroxy-benzoic acid 4-(5-thioxo-
SH-[1,2]dithiol-3-yl)-phenyl ester (ATB-429), allicin, allylisothiocyanate,
zerumbone, phenethyl isothiocyanate, benzyl isothiocyanate, 6-methylsulfinylhexyl
isothiocyanate as well as alkyl and alkanoyl esters, alkyl ethers, stereoisomers,
tautomers and salts of the aforementioned agents, and optionally one or more

excipients.

136. A pharmaceutical composition according to the aforementioned
embodiments, wherein the PPAR gamma agonist glitazone is selected from

pioglitazone and rosiglitazone.

137. A pharmaceutical composition according to the aforementioned
embodiments, wherein the Nrf2 activator is a fumaric acid ester selected from

dialkyl fumarate and monoalkyl fumarate.

138. A pharmaceutical composition according to the aforementioned

embodiment, wherein the Nrf2 activator is dimethyl fumarate.

139. A solid oral dosage form comprising the pharmaceutical composition
according to the aforementioned embodiments.

140. A method of treatment of an autoimmune and/or inflammatory disorder
comprising administration of a pharmaceutical composition according to one or

more of the foregoing embodiments and/or embodiments 134 135, 136, 137 or 138.

141. A method of treatment according to the aforementioned embodiment,
wherein the autoimmune and/or inflammatory disorder is selected from psoriasis,

scleroderma, chronic kidney disease (CKD), neurodegenerative diseases, asthma,
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chronic obstructive pulmonary disorder (COPD), fibrosis, inflammatory arthritis

disease and inflammatory bowel disease (IBD).

142. A method of treatment according to the aforementioned embodiment,
wherein the autoimmune and/or inflammatory disorder is a neurodegenerative
discase selected from multiple sclerosis, clinically isolated syndrome (CIS),
amyotrophic lateral sclerosis, Alzheimer’s disease, Huntington’s disease, and

Parkinson’s discase.

143. A method for the reduction of inflammation in a patient comprising
administration of a pharmaceutical composition according to one or more of the

foregoing embodiments and/or embodiments 134 135, 136, 137 or 138.

144. A method according to the aforementioned embodiment, wherein the

inflammation is a chronic inflammation.

145. A kit of parts comprising a) a PPAR gamma agonist selected from the
group of glitazones and b) an Nrf2 activator selected from the group of fumaric
acid esters, bardoxolone methyl (methyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-
oate, CDDO-Me, RTA 402), ethyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-oate,
2-cyano-3,12-dioxooleana-1,9(11)dien-28-0ic acid (CDDO), 1[2-Cyano-3,12-
dioxooleana-1,9(11)-dien-28-oyl]imidazole (CDDO-Im), 2-cyano-N-methyl-3,12-
dioxooleana-1,9(11)-dien-28 amide (CDDO-methyl amide, CDDO-MA), [(¥)-
(4bS,8aR,10aS)-10a-cthynyl-4b,8,8-trimethyl-3,7-dioxo-3,4b,7,8,8a,9,10,10a-
octahydrophenanthrene-2,6-dicarbonitrile] (TBE-31), 2-cyano-3,12-dioxooleana-
1,9(11)-dien-28-onitrile (TP-225), 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-
hydroxyanisole (BHA), tert-butylquinone (tBQ), tert-butylhydroquinone (tBHQ),
3,5-di-tert-butyl-4-hydroxytoluene  (BHT),  2,6-Di-tert-butyl-4-methylene-2,5-
cyclohexadien-1-one (2,6-Di-tert-butylquinone methide, BHT-quinone methide),
ethoxyquin, gallic acid esters, auranofin, curcumin, reservatrol, menadione,
cinnamic aldehyde, cinnamic acid esters, caffeic acid esters, cafestol, kahweol,
lycopene, carnosol, sulforaphane, oltipraz, 5-(4-methoxy-phenyl)-1,2-dithiole-3-

thione (ADT), sulfasalazine, 5-aminosalicylic acid (mesalamine), S5-amino-2-
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hydroxy-benzoic acid 4-(5-thioxo-SH-[1,2]dithiol-3-yl)-phenyl ester (ATB-429),
allicin, allylisothiocyanate, zerumbone, phenethyl isothiocyanate, benzyl
isothiocyanate, 6-methylsulfinylhexyl isothiocyanate as well as alkyl and alkanoyl
esters, alkyl ethers, stereoisomers, tautomers and salts of the aforementioned

agents, and optionally c) instructions for a dosing regimen.

146. A kit of parts comprising a) a PPAR gamma agonist selected from the
group of glitazones and b) an Nrf2 activator selected from the group of fumaric
acid esters, 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-hydroxyanisole (BHA),
tert-butylquinone (tBQ), tert-butylhydroquinone (tBHQ), 3,5-di-tert-butyl-4-
hydroxytoluene (BHT), 2,6-Di-tert-butyl-4-methylene-2,5-cyclohexadien-1-one
(2,6-Di-tert-butylquinone methide, BHT-quinone methide), ethoxyquin, gallic acid
esters, auranofin, curcumin, reservatrol, menadione, cinnamic aldehyde, cinnamic
acid esters, caffeic acid esters, cafestol, kahweol, lycopene, carnosol, sulforaphane,
oltipraz, 5-(4-methoxy-phenyl)-1,2-dithiole-3-thione (ADT), sulfasalazine, 5-
aminosalicylic acid (mesalamine), 5-amino-2-hydroxy-benzoic acid 4-(5-thioxo-
5H-[1,2]dithiol-3-yl)-phenyl ester (ATB-429), allicin, allylisothiocyanate,
zerumbone, phenethyl isothiocyanate, benzyl isothiocyanate, 6-methylsulfinylhexyl
isothiocyanate as well as alkyl and alkanoyl esters, alkyl ethers, stereoisomers,
tautomers and salts of the aforementioned agents, and optionally ¢) instructions for

a dosing regimen.

147. A kit of parts according to the aforementioned embodiments, wherein

the PPAR gamma agonist glitazone is selected from pioglitazone and rosiglitazone.

148. A kit of parts according to the aforementioned embodiments, wherein
the Nrf2 activator is a fumaric acid ester selected from dialkyl fumarate and

monoalkyl fumarate.

149. A kit of parts according to the aforementioned embodiment, wherein

the Nrf2 activator is dimethyl fumarate.
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150. A method of treating multiple sclerosis or clinically isolated syndrome
(CIS) comprising the administration of a pharmaceutical composition comprising a
glitazone and a fumaric acid monoalky! ester and/or fumaric acid dialkyl ester to a

patient having multiple sclerosis or clinically isolated syndrome.

151. The method according to one or more of the foregoing embodiments
and/or embodiment 150, wherein the fumaric acid dialkyl ester is selected from
dimethyl fumarate or diethyl fumarate and the fumaric acid monoalkyl ester is

selected from monomethyl hydrogen fumarate or monoethyl hydrogen fumarate.

152. The method according to one or more of the foregoing embodiments
and/or embodiment 151, wherein the fumaric acid dialkyl ester is dimethyl

fumarate.

153. The method according to one or more of the foregoing embodiments

and/or embodiment 150, wherein the glitazone is pioglitazone or rosiglitazone.

154. The method according to one or more of the foregoing embodiments
and/or embodiment 150, wherein said composition comprises a fumaric acid
dialkyl ester selected from dimethyl fumarate or diethyl fumarate, the glitazone is
pioglitazone or rosiglitazone and said pharmaceutical composition is a solid oral

dosage form.

155. The method according to one or more of the foregoing embodiments
and/or embodiment 154, wherein said fumaric acid dialkyl ester is dimethyl

fumarate.

156. A pharmaceutical composition comprising a glitazone and a fumaric
acid monoalkyl ester and/or fumaric acid dialkyl ester and, optionally, one or more

excipients.

157. The pharmaceutical composition according to one or more of the

foregoing embodiments and/or embodiment 156, wherein the fumaric acid dialkyl
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ester is selected from dimethyl fumarate or dicthyl fumarate and the fumaric acid
monoalkyl ester is selected from monomethyl hydrogen fumarate or monoethyl

hydrogen fumarate.

158. The pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiment 156, wherein the glitazone is

pioglitazone or rosiglitazone.

159. The pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiment 157, wherein the fumaric acid dialkyl

ester is dimethyl fumarate.

160. The pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiment 156, wherein said pharmaceutical

composition comprises a solid oral dosage form.

161. The pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiment 156, wherein the fumaric acid dialkyl
ester is selected from dimethyl fumarate or diethyl fumarate and the fumaric acid
monoalkyl ester is selected from monomethyl hydrogen fumarate or monoethyl
hydrogen fumarate, the glitazone is pioglitazone or rosiglitazone and said

pharmaceutical composition is an oral dosage form.

162. The pharmaceutical composition according to one or more of the
foregoing embodiments and/or embodiment 161, wherein said fumaric acid dialkyl

ester is dimethyl fumarate.

163. The method according to one or more of the foregoing embodiments

and/or embodiment 150, wherein said patient has multiple sclerosis.

164. The method according to one or more of the foregoing embodiments

and/or embodiment 150, wherein said patient has clinically isolated syndrome.
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165. Method of treating or preventing an autoimmune and/or inflammatory
disorder, comprising administration of a PPAR gamma agonist selected from the

group of glitazones and a bardoxolone alkyl to a patient in need thereof.

166. Method according to one or more of the foregoing embodiments and/or

embodiment 165, wherein the bardoxolone alkyl is bardoxolone methyl.

167. Method according to one or more of the foregoing embodiments and/or
embodiment 165 or 166, wherein the PPAR gamma agonist glitazone is selected

from pioglitazone and rosiglitazone.

168. Method according to one or more of the foregoing embodiments and/or
embodiment 165, 166 or 167, wherein the autoimmune and/or inflammatory

disorder is chronic kidney disease.

169. Method according to one or more of the foregoing embodiments and/or
embodiment 165, 166 or 167, wherein the autoimmune and/or inflammatory

disorder is multiple sclerosis.

170. A composition comprising a) a compound selected from auranofin,

sulfasalazine or 5-aminosalicylic acid (mesalamine) and b) a glitazone.

171. A composition comprising a) a compound selected from auranofin,

sulfasalazine or 5-aminosalicylic acid (mesalamine) and b) pioglitazone.

172. A composition comprising a) a compound selected from auranofin,

sulfasalazine or 5-aminosalicylic acid (mesalamine) and b) rosiglitazone.

173. A pharmaceutical composition comprising a) a compound selected
from auranofin, sulfasalazine or S5-aminosalicylic acid (mesalamine) and b) a
glitazone, such as pioglitazone or rosiglitazone, and optionally ¢) one or more

excipients.
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174. Method of treating rheumatoid arthritis comprising administering the
composition according to embodiments 170 to 173, preferably a composition

comprising a) auranofin or sulfasalazine and b) a glitazone, to a patient.

175. Method of treating a condition selected from inflammatory bowel
disease, such as ulcerative colitis and Crohn's discase, comprising administering a
composition according to embodiments 170 to 173, preferably a composition
comprising sulfasalazine or 5-aminosalicylic acid (mesalamine) and a glitazone to a
patient.

In another embodiment of the present invention, the autoimmune and/or
inflammatory disease is an oral cavity inflammation or throat inflammation, such as
gingivitis, peridontitis or tonsillitis. In a preferred embodiment, such diseases are
preferably treated by rinsing the oral cavity and/or throat with a solution or
applying a gel or a cream comprising a PPAR gamma agonist, such as a glitazone,
preferably pioglitazone or rosiglitazone, and an Nrf2 activator, such as
sulforaphane, tert-butylhydroquinone and/or butylated hydroxyanisole or others
mentioned herein, preferably 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-
hydroxyanisole (BHA), tert-butylquinone (tBQ), tert-butylhydroquinone (tBHQ),
3,5-di-tert-butyl-4-hydroxytoluene ~ (BHT),  2,6-Di-tert-butyl-4-methylene-2,5-
cyclohexadien-1-one (2,6-Di-tert-butylquinone methide, BHT-quinone methide),
ethoxyquin, gallic acid esters, curcumin, reservatrol, menadione, cinnamic
aldehyde, cinnamic acid esters, caffeic acid esters, cafestol, kahweol, lycopene,
carnosol, sulforaphane, oltipraz, 5-(4-methoxy-phenyl)-1,2-dithiole-3-thione
(ADT), 5-amino-2-hydroxy-benzoic acid 4-(5-thioxo-5H-[1,2]dithiol-3-yl)-phenyl
ester (ATB-429), allicin, allylisothiocyanate, zerumbone, phenethyl isothiocyanate,
benzyl isothiocyanate, 6-methylsulfinylthexyl isothiocyanate as well as alkyl and
alkanoyl esters, alkyl ethers, stercoisomers, tautomers and salts of the
aforementioned agents. The above solution or the gel can be based on known
conventional excipient formulations, such as aqueous formulation of the agents
containing polyvinylpyrrolidone as an excipient. Moreover, the solutions or gels
may contain in addition to the agents also antibacterials such as chlorohexidine,

such as chlorhexidine gluconate, cetylpyridinium chloride, tin fluoride, hexetidine,
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benzoic acid and its sals, such as sodium benzoate, salicylates, such as methyl

salicylate, benzalkonium chloride, methylparaben and/or domiphen bromide.

Therefore, preferred embodiments of the present invention are solutions and
gels or creams containing a PPAR agonist and preferably a PPAR gamma agonist,
such as a glitazone, preferably pioglitazone or rosiglitazone, and an Nrf2 activator,
such as sulforaphane, tert-butylhydroquinone and/or butylated hydroxyanisole or
others mentioned herein, in particular 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-
hydroxyanisole (BHA), tert-butylquinone (tBQ), tert-butylhydroquinone (tBHQ),
3,5-di-tert-butyl-4-hydroxytoluene  (BHT), 2,6-Di-tert-butyl-4-methylene-2,5-
cyclohexadien-1-one (2,6-Di-tert-butylquinone methide, BHT-quinone methide),
cthoxyquin, gallic acid esters, curcumin, reservatrol, menadione, cinnamic
aldehyde, cinnamic acid esters, caffeic acid esters, cafestol, kahweol, lycopene,
carnosol, sulforaphane, oltipraz, 5-(4-methoxy-phenyl)-1,2-dithiole-3-thione
(ADT), 5-amino-2-hydroxy-benzoic acid 4-(5-thioxo-5SH-[1,2]dithiol-3-yl)-phenyl
ester (ATB-429), allicin, allylisothiocyanate, zerumbone, phenethyl isothiocyanate,
benzyl isothiocyanate, 6-methylsulfinylhexyl isothiocyanate as well as alkyl and
alkanoyl esters, alkyl ethers, stereoisomers, tautomers and salts of the
aforementioned agents. In a further preferred embodiment, each of the agent is
employed in these solutions, gels or creams in an amount of at least 0.1 %,
preferably at least 0.5 % or at least 1, 2 or 3 % (w/w) of the total weight of the

solution, cream or gel.

The role of reactive oxygen species and antioxidants in inflammatory
diseases has been described in the Journal of Clinical Periodontology Volume 24,
Issue 5, 1997, Pages 287-296.

Animal models for peridontitis and gingivitis are well known in the art, e.g.
Journal of Biomedicine and Biotechnology Volume 2011, Article ID 754857, 8
pages doi:10.1155/2011/754857

In another preferrd embodiment of the present invention, the PPAR gamma

agonist, such as pioglitazone or rosiglitazone is administered with the Nrf2
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activator capsaicin fort he treatment of an autoimmune and/or inflammatory
disorder such as psoriasis, psoriatic arthritis, and arthritis, such as rheumatoid
arthritis. The combination can also be used for the treatment of pain, such as
neuropathic pain. Combinations with capsaicin are preferably applied topically in
form of a cream or a gel or patch. More preferably the invention relates to a cream
or a gel or patch comprising capsaicin and a PPAR gamma agonist, such as a

glitazone, preferably pioglitazone or rosiglitazone.

The cream, gel or patch comprising capsaicin accoriding to the invention,
provides advantagous results when topically applied in the animal models for
psoriasis and rheumatoid arthritis as described herein. In these animal models, the
crcam, gel or patch comprising capsaicin and a PPAR gamma agonist, such as a
glitazone, preferably pioglitazone or rosiglitazone are applied to the joints or other

areas of the skin where symptoms are presented.

In another preferred embodiment, the Nrf2 activators cromolyn sodium or
nedocromil are combined with a PPAR gamma agonist, such as a glitazone,
preferably pioglitazone or rosiglitazone in order to treat or prevent an autoimmune
and/or inflammatory disease, such as asthma, allergies such as season allergy or
hay fever, COPD or allergic rhinitis. Preferably, combinations containing cromolyn
sodium or any other salt therof or nedocromil or its salt such as the sodium salt, as
an Nrf2 activator are combined with the PPAR agonist in a solution or gel or a
cream or patch, specifically a solution for inhalation or an eye-drop solution, which

comprise conventional excipients.

Pioglitazone can be used in enantiomerically pure or enriched form such as
disclosed in WO 2011015868 and WO2011098746, which is particularly
advantagous for oral mouth rinses, or oral gels, inhalation solutions eye-drops and

topic creams or gels or patches for the treatment of the skin.

Preferably, the PPAR agonist and the Nrf2 activator used in the present
invention do not belong to the same chemical class of compounds, i.e. the Nrf2

activator preferably belongs to a different class of compounds as the PPAR agonist.
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Solid oral dosage forms comprising the inventive combinations for use in
treatment of inflammatory and/or autoimmune diseases are preferred. Solid oral
dosage forms are well known in the art and comprise powders, granules, lozenges,
capsules and tablets, such as compressed tablets (CT), sugar-coated tablets (SCT),
film-coated tablets (FCT), enteric-coated tablets (ECT), multiple compressed
tablets (MCT), which are compressed tablets made by more than one compression
cycle, layered tablets, prepared by compressing an additional tablet granulation on
a previously compressed granulation, press-coated tablets, controlled-release
tablets, effervescent tablets, compressed suppositories, buccal and sublingual
tablets, molded tablets (tablet triturates, TT) and hypodermic tablets (HT). Most
preferred are solid oral dosage forms that contain both agents togehter in a single
pharmaceutical composition.

Preferred is also a composition comprising dimethyl fumarate, monomethyl
fumarate, optionally in form of its zinc, magnesium and/or calcium salts and a
PPAR agonist. The use of this composition in the treatment of psoriasis is
particularly preferred.

Preferred is also a PPAR gamma agonist for use in combination with an
Nrf2 activator in the treatment of an autoimmune and/or inflammatory disease,
according to any of the foregoing embodiments, characterized in that the treatment
excludes or does not comprise the administration of hydroxyurea
(hydroxycarbamid), in particular, if the PPAR gamma agonist and the Nrf2
activator is not used or administered in admixture or in a single pharmaceutical
formulation containing both agents together.

In one embodiment of the present invention, the autoimmune and/or
inflammatory disorder treated according to the present invention is psoriasis and/or
inflammation resulting from or occurring with psoriasis. Preferably, the inventive
treatment combines a glitazone with dimethyl fumarate for treating psoriasis and/or
inflammation resulting from or occurring with psoriasis. If in this case the glitazone
is pioglitazone, in particular, if it is not used or administered in admixture with the
Nrf2 activator or in a single pharmaceutical formulation containing both agents
together, the patient to be treated has preferably not received therapeutic amounts
of hydroxyurea before the treatment according to the present invention, is not

receiving hydroxyurea concomitantly with the treatment according to the present
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invention and preferably neither thereafter, while pioglitazone, dimethyl fumarate
or their metabolites are still present in the body. Thus, if the autoimmune and/or
inflammatory disorder is psoriasis and the PPAR agonist is pioglitazone and the
Nrf2 activator is a fumaric acid ester, the treatment is preferably not combined with
hydroxyurea, in particular, if the PPAR gamma agonist and the Nrf2 activator is not
used or administered in admixture or in a single pharmaceutical formulation
containing both agents together.

If the autoimmune and/or inflammatory disorder treated according to the
present invention is psoriasis and/or inflammation resulting from or occurring with
psoriasis the glitazone is in one embodiment preferably other than pioglitzaone,
such as rosiglitazone, or the Nrf2 activator is other than a fumaric acid ester.

Pioglitazone and rosiglitazone tablets are commercially available and can be
used as such for the combination therapy according to the invention.

In one embodiment, preferred tablets are film-coated tablets containing
rosiglitazone maleate equivalent to rosiglitazone, 2 mg, 4 mg, or § mg, for oral
administration, with the following inactive ingredients: Hypromellose 2910, lactose
monohydrate, magnesium stearate, microcrystalline cellulose, polyethylene glycol
3000, sodium starch glycolate, titanium dioxide, triacetin, and 1 or more of the
following: Synthetic red and yellow iron oxides and talc.

In one embodiment, preferred tablet for oral administration contain 15 mg,
30 mg, or 45 mg of pioglitazone (as the base) formulated with the following
excipients: lactose =~ monohydrate =~ NF,  hydroxypropylcellulose  NF,
carboxymethylcellulose calcium NF, and magnesium stearate NF.

Other formulations can be obtained in analogy to US6355676, US7976853
and 6403121.

Throughout the specification, the term “no significant PPAR gamma
agonistic activity” or “no significant PPAR gamma agonistic effect” means that at
the therapeutically useful concentration of the Nrf2 activator, no therapeutically
useful PPAR gamma activation can be obtained or measured.

Throughout the specification, the term “no significant effect on Nrf2” or “no
significantly activating effect on Nrf2” or “no significant effect on Nrf2 activity”
means that at the therapeutically useful concentration of the PPAR gamma agonist,

no therapeutically useful Nrf2 activation can be obtained or measured.
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The term monoalkyl fumarate and monoalkyl hydrogen fumarate are used

synonymously, such as monomethyl fumarate and monomethyl hydrogen fumarate.

EXAMPLES
Example 1
Preparation of Enteric-coated micro-tablets in capsules containing 120.0 mg of
dimethyl fumarate

Following patent US7320999, 12.000 kg of dimethyl fumarate are crushed,
mixed and homogenized by means of a sieve 800. Then an excipient mixture with
the following composition is prepared: 17.50 kg of starch derivative (STA-RX®
1500), 0.30 kg of microcrystalline cellulose (Avicel® PH 101), 0.75 kg of PVP
(Kollidon® 120), 4.00 kg of Primogel®, 0.25 kg of colloidal silicic acid
(Aerosil®). Dimethyl fumarate is added to the entire powder mixture, mixed,
homogenized by means of a sieve 200, processed in the usual manner with a 2%
aqueous solution of polyvidon pyrrolidone (Kollidon® K25) to obtain a binder
granulate and then mixed in the dry state with the outer phase. Said outer phase
consists of 0.50 kg of Mg stearate and 1.50 kg of talcum.

The powder mixture is compressed in the usual manner into 10 mg-micro
tablet cores.

To achieve resistance to gastric acid a solution of 2.250 kg of hydroxy
propyl methyl cellulose phthalate (HPMCP, Pharmacoat® HP 50) is dissolved in
portions in a mixture of the following solvents: 13.00 L of acetone, 13.50 L of
ethanol (94 wt.-%, denatured with 2% of ketone) and 1.50 L of demineralised
water. As a plasticiser, castor oil (0.240 kg) is added to the finished solution, which
1s applied in portions onto the micro tablet cores in the customary manner.

After drying is completed, a suspension of the following composition is
applied as a film coat in the same apparatus: 0.340 kg of talcum, 0.400 kg of
titanium(VI) oxide Cronus RN 56, 0.324 kg of coloured lacquer L-Rot-lack 86837,
4.800 kg of Eudragit E 12.5% and 0.120 kg of polyethylene glycol 6000, pH 11 XI
in a solvent mixture of the following composition: 8.170 kg of 2-propanol, 0.200 kg
of demineralised water and 0.600 kg of glycerine triacetate (Triacetin). This

procedure resulted in enteric-coated micro-tablets.
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Subsequently, the enteric-coated micro-tablets are filled into hard gelatine
capsules and are sealed for use according to the invention.

Micro pellets can be obtained similarly according to US7320999.

Example 2
Preparation of tablets containing pioglitazone and dimethyl fumarate in separate
tablet layers

According to US807113, a mixture of pioglitazone hydrochloride (99.2 g),
croscarmellose sodium (13.2 g) and lactose (184.9 g) is granulated by spraying
thereon 136.2 g of an aqueous solution of hydroxypropylcellulose (6.81 g), in a
fluid bed granulator (manufactured by Powrex Corp., Model: LAB-1). The
resulting granulated powder is then granulated by spraying a suspension obtained
by dispersing lactose (36 g) in 148.6 g of an aqueous solution of
hydroxypropylcellulose (7.59 g) thereon in a fluid bed granulator (manufactured by
Powrex Corp., Model: LAB-1) to obtain pioglitazone hydrochloride-containing
granulated powder coated with lactose. To a part (23.18 g) of the granulated
powder thus obtained, croscarmellose sodium (0.728 g) and magnesium stearate
(0.096 g) are added and mixed to obtain pioglitazone hydrochloride-containing
mixed powder. The pioglitazone hydrochloride-containing mixed powder is
compressed in the form of laminate with a powder obtained according to example
1, containing dimethyl fumarate, a starch derivative (STA-RX® 1500),
microcrystalline cellulose (Avicel® PH 101), PVP (Kollidon® 120), Primogel®,

and colloidal silicic acid (Aerosil®).

Example 3

According to US7976853, hydroxypropyl cellulose (26.4 g, Grade SSL,
Nippon Soda Co., Ltd.) (viscosity of 5% aqueous solution at 20° C.: 8 mPa-s),
polyethylene glycol 6000 (1.32 g), titanium oxide (2.64 g) and pioglitazone
hydrochloride (16.5 g) are dispersed in water (297 g) to give a coating solution. The
enteric coated micro-tablets obtained in example 1 are fed in a film coating
cquipment (Hicoater-Mini, Freund Industrial Co. Ltd.)) and coated with the
aforementioned coating solution to give a coated preparation. Subsequently, these

enteric-coated micro-tablets, which are coated with pioglitazone hydrochloride, are
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filled into hard gelatine capsules and are sealed for use according to the present
invention,

Alternatively, according to example 1, an enteric-coated tablet containing
the desired amount of dimethyl fumarate can be obtained, followed by a coating
with a pioglitazone formulation as described above. The tablets can be used as such

for the combination treatment according to the invention.

Example 4

A mixture of pioglitazone hydrochloride (99.2 g), croscarmellose sodium
(13.2 g) and lactose (184.9 g) which is granulated by spraying thereon 136.2 g of an
aqueous solution of hydroxypropylcellulose (6.81 g), in a fluid bed granulator
(manufactured by Powrex Corp., Model: LAB-1). The resulting granulated powder
is then granulated by spraying a suspension obtained by dispersing lactose (36 g) in
148.6 g of an aqueous solution of hydroxypropylcellulose (7.59 g) thereon in a
fluid bed granulator (manufactured by Powrex Corp., Model: LAB-1) to obtain
pioglitazone hydrochloride-containing granulated powder coated with lactose. A
desired amount of the granulated powder thus obtained, is filled in a capsules
containing dimethyl fumarate enteric-coated micro tablets obtained according to

example 1, which are thereafter sealed.

Example 5

A capsule is filled a dispersion of 20 mg of amorphous bardoxolone methyl
in methacrylic acid copolymer Type C, USP in a 4/6 weight ratio of bardoxolone
methyl to methacrylic acid copolymer Type C, USP having the following
composition is prepared according to US2012/022156:

Amorphous bardoxolone methyl as 40% dispersion: 11.36%

SMCC (90LM, silicified microcrystalline cellusose, as listed in the FDA
Inactive Ingredients Guide): 36.36%

lactose monohydrate: 40.91%

hydroxypropyl methylcellulose: 6.82%

colloidal silicon dioxide: 0.91%

magnesium Stearate: 0.91%

sodium lauryl sulphate: 2.73%.
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In addition, the capsule is filled with an cquivalent of 45 mg of pioglitazone
in form of its hydrochloride as a granulated powder coated with lactose obtained
according to the first part of example 4. The capsule is thereafter sealed for use.

Alternatively, the bardoxolone methyl containing mixture and the
pioglitazone containing mixture can be compressed into a tablet, preferably a
layered tablet, wherein the formulations are arranged in a laminar manner. In one

embodiment, an enteric coat is applied to the tablet.

General Experimental Protocols

If not mentioned otherwise, treatment in the following animal models
consists of, or animals are treated with, dimethyl fumarate and pioglitazone in form
of its hydrochloride, which are dissolved or dispersed in 0.5% methocellulose/0.1%
Tween80 in distilled water and administered by oral gavage twice daily. Treatment
groups are generally as follows: vehicle alone, dimethyl fumarate alone,
pioglitazone alone or the combination of dimethyl fumarate and pioglitazone. The
combination according to the invention results in an improved response to
treatment over the vehicle and the respective agents alone.

The effect of the combinations according to the present invention in the
treatment of cancer and preferably hematologic cancers such as CLL and AML can
be found according to Blood. 2006 Nov 15;108(10):3530-7 and Cancer Res June
15,2010 70; 4949.

Animal Model for Assessing the Therapeutic and Preventive Effect of the
combination of a PPAR gamma agonist and an Nrf2 activator in oral cavity
inflammation and throat inflammation including gingivitis, peridontitis, tonsillites
Specific pathogen-free C3H/HeN mice are infected according to J.
Periodontol. 2000 Jul; 71(7):1167-73 and are treated daily by oral gavage according
to the general example with pioglitatzone hydrochloride, sulforaphane or tert-
butylhydroquinone or the combination of pioglitatzone hydrochloride and
sulforaphane or pioglitazone hydrochloride and tert-butylhydroquinone. The
treatment with the combinations results in prevention or delayed onset and reduced

signs of inflammation compared to the individual agents and compared to non-
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treated animals. Similar qualitative results are obtained by applying the treatment
by daily rinsing the mouth of the animals for 2 minutes with a solution of the

agents.

Animal Model for Assessing the Therapeutic and Preventive Effect of the
combination of a PPAR gamma agonist and an Nrf2 activator in Rheumatoid
Arthritis

Animals are prepared according to Wilder, R. L. 2001 (Streptococcal Cell
Wall Arthritis) Current Protocols in Immunology. 26:15.10.1-15.10.12 and treated
daily by oral gavage according to the general example with pioglitatzone
hydrochloride, dimethyl fumarate or the combination of the agents. The treatment
with the combination results in prevention or delayed onset and reduced signs of
arthritis and inflammation compared to the individual agents and compared to non-

treated animals.

Use of an Animal Model to Assess Effect in Treating Psoriasis

The severe, combined immunodeficient (SCID) mouse model can be used to
evaluate the efficacy of compounds for treating psoriasis in humans (Boehncke,
Emst Schering Res Found Workshop 2005, 50, 213-34; and Bhagavathula et ah, J
Pharmacol Expt 7 Therapeutics 2008, 324(3), 938-947).

SCID mice are used as tissue recipients. One biopsy for each normal or
psoriatic volunteer is transplanted onto the dorsal surface of a recipient mouse.
Treatment is initiated 1 to 2 weeks after transplantation. Animals with the human
skin transplants are divided into treatment groups. Animals are treated twice daily
for 14 days. At the end of treatment, animals are photographed and then euthanized.
The transplanted human tissue along with the surrounding mouse skin is surgically
removed and fixed in 10% formalin and samples obtained for microscopy.
Epidermal thickness is measured. Tissue sections are stained with an antibody to
the proliferation-associated antigen Ki-67 and with an anti -human CD3+
monoclonal antibody to detect human T lymphocytes in the transplanted tissue.
Sections are also probed with antibodies to c-myc and B-catenin. A positive

response to treatment is reflected by a reduction in the average epiderma thickness
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of the psoriatic skin transplants. A positive response is also associated with reduced

expression of Ki-67 in keratinocytes.

General EAE Animal Model for Assessing Therapeutic Effect of the
combination of a PPAR gamma agonist and an Nrf2 activator for Treating Multiple
Sclerosis

Animals and EAE Induction Female C57BL/6 mice, 8-10 weeks old (Harlan
Laboratories, Livermore, CA), are immunized subcutaneously in the flanks and
mid-scapular region with 200ug. of myelin oligodendrocyte glycoprotein peptide
(MOG3S-Ss) (synthesized by Invitrogen) emulsified (1: 1 volume ratio) with
completc Freund's adjuvant (CFA) (containing 4 mg/nl. Mycobacterium
tuberculosis). Emulsion is prepared by the syringe-extrusion method with two glass
Luer-Lock syringes connected by a 3 -way stopcock. Mice are also given an
intraperitoneal injection of 200 ng pertussis toxin (List Biological Laboratories, Inc,
Campbell, CA) on the day of immunization and on day two post immunization.
Mice are weighed and ecxamined daily for clinical signs of experimental
autoimmune encephalomyelitis (EAE). Food and water is provided ad libitum and

once animals start to show disease, food is provided on the cage bottom.

Clinical Evaluation

Mice are scored daily beginning on day 7 post immunization. The clinical
scoring scale is as follows (Miller and Karplus, Current Protocols in Immunology
2007, 15.1.1-15.1.18): 0 = normal; 1 = limp tail or hind limb weakness (defined by
foot slips between bars of cage top while walking); 2 = limp tail and hind limb
weakness; 3 = partial hind limb paralysis (defined as no weight bearing on hind
limbs but can still move one or both hind limbs to some extent); 4 = complete hind

limb paralysis; 5 = moribund state (includes forelimb paralysis) or death.

Animal Model for Assessing Therapeutic Effect of the combination of a PPAR

gamma agonist and an Nrf2 activator for treating Multiple Sclerosis
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Experiments are conducted on female mice aged 4-6 weeks belong to the
C57BL/6 strain weighing 17-20 g. Experimental autoimmune encephalomyelitis
(EAE) is actively induced using >95% pure synthetic myelin oligodendrocyte
glycoprotein peptide 35-55 (MOG35-55, MEVGWYRSPFSRVVHLYRNGK).
Each mouse is anesthetized and receives 200 pg of MOG peptide and 15 pg of
Saponin extract from Quilija bark emulsified in 100 pl of phosphate-buffered
saline. A 25 pL volume is injected subcutaneously over four flank areas. Mice are
also intraperitoneally injected with 200 ng of pertussis toxin in 200 pL of PBS. A
second, identical injection of pertussis toxin is given after 48 h.

Daily treatment extends from day 26 to day 36 post-immunization. Clinical
scores are obtained daily from day 0 post-immunization until day 60. Clinical signs
are scored using the following protocol: 0, no detectable signs; 0.5, distal tail
limpness, hunched appearance and quiet demeanor; 1, completely limp tail; 1.5,
limp tail and hindlimb weakness (unsteady gait and poor grip with hindlimbs); 2,
unilateral partial hindlimb paralysis; 2.5, bilateral hindlimb paralysis; 3, complete
bilateral hindlimb paralysis; 3.5, complete hindlimb pa'ralysis and unilateral
forelimb paralysis; 4, total paralysis of hindlimbs and forelimbs (Eugster et al., Eur
J Immunol 2001, 31, 2302-2312).

Inflammation and demyelination are assessed by histology on sections from
the CNS of EAE mice. Mice are sacrificed after 30 or 60 days and whole spinal
cords are removed and placed in 0.32 M sucrose solution at 40C overnight. Tissues
are prepared and sectioned. Luxol fast blue stain is used to observe areas of
demyelination. Haematoxylin and cosin staining is used to highlight areas of
inflammation by darkly staining the nuclei of mononuclear cells. Immune cells
stained with H&E are counted in a blinded manner under a light microscope.
Sections are separated into gray and white matter and each sector is counted
manually before being combined to give a total for the section. T cells are
immunolabeled with anti-CD3+ monoclonal antibody. After washing, sections are
incubated with goat anti-rat HRP secondary antibody. Sections are then washed and
counterstained with methyl green. Splenocytes isolated from mice at 30 and 60
days post-immunization arc treated with lysis buffer to remove red blood cells.
Cells are then resuspended in PBS and counted. Cells at a density of about 3 x 106
cells/mL are incubated overnight with 20 pg/mL of MOG peptide. Supernatants
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from stimulated cells are assayed for IFN-y protein levels using an appropriate

mouse IFN-y immunoassay system.

Use of an Animal Model to Assess Effect in Treating Inflammatory Bowel Disease

Animal models of inflammatory bowel disease are described by Jurjus et al,
J Pharmaocol Toxicol Methods 2004, 50, 81-92; Villegas et al, Intl
Immunopharmacol 2003, 3, 1731-1741; and Murakami et al, Biochemical
Pharmacol 2003, 66, 1253-1261. For example, the following protocol can be used
to assess the effect of the combination according to the present invention for
treating inflammatory bowel disease, morbus Crohn und colitis.

Female ICR mice are used. Mice are divided into treatment groups. Groups
are given either water (control), 5% DSS in tap water is given at the beginning of
the experiment to induce colitis, or treatment is given. After administering the
treatment for 1 week, 5% DSS in tap water is also administered to the groups
receiving treatment for 1 week. At the end of the experiment, all mice are killed
and the large intestine is removed. Colonic mucosa samples are obtained and
homogenized. Proinflammatory mediators (e.g., IL-la, IL-1B, TNF-a, PGE2, and
PGF2a) and protein concentrations are quantified. Fach excised large intestine is

histologically examined and the damage to the colon scored.

Clinical Trial for Assessing Effect in Treating Asthma

Adult subjects (nonsmokers) with stable mild-to-moderate asthma are
enrolled (see, e.g., Van Schoor and Pauwels, Eur Respir J 2002, 19, 997-1002). A
randomized, double-blind, placebo-controlled, two-period crossover design is used.
Placebo, dimethyl fumarate alone, pioglitazone alone and a combination of
dimethyl fumarate and pioglitazone is administered orally in different arms. The
combination according to the invention results in an improved response to

treatment over the vehicle and the agents alone.

Use of an Animal Model to Assess Effect in Treating -Chronic Obstructive
PulmonaryDisease
An animal model using mice chronically exposed to cigarette smoke can be used

for assessing efficacy in treating emphysema (see, e.g., Martorana et al., Am J
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Respir Crit Care Med 2005, 172, 848-835; and Cavarra ct al., Am J Respir Crit
Care Med 2001, 164, 886-890). Six-week old C57B1/6] male mice are used. In the
acute study, the mice are exposed either to room air or to the smoke of five
cigarettes for 20 minutes. In the chronic study, the mice are exposed to either room
air or to the smoke of three cigarettes/day for 5 days/week for 7 months.

In the acute study, mice are divided into three groups. These groups are then
divided into four subgroups of 10 mice each as follows: (1) no treatment/air-
exposed; (2) no treatment/smoke-exposed; (3) the combination of dimethyl
fumarate and pioglitazone plus smoke-exposed; and (4) pioglitazone plus smoke-
exposed; and (5) dimethyl fumarate plus smoke-exposed. In the first group, trolox
equivalent antioxidant capacity is assessed at the end of the exposure in
bronchoalveolar lavage fluid. In the second group, cytokines and chemokines are
determined in bronchoalveolar lavage fluid using a commercial cytokine panel at 4
hours; and in the third group bronchoalveolar lavage fluid cell count is assessed at

24 hours.

Animal Models for Assessing Therapeutic Effect of the combination of a PPAR
gamma agonist and an Nrf2 activator for Treating Parkinson's Disease
MPTP Induced Neurotoxicity

MPTP, or l-methyl-4-phenyl-1,2,3,6-tetrahydropyridine is a neurotoxin that
produces a Parkinsonian syndrome in both man and experimental animals. Studies
of the mechanism of MPTP neurotoxicity show that it involves the generation of a
major metabolite, MPP+, formed by the activity of monoamine oxidase on MPTP.
Inhibitors of monoamine oxidase block the neurotoxicity of MPTP in both mice
and primates. The specificity of the neurotoxic effects of MPP+ for dopaminergic
neurons appears to be due to the uptake of MPP+ by the synaptic dopamine
transporter. Blockers of this transporter prevent MPP+ neurotoxicity. MPP+ has
been shown to be a relatively specific inhibitor of mitochondrial complex I activity,
binding to complex 1 at the retenone binding site and impairing oxidative
phosphorylation. In vivo studies have shown that MPTP can deplete striatal ATP
concentrations in mice. It has been demonstrated that MPP+ administered
intrastriatally to rats produces significant depletion of ATP as well as increased

lactate concentration confined to the striatum at the site of the injections.
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Compounds that enhance ATP production can protect against MPTP toxicity in
mice.

Mice or rats are treated either with vehicle alone, dimethyl fumarate alone
pioglitazone alone or the combination of dimethyl fumarate and pioglitazone for
three weeks before treatment with MPTP. MPTP is administered at an appropriate
dose, dosing interval, and mode of administration for 1 week before sacrifice.
Control groups receive either normal saline or MPTP hydrochloride alone.
Following sacrifice the two striate are rapidly dissected and placed in chilled 0.1 M
perchloric acid. Tissue is subsequently sonicated and aliquots analyzed for protein
content using a fiuorometer assay. Dopamine, 3,4-dihydroxyphenylacetic acid
(DOPAC), and homovanillic acid (HVA) are also quantified. Concentrations of

dopamine and metabolites are expressed as nmol/mg protein.

Haloperidol-Induced Hypolocomotion

The ability of a compound to reverse the behavioral depressant effects of
dopamine antagonists such as haloperidol, in rodents and is considered a valid
method for screening drags with potential antiparkinsonian effects (Mandhane, et
al., Eur. J. Pharmacol 1997, 328, 135-141). Hence, the ability of the treatment to
block haloperidol-induced deficits in locomotor activity in mice can be used to
assess both in vivo and potential anti-Parkinsonian efficacy.

Mice used in the experiments are housed in a controlled environment and
allowed to acclimatize before experimental use. One and one-half (1.5) hours
before testing, mice are administered 0.2 mg/kg haloperidol, a dose that reduces
baseline locomotor activity by at least 50%. Treatment is administered a suitably
long prior to testing. The animals are then placed individually into clean, clear
polycarbonate cages with a flat perforated lid.

Horizontal locomotor activity is determined by placing the cages within a
frame containing a 3x6 array of photocells interfaced to a computer to tabulate
beam interrupts. Mice are left undisturbed to explore for 1 h, and the number of
beam interruptions made during this period serves as an indicator of locomotor
activity, which is compared with data for control animals for statistically significant

differences.
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6-Hydroxydopamine Animal Model

The neurochemical deficits seen in Parkinson's disease can be reproduced
by local injection of the dopaminergic neurotoxin, 6-hydroxydopamine (6-OHDA)
into brain regions containing either the cell bodies or axonal fibers of the
nigrostriatal neurons. By unilaterally lesioning the nigrostriatal pathway on only
one-side of the brain, a behavioral asymmetry in movement inhibition is observed.
Although unilaterally-lesioned animals are still mobile and capable of self
maintenance, the remaining dopamine-sensitive neurons on the lesioned side
become supersensitive to stimulation. This is demonstrated by the observation that
following systemic administration of dopamine agonists, such as apomorphine,
animals show a pronounced rotation in a direction contralateral to the side of
lesioning. The ability of compounds to induce contralateral rotations in 6-OHDA
lesioned rats has been shown to be a sensitive model to predict drug efficacy in the
treatment of Parkinson's disease.

Male Sprague-Dawley rats are housed in a controlled environment and
allowed to acclimatize before experimental use. Fifteen minutes prior to surgery,
animals are given an intraperitoneal injection of the noradrenergic uptake inhibitor
desipramine (25 mg/kg) to prevent damage to nondopamine neurons. Animals are
then placed in an anesthetic chamber and anesthetized using a mixture of oxygen
and isoflurane. Once unconscious, the animals are transferred to a stereotaxic
frame, where anésthesia is maintained through a mask. The top of the head is
shaved and sterilized using an iodine solution. Once dry, a 2 cm long incision is
made along the midline of the scalp and the skin retracted and clipped back to
expose the skull. A small hole is then drilled through the skull above the injection
site. In order to lesion the nigrostriatal pathway, the injection cannula is slowly
lowered to position above the right medial forebrain bundle at -3.2 mm anterior
posterior, -1.5 mm medial lateral from the bregma, and to a depth of 7.2 mm below
the duramater. Two minutes after lowering the cannula, 6-OHDA is infused at a
rate of 0.5 pL/min over 4 min, to provide a final dose of 8 pg. The cannula is left in
place for an additional 5 min to facilitate diffusion before being slowly withdrawn.
The skin is then sutured shut, the animal removed from the sterereotaxic frame, and
returned to its housing. The rats are allowed to recover from surgery for two weeks

before behavioral testing.



10

15

20

25

30

WO 2013/092269 PCT/EP2012/074915

96

Rotational behavior is measured using a rotameter system having stainless
steel bowls (45 cm dia x 15 cm high) enclosed in a transparent Plexiglas cover
around the edge of the bowl and extending to a height of 29 cm. To assess rotation,
rats are placed in a cloth jacket attached to a spring tether connected to an optical
rotameter positioned above the bowl, which assesses movement to the left or right
cither as partial (45°) or full (360°) rotations.

Treatment is given for a suitable period prior to testing. Animals are given a
subcutaneous injection of a subthreshold dose of apomorphine, and are then placed
in the harness. The number of rotations are recorded for one hour. The total number
of full contralatral rotations during the hour test period serves as an index of

antiparkinsonian drug efficacy.

Animal Model for Assessing Therapeutic Effect for Treating Alzheimer's Disease

Heterozygous transgenic mice expressing the Swedish AD mutant gene,
hAPPK670N, M671L (Tg2576; Hsiao, Learning & Memory 2001, 8, 301-308) arc
used as an animal model of Alzheimer's disease. Animals are housed under
standard conditions with a 12:12 light/dark cycle and food and water available ad
libitum. Beginning at 9 months of age, mice are divided into two groups. The
groups of animals receive treatment over six weeks.

Behavioral testing is performed at each drug dose using the same sequence
over two weeks in all experimental groups: (1) spatial reversal learning, (2)
locomotion, (3) fear conditioning, and (4) shock sensitivity.

Acquisition of the spatial learning paradigm and reversal learning are tested
during the first five days of test compound administration using a water T-maze as
described in Bardgett et al., Brain Res Bull 2003, 60, 131-142. Mice are habituated
to the water T-maze during days 1-3, and task acquisition begins on day 4. On day
4, mice are trained to find the escape platform mn one choice arm of the maze until 6
to 8 correct choices are made on consecutive trails. The reversal learning phase is
then conducted on day 5. During the reversal learning phase, mice are trained to
find the escape platform in the choice arm opposite from the location of the escape
platform on day 4. The same performance criteria and inter-trial interval are used as

during task acquisition.
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Large ambulatory movements are assessed to determine that the results of
the spatial reversal learning paradigm are not influenced by the capacity for
ambulation. After a rest period of two days, horizontal ambulatory movements,
excluding vertical and fine motor movements, are assessed in a chamber equipped
with a grid of motion-sensitive detectors on day 8. The number of movements
accompanied by simultaneous blocking and unblocking of a detector in the
horizontal dimension are measured during a one-hour period.

The capacity of an animal for contextual and cued memory is tested using a
fear conditioning paradigm beginning on day 9. Testing takes place in a chamber
that contains a piece of absorbent cotton soaked in an odor-emitting solution such
as mint extract placed below the grid floor. A 5-min, 3 trial 80 db, 2800 Hz tone-
foot shock sequence is administered to train the animals on day 9. On day 10,
memory for context is tested by returning each mouse to the chamber without
exposure to the tone and foot shock, and recording the presence or absence of
freezing behavior every 10 seconds for 8 minutes. Freezing is defined as no
movement, such as ambulation, sniffing or stereotypy, other than respiration.

On day 11, the response of the animal to an alternate context and to the
auditory cue is tested. Coconut extract is placed in a cup and the 80 dB tone is
presented, but no foot shock is delivered. The presence or absence of freezing in
response to the alternate context is then determined during the first 2 minutes of the
trial. The tone is then presented continuously for the remaining 8 minutes of the
trial, and the presence or absence of freezing in response to the tone is determined.

On day 12, the animals are tested to assess their sensitivity to the
conditioning stimulus, i.e., foot shock. Following the last day of behavioral testing,
animals are anesthetized and the brains removed, post-fixed overnight, and sections
cut through the hippocampus. The sections are stained to image $-amyloid plaques.

Data is analyzed using appropriate statistical methods.

Animal Model for Assessing Therapeutic Effect for Treating Huntington's Disease
Neuroprotective Effects in a Transgenic Mouse Model of Huntington 's

Disease Transgenic HD mice of the N171-82Q strain and non-transgenic littermates

are treated from 10 weeks of age. The mice are placed on a rotating rod (“rotarod”).

The length of time at which a mouse falls from the rotarod is recorded as a measure
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of motor coordination. The total distance traveled by a mouse is also recorded as a
measure of overall locomotion. Mice showing improved response to treatment with
the combination of dimethyl fumarate and pioglitazone remain on the rotarod for a
longer period of time and travel farther than mice administered vehicle or either

agent alone.

Malonate Model of Huntington's Disease

A series of reversible and irreversible inhibitors of enzymes involved in
energy generating pathways has been used to generate animal models for
neurodegenerative diseases such as Parkinson's and Huntington's disecases. In
particular, inhibitors of succinate dehydrogenase, an enzyme that impacts cellular
energy homeostasis, has been used to generate a model for Huntington's disease.

In this malonate model for Huntington's disease, treatment is administered
at an appropriate dose, dosing interval, and route, to male Sprague-Dawley rats.
Treatment is administered for two weeks prior to the administration of malonate
and then for an additional week prior to sacrifice. Malonate is dissolved in distilled
deionized water and the pH adjusted to 7.4 with 0.1 M HCI. Intrastriatal injections
of 1.5 uL of 3 pmol malonate are made into the left striatum at the level of the
Bregma 2.4 mm lateral to the midline and 4.5 mm ventral to the dura. Animals are
sacrificed at 7 days by decapitation and the brains quickly removed and placed in
ice cold 0.9% saline solution. Brains are sectioned at 2 mm intervals in a brain
mold. Slices are then placed posterior side down in 2% 2,3,5-tiphenyltetrazolium
chloride. Slices are stained in the dark at room temperature for 30 min and then
removed and placed in 4% paraformaldehyde pH 7.3. Lesions, noted by pale
staining, are evaluated on the posterior surface of each section. The measurements
are validated by comparison with measurements obtained on adjacent Nissl stain

sections.

Animal Model for Assessing Therapeutic Effect for Treating Amyotrophic Lateral
Sclerosis

A murine model of SODI mutation-associated ALS has been developed in
which mice express the human superoxide dismutase (SOD) mutation glycine—

alanine at residue 93 (SODI). These SODI mice exhibit a dominant gain of the
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adverse property of SOD, and develop motor neuron degeneration and dysfunction
similar to that of human ALS. The SODI transgenic mice show signs of posterior
limb weakness at about 3 months of age and die at 4 months. Features common to
human ALS include astrocytosis, microgliosis, oxidative stress, increased levels of
cyclooxygenase/prostaglandin, and, as the disease progresses, profound motor
neuron loss. Studies are performed on transgenic mice overexpressing human
Cw/Zn-SOD G93A mutations (B6S JL-TgN (SODI1-G93A) 1 Gur) and non-
transgenic B6/SJL mice and their wild litter mates. Mice are housed on a 12-hr
day/light cycle and (beginning at 45 d of age) allowed ad libitum access to either
test compound-supplemented chow, or, as a control, regular formula cold press
chow processed into identical pellets. Genotyping can be conducted at 21 days of
age as described in Gurney et ah, Science 1994, 264(5166), 1772-1775. The SOD1
mice are separated into groups and treatment is administered for a suitable period.

The mice are observed daily and weighed weekly. To assess health status
mice are weighed weekly and examined for changes in lacrimation/salivation,
palpebral closure, ear twitch and pupillary responses, whisker orienting, postural
and righting reflexes and overall body condition score. A general pathological
examination is conducted at the time of sacrifice.

Motor coordination performance of the animals can be assessed by one or
more methods known to those skilled in the art. For example, motor coordination
can be assessed using a neurological scoring method. In neurological scoring, the
neurological score of each limb is monitored and recorded according to a defined 4-
point scale: 0 - normal reflex on the hind limbs (animal will splay its hind limbs
when lifted by its tail); 1 - abnormal reflex of hind limbs (lack of splaying of hind
limbs weight animal is lifted by the tail); 2 - abnormal reflex of limbs and evidence
of paralysis; 3 - lack of reflex and complete paralysis; and 4 -inability to right when
placed on the side in 30 seconds or found dead. The primary end point is survival
with secondary end points of neurological score and body weight. Neurological
score observations and body weight are made and recorded five days per week.
Data analysis is performed using appropriate statistical methods. The rotarod test
evaluates the ability of an animal to stay on a rotating dowel allowing evaluation of
motor coordination and proprioceptive sensitivity. The apparatus is a 3 cm diameter

automated rod turning at, for example, 12 rounds per min. The rotarod test
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measures how long the mouse can maintain itself on the rod without falling. The
test can be stopped after an arbitrary limit of 120 sec. Should the animal fall down
before 120 sec, the performance is recorded and two additional trials are performed.
The mean time of 3 trials is calculated. A motor deficit is indicated by a decrease of
walking time.

In the grid test, mice are placed on a grid (length: 37 cm, width: 10.5 cm,
mesh size: 1 x 1 cm?2) situated above a plane support. The number of times the
mice put their paws through the grid is counted and serves as a measure for motor
coordination. The hanging test evaluates the ability of an animal to hang on a wire.
The apparatus is a wire stretched horizontally 40 ¢m above a table. The animal is
attached to the wire by its forepaws. The time needed by the animal to catch the
string with its hind paws is recorded (60 scc max) during three consecutive trials.

Electrophysiological measurements (EMG) can also be used to assess motor
activity condition. Electromyographic recordings are performed using an
electromyography apparatus. During EMG monitoring mice are anesthetized. The
measured parameters are the amplitude and the latency of the compound muscle
action potential (CMAP). CMAP is measured in gastrocnemius muscle after
stimulation of the sciatic nerve. A reference electrode is inserted near the Achilles
tendon and an active needle placed at the base of the tail. A ground needle is
inserted on the lower back of the mice. The sciatic nerve is stimulated with a single
0.2 msec pulse at supramaximal intensity (12.9 mA). The amplitude (mV) and the
latency of the response (ms) are measured. The amplitude is indicative of the
number of active motor units, while distal latency reflects motor nerve conduction
velocity. The effect of the combinations according to the present invention can also
be evaluated using biomarker analysis. To assess the regulation of protein
biomarkers in SODI mice during the onset of motor impairment, samples of lumbar
spinal cord (protein extracts) are applied to ProteinChip Arrays with varying
surface chemical/biochemical properties and analyzed, for example, by surface
enhanced laser desorption ionization time of flight mass spectrometry. Then, using
integrated protein mass profile analysis methods, data is used to compare protein
expression profiles of the various treatment groups. Analysis can be performed

using appropriate statistical methods.
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Animal Model for Assessing Therapeutic Effect in myasthenia gravis

Induction and clinical evaluation of EAMG according to International
Immunology, Vol. 10, No. 9, pp. 1359-1365

B6 and uMT mice are immunized s.c. along the shoulders and back with 20
ug AChR with CFA in a total volume of 100 pl, and boosted twice at monthly
intervals with 20 pug of AChR in CFA s.c. at four sites on the shoulders and thighs.
The mice are observed every other day in a blinded fashion for signs of muscle
weakness characteristic of EAMG. The clinical symptoms are graded between 0
and 3 (4): 0, no definite muscle weakness; 1, normal strength at rest but weak with
chin on the floor and inability to raise the head after exercise consisting of 20
consecutive paw grips; 2, as grade 1 and weakness at rest; and 3, moribund,
dehydrated and paralyzed. Clinical EAMG is confirmed by injection of
neostigmine bromide and atropine sulfate. The mice are grouped and treatment is

administered for a suitable period before testing.

Animal model for assessing the therapeutic effect in alopecia

The Dundee experimental bald rat (DEBR) and the C3H/HeJ mouse are
well-established animal models for alopecia areata and can be used for the study of
genetic aspects, pathogenesis and therapy of the disease. In C3H/HeJ mice alopecia
areata can be experimentally induced by grafting lesional skin from an affected
mouse to a histocompatible recipient which offers the possibility to study the
influence of various factors on the development of the disease. The mice are

grouped and treatment is administered for a suitable period before testing.

General Experimental Protocol

Treatment in the following animal models consists of, dimethyl fumarate
dissolved or dispersed in 0.5% Hydroxypropyl methylcellulose (HPMC) K4
M/0.25% Tween 20 and pioglitazone dissolved or dispersed in kleptose in distilled
water. Treatments were administered by oral gavage once or twice daily. Treatment
groups were generally as follows: appropriate vehicles, dimethyl fumarate,
pioglitazone or the combination of dimethyl fumarate and pioglitazone. The
combination according to the invention results in an improved response to

treatment over the vehicle and the respective agents alone.
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EAE Animal Model for Assessing Therapeutic Effect of the Combination of the
PPAR gamma agonist and Nrf2 activator for treating Multiple Sclerosis

Female C57BL/6 mice are ordered (Janvier France or Charles River)
between 7-8 weeks old and used between 9-11 weeks after an acclimatization
period. Experimental autoimmune encephalomyelitis (EAE) is actively induced
using >95% pure synthetic myelin oligodendrocyte glycoprotein peptide 35-55
(MOG35-55), Met-Glu-Val-Gly-Trp-Tyr-Arg-Ser-Pro-Phe-Ser-Arg-Val-Val-His-
Leu-Tyr-Arg-Asn-Gly-Lys, Ref SC1272, NeoMPS). Each mouse is anesthetized
and receives a subcutaneous injection of 100 pul of a Complete Freunds Adjuvant
(Ref 263810, Difco) emulsion containing 200 pg of MOG35-55 and 250 ug of
dried and killed M. Tuberculosis H37 Ra, Ref 231141 Difco) into the lower back.
The emulsion is prepared by the syringe method with two syringes connected
through a Luer-lock tube. Mice also receive an intra-peritoneal injection of 300 ng
of Pertussis Toxin (Ref BML-G100, Enzo Lifescience) diluted in 200 pl PBS.
Pertussis Toxin injection is repeated 48 hours later. Mice are weighed and

examined daily for clinical signs of EAE. Food and water are provided ad libitum.

Clinical Evaluation

Animals were assessed for neurological deficits (clinical score) and weighed
daily. The clinical scoring scale is as follows; 0 = no signs; 0.5 = distal limp tail; 1
= complete tail paralysis; 1.5 = hind limb weakness; 2 = unilateral partial hind limb
paralysis; 2.5 = bilateral partial hind limb paralysis; 3 = complete bilateral hind
limb paralysis; 3.5 = fore limb weakness and complete bilateral hind limb paralysis;

4 = quadriplegia / moribund; 5 = death from EAE.

Results: Assessment of Treatment with dimethyl fumarate in combination with
pioglitazone in form of its hydrochloride

Forty female C57BL/6 mice aged 8-9 weeks were immunized according to
the EAE protocol described in the methods section. Mice were assorted into 4
different treatment groups (n=10) and received treatment with HPMC
0.5%/Tween20 0.25% (vehicle for dimethyl fumarate) b.i.d. plus Kleptose 20%
(vehicle for pioglitazone) q.d., dimethyl fumarate 60 mg/kg b.i.d. plus Kleptose
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20% q.d., pioglitazone 10 mg/kg q.d. plus HPMC 0.5%/Tween20 0.25% b.id. or
dimethyl fumarate 60 mg/kg b.i.d plus pioglitazone 10 mg/kg q.d. For simplicity,
the vehicle treatments were not mentioned in graph legends and the groups above
were named as control, dimethyl fumarate 60 mg/kg bid, pioglitazone 10 mg/kg q.d
or dimethyl fumarate + pioglitazone, respectively. Drug treatment started at day 0
post-immunisation. As shown in Fig 1A, immunization of C57BL/6 mice with
MOG?35-55 induces locomotor disability with the clinical signs arising around day
9 post-immunisation.

The effect of the combination (dimethyl fumarate + pioglitazone) treatment
significantly reduced average daily clinical scores (Fig. 1A). The combination
efficacy was more pronounced and statistically different from the effect of
individual treatments. Suppression of inflammation-induced cachexia acts as a
reliable marker of treatment benefit. Combination treatment (dimethyl fumarate +
pioglitazone) treatment significantly improved body weight in comparison to
vehicle or single drug treatments (Fig. 1B).

The effect of drug treatment on the prevalence of disease is analysed on Fig
2. The onset of discase is defined at the point each mouse first exhibit a clinical
score >1. Fig 2A depicts a Kaplan Meier analysis showing that control group mice
start developing EAE from day 9 with complete susceptibility by day 14 post-
immunisation, The combination treatment with dimethyl fumarate + pioglitazone
shifted the EAE onset curve. Not all animals treated with the drug combination
developed signs of disease until the termination of the experiment i.e. day 22 post-
immunisation. The effect of the combination treatment was statistically different
not only in comparison with the control group, but also in comparison with each of
the drugs dosed alone. Fig 2B is a different representation of the same data. On
average, mice treated with vehicle, dimethyl fumarate or pioglitazone alone
indistinctly exhibited first clinical signs of disease around day 12-13 post-
immunisation, whereas in the combination group the average onset of EAE was
around day 17 post-immunisation. The effect of the combination treatment was
again statistically different from and more potent than the other treated groups. This
data shows that combination treatment results in a synergistic treatment effect

which is not observed by individual treatments.
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Gastrointestinal changes including haemorrhage are known side-effects of
dimethyl fumarate treatment. Combination treatment and dimethyl fumarate alone
treatment resulted in similar hyperplasia of the macrovilosity of the stomach. There
was no worsening of symptoms with combination treatment. Representative images
of the stomach of mice chronically treated for 22 days with dimethyl fumarate,
pioglitazone or their vehicles are shown in Fig 3 to demonstrate some of these
observations. Importantly, the synergistic efficacy discussed in the previous

paragraphs was not associated with increased gastrointestinal adverse events.

BRIEF DESCRIPTION OF THE FIGURES

Figure 1: Combination treatment with dimethyl fumarate + pioglitazone is
significantly more efficacious than ecach individual drug as stand-alone treatments
or treatment with vehicle on mean clinical scores and also on body weight changes
associated with disease. Average clinical scores (A) and percentual body weight
changes (B) of MOG35-55 mice treated with vehicle, dimethyl fumarate,
pioglitazone or a combination of both drugs from day 0-post immunisation.
Kruskal-Wallis (non-parametric ANOVA) with Dunn's multiple test correction was
applied in A and Student's t-test in B. Horizontal bars represent P<0.05 where A
compares combination treatment versus vehicle; W combination treatment versus

dimethyl fumarate and ® combination treatment versus pioglitazone.

Figure 2: Combination treatment with dimethyl fumarate + pioglitazone
causes a delay on the onset of disease in comparison with each individual drug as
stand-alone treatments or treatment with vehicle. Kaplan Meier analysis of the
discase prevalence curves (A) and average day of onset of disease (B) of MOG35-
55 mice treated with vehicle, dimethyl fumarate, pioglitazone or a combination of
both drugs from day 0-post immunisation. The onset of disease was defined as the
day mice first exhibit a clinical score >1. Gehan-Breslow-Wilcoxon test was
applied in A and Kruskal-Wallis followed by Dunn's multiple test correction in B.
Horizontal bars represent P<0.05 where A compares combination treatment versus
vehicle; W combination treatment versus dimethyl fumarate and ® combination

treatment versus pioglitazone.
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Figure 3: Alteration in the macroscopical appearance of the stomach of
mice chronically treated with dimethyl fumarate, but not with pioglitazone or
vehicle. Forty C57BL/6 mice immunized with MOG35-55 and treated by oral
gavage for 22 days with a combination of HPMC0.5%/Tween20 0.25% b.i.d. plus
Kleptose 20% q.d. (A, Figure 3A), dimethyl fumarate 60 mg/kg b.i.d. plus Kleptose
20% q.d (B), pioglitazone 10 mg/kg q.d. plus HPMC 0.5%/Tween20 0.25% b.1.d.
(C, Figure C) or dimethyl fumarate 60 mg/kg b.i.d plus pioglitazone 10 mg/kg q.d.
(D, Figure 3D). An additional group of five mice were sham-immunized (emulsion
without MOG35-55) and treated with HPMCO0.5%/Tween20 0.25% b.i.d. plus
Kleptose 20% q.d. (E, Figure 3E). Throughout the length of the experiment three
mice were either sacrificed due to humane end-points or succumbed to discase. The
forty-two remaining animals were euthanized under pentobarbital terminal
anesthesia, the right atrium of the heart was incised and mice were perfused with
4% paraformaldehyde through the left ventricle. The stomach of each mouse was
dissected by a transection of the proximal segment of the oesophagus and the
duodenum then cut open via a longitudinal incision through the longest possible
axis linking the remaining stretch of duodenum and the Fundus. Each piece was
washed with phosphate buffered saline and open-mounted. The images shown are
from one representative mouse from each group. Note the normal appearance of
stomachs of all groups of mice that were not exposed to dimethyl fumarate (A, C,
E, Figures 3A, 3C, 3E, respectively) and the seemingly pathological increase in
macrovilosity of the stomachs of groups B and D that were treated with dimethyl
fumarate as stand-alone or combination treatment with pioglitazone, respectively,

giving them a thickened and rugous appearance (Figures 3B, 3D, respectively).
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CLAIMS

1. A PPAR gamma agonist selected from the group of glitazones for use in
the treatment of an autoimmune and/or inflammatory disorder, wherein said PPAR
gamma agonist is administered simultaneously, separately or sequentially with a)
an isolated Nrf2 activator, sclected from the group of fumaric acid esters,
bardoxolone methyl (methyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-oate,
CDDO-Me, RTA 402), ethyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-oate, 2-
cyano-3,12-dioxooleana-1,9(11)dien-28-0ic  acid (CDDO), 1[2-Cyano-3,12-
dioxooleana-1,9(11)-dien-28-oyl]Jimidazole (CDDOQO-Im), 2-cyano-N-methyl-3,12-
dioxooleana-1,9(11)-dien-28 amide (CDDO-methyl amide, CDDO-MA), [(#)-
(4bS,8aR,10aS)-10a-cthynyl-4b,8,8-trimethyl-3,7-dioxo-3,4b,7,8,8a,9,10,10a-
octahydrophenanthrene-2,6-dicarbonitrile] (TBE-31), 2-cyano-3,12-dioxooleana-
1,9(11)-dien-28-onitrile (TP-225), 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-
hydroxyanisole (BHA), tert-butylquinone (tBQ), tert-butylhydroquinone (tBHQ),
3,5-di-tert-butyl-4-hydroxytoluene ~ (BHT), 2,6-Di-tert-butyl-4-methylene-2,5-
cyclohexadien-1-one (2,6-Di-tert-butylquinone methide, BHT-quinone methide),
ethoxyquin, gallic acid esters, curcumin, reservatrol, menadione, cinnamic
aldehyde, cinnamic acid esters, caffeic acid esters, cafestol, kahweol, lycopene,
carnosol, sulforaphane, oltipraz, 5-(4-methoxy-phenyl)-1,2-dithiole-3-thione
(ADT), 5-amino-2-hydroxy-benzoic acid 4-(5-thioxo-5H-[1,2]dithiol-3-yl)-phenyl
ester (ATB-429), allicin, allylisothiocyanate, zerumbone, phenethyl isothiocyanate,
benzyl isothiocyanate, alkylsulfinylalkyl isothiocyanate, such as 6-
methylsulfinylhexyl isothiocyanate as well as alkyl and alkanoyl esters, alkyl
ethers, stereoisomers, tautomers and salts of the aforementioned agents, or b) a
pharmaceutical composition comprising said isolated Nrf2 activator,

provided that

no hydroxyurea is administered with the PPAR gamma agonist pioglitazone
for use in the treatment of psoriasis wherein pioglitazone is administered

simultaneously, separately or sequentially with a fumaric acid ester.

2. A PPAR gamma agonist for use according to the aforementioned claim,

wherein the autoimmune and/or inflammatory disorder is selected from psoriasis,
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scleroderma, chronic kidney disease (CKD), neurodegencrative discases, asthma,
chronic obstructive pulmonary disorder (COPD), fibrosis, inflammatory arthritis

disease and inflammatory bowel disease (IBD).

3. A PPAR gamma agonist for use according to the aforementioned claim,
wherein the autoimmune and/or inflammatory disorder is a neurodegencrative
disecase selected from multiple sclerosis, clinically isolated syndrome (CIS),
amyotrophic lateral sclerosis, Alzheimer’s disease, dementia, Huntington’s disease,

and Parkinson’s disease.

4. A PPAR gamma agonist selected from the group of glitazones for use in
the reduction of inflammation in a patient, wherein said PPAR gamma agonist is
administered simultaneously, separately or sequentially with a) an isolated Nrf2
activator, selected from the group of fumaric acid esters, bardoxolone methyl
(methyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-0ate, CDDO-Me, RTA 402),
ethyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-0ate, 2-cyano-3,12-dioxooleana-
1,9(11)dien-28-0ic acid (CDDO), 1[2-Cyano-3,12-dioxooleana-1,9(11)-dien-28-
oyllimidazole (CDDO-Im), 2-cyano-N-methyl-3,12-dioxooleana-1,9(11)-dien-28
amide (CDDO-methyl amide, CDDO-MA), [(+)-(4bS,8aR,10aS)-10a-cthynyl-
4b,8,8-trimethyl-3,7-dioxo-3,4b,7,8,8a,9,10,10a-octahydrophenanthrene-2,6-
dicarbonitrile] (TBE-31), 2-cyano-3,12-dioxooleana-1,9(11)-dien-28-onitrile (TP-
225), 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-hydroxyanisole (BHA), tert-
butylquinone (tBQ), tert-butylhydroquinone (tBHQ), 3,5-di-tert-butyl-4-
hydroxytoluene (BHT), 2,6-Di-tert-butyl-4-methylene-2,5-cyclohexadien-1-one
(2,6-Di-tert-butylquinone methide, BHT-quinone methide), ethoxyquin, gallic acid
esters, curcumin, reservatrol, menadione, cinnamic aldehyde, cinnamic acid esters,
caffeic acid esters, cafestol, kahweol, lycopene, carnosol, sulforaphane, oltipraz, 5-
(4-methoxy-phenyl)-1,2-dithiole-3-thione (ADT), 5-amino-2-hydroxy-benzoic acid
4-(5-thioxo-5H-[1,2]dithiol-3-yl)-phenyl ester (ATB-429), allicin,
allylisothiocyanate, zerumbone, phenethyl isothiocyanate, benzyl isothiocyanate,
alkylsulfinylalkyl isothiocyanate, such as 6-methylsulfinylhexyl isothiocyanate as

well as alkyl and alkanoyl esters, alkyl ethers, stereoisomers, tautomers and salts of
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the aforementioned agents, or b) a pharmaceutical composition comprising said
isolated Nrf2 activator,

provided that

no hydroxyurea is administered with the PPAR gamma agonist pioglitazone
for use in the reduction of inflammation in a patient, which is occurring with and/or
is resulting from psoriasis, wherein pioglitazone is administered simultaneously,

separately or sequentially with a fumaric acid ester.

5. A PPAR gamma agonist for use according to the aforementioned claim,

wherein the inflammation is a chronic inflammation.

6. A PPAR gamma agonist for use according to the aforementioned claims,

wherein the PPAR gamma agonist is selected from pioglitazone and rosiglitazone.

7. A PPAR gamma agonist for use according to the aforementioned claims,

wherein the PPAR gamma agonist is pioglitazone in a daily dose of about 45 mg.

8. A PPAR gamma agonist for use according to the aforementioned claims,

wherein the PPAR gamma agonist is rosiglitazone in a daily dose of about 8 mg.

9. A PPAR gamma agonist for use according to the aforementioned claims,
wherein the Nrf2 activator is a fumaric acid ester selected from dialkyl fumarate

and monoalkyl fumarate.

10. A PPAR gamma agonist for use according to the aforementioned claims,

wherein the Nrf2 activator is dimethyl fumarate.

11. A PPAR gamma agonist for use according to the aforementioned claims,
wherein the Nrf2 activator is dimethyl fumarate in a daily dose of about 480 mg or

about 720 mg.

12. A pharmaceutical composition comprising a PPAR gamma agonist

selected from the group of glitazones and an Nrf2 activator selected from the group
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of fumaric acid esters, bardoxolone methyl (methyl 2-cyano-3,12-dioxooleana-
1,9(11)dien-28-0oate, CDDO-Me, RTA 402), ethyl 2-cyano-3,12-dioxooleana-
1,9(11)dien-28-o0ate, 2-cyano-3,12-dioxooleana-1,9(11)dien-28-oic acid (CDDO),
1[2-Cyano-3,12-dioxooleana-1,9(11)-dien-28-oyl]imidazole (CDDO-Im), 2-cyano-
N-methyl-3,12-dioxooleana-1,9(11)-dien-28 amide (CDDO-methyl amide, CDDO-
MA), [(%)-(4bS,8aR,10aS)-10a-cthynyl-4b,8,8-trimethyl-3,7-dioxo-
3,4b,7,8,8a,9,10,10a-octahydrophenanthrene-2,6-dicarbonitrile]  (TBE-31),  2-
cyano-3,12-dioxooleana-1,9(11)-dien-28-onitrile (TP-225), 3-tert-butyl-4-
hydroxyanisole, 2-tert-butyl-4-hydroxyanisole (BHA), tert-butylquinone (tBQ),
tert-butylhydroquinone (tBHQ), 3,5-di-tert-butyl-4-hydroxytoluene (BHT), 2,6-Di-
tert-butyl-4-methylene-2,5-cyclohexadien-1-one (2,6-Di-tert-butylquinone methide,
BHT-quinone methide), ethoxyquin, gallic acid esters, curcumin, reservatrol,
menadione, cinnamic aldehyde, cinnamic acid esters, caffeic acid esters, cafestol,
kahweol, lycopene, carnosol, sulforaphane, oltipraz, 5-(4-methoxy-phenyl)-1,2-
dithiole-3-thione (ADT), S5-amino-2-hydroxy-benzoic acid 4-(5-thioxo-5H-
[1,2]dithiol-3-yl)-phenyl ester (ATB-429), allicin, allylisothiocyanate, zerumbone,
phenethyl isothiocyanate, benzyl isothiocyanate, alkylsulfinylalkyl isothiocyanate,
such as 6-methylsulfinylhexyl isothiocyanate, as well as alkyl and alkanoyl esters,
alkyl ethers, stereoisomers, tautomers and salts of the aforementioned agents, and

optionally one or more excipients.

13. A pharmaceutical composition according to the aforementioned claim,

wherein the PPAR gamma agonist is selected from pioglitazone and rosiglitazone.

14. A pharmaceutical composition according to the aforementioned claim,
comprising about 5 mg, about 7.5 mg, about 10 mg, about 15 mg, about 20 mg,
about 22.5 mg or about 25 mg of pioglitazone.

15. A pharmaceutical composition according to the aforementioned claim,
comprising about 0.7 mg, about 1 mg, about 1.3 mg, about 2 mg, about 2.7 mg,

about 3 mg, about 3.5 mg, about 4 or about 5 mg of rosiglitazone.
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16. A pharmaceutical composition according to the aforementioned claims,
wherein the Nrf2 activator is a fumaric acid ester selected from dialkyl fumarate

and monoalkyl fumarate.

17. A pharmaceutical composition according to the aforementioned claims,

wherein the Nrf2 activator is dimethyl fumarate.

18. A pharmaceutical composition according to the aforementioned claims,

comprising about 240 mg of dimethyl fumarate.

19. A solid oral dosage form comprising the pharmaceutical composition

according to the aforementioned claims.

20. A pharmaceutical composition according to claims 12, 13, 14, 15, 16, 17

or 18 for use in the treatment of an autoimmune and/or inflammatory disorder.

21. A pharmaceutical composition for use according to the aforementioned
claim, wherein the autoimmune and/or inflammatory disorder is selected from
psoriasis, scleroderma, chronic kidney disease (CKD), neurodegenerative diseases,
asthma, chronic obstructive pulmonary disorder (COPD), fibrosis, inflammatory

arthritis disease and inflammatory bowel disease (IBD).

22. A pharmaceutical composition for use according to the aforementioned
claim, wherein the autoimmune and/or inflammatory disorder is a
neurodegenerative disease selected from multiple sclerosis, clinically isolated
syndrome (CIS), amyotrophic lateral sclerosis, Alzheimer’s disease, dementia,

Huntington’s disease, and Parkinson’s disease.

23. A pharmaceutical composition according to claims 12, 13, 14, 15, 16, 17

or 18 for use in the reduction of inflammation in a patient.

24. A pharmaceutical composition for use according to the aforementioned

claim, wherein the inflammation is a chronic inflammation.
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25. A kit of parts comprising a) a PPAR gamma agonist selected from the
group of glitazones and b) an Nrf2 activator selected from the group of fumaric
acid esters, bardoxolone methyl (methyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-
oate, CDDO-Me, RTA 402), ethyl 2-cyano-3,12-dioxooleana-1,9(11)dien-28-oate,
2-cyano-3,12-dioxooleana-1,9(11)dien-28-0ic acid (CDDO), 1[2-Cyano-3,12-
dioxooleana-1,9(11)-dien-28-oyl]imidazole (CDDO-Im), 2-cyano-N-methyl-3,12-
dioxooleana-1,9(11)-dien-28 amide (CDDO-methyl amide, CDDO-MA), [(¥)-
(4bS,8aR,10aS)-10a-ethynyl-4b,8,8-trimethyl-3,7-dioxo-3,4b,7,8,82,9,10,10a-
octahydrophenanthrene-2,6-dicarbonitrile] (TBE-31), 2-cyano-3,12-dioxooleana-
1,9(11)-dien-28-onitrile (TP-225), 3-tert-butyl-4-hydroxyanisole, 2-tert-butyl-4-
hydroxyanisole (BHA), tert-butylquinone (tBQ), tert-butylhydroquinone (tBHQ),
3,5-di-tert-butyl-4-hydroxytoluene  (BHT),  2,6-Di-tert-butyl-4-methylene-2,5-
cyclohexadien-1-one (2,6-Di-tert-butylquinone methide, BHT-quinone methide),
cthoxyquin, gallic acid esters, curcumin, reservatrol, menadione, cinnamic
aldehyde, cinnamic acid esters, caffeic acid esters, cafestol, kahweol, lycopene,
carnosol, sulforaphane, oltipraz, 5-(4-methoxy-phenyl)-1,2-dithiole-3-thione
(ADT), 5-amino-2-hydroxy-benzoic acid 4-(5-thioxo-5H-[1,2]dithiol-3-yl)-phenyl
ester (ATB-429), allicin, allylisothiocyanate, zerumbone, phenethyl isothiocyanate,
benzyl isothiocyanate, alkylsulfinylalkyl isothiocyanate, such as 6-
methylsulfinylhexyl isothiocyanate as well as alkyl and alkanoyl esters, alkyl
cthers, stereoisomers, tautomers and salts of the aforementioned agents, and

optionally c) instructions for a dosing regimen.

26. A kit of parts according to the aforementioned claims, wherein the

PPAR gamma agonist is selected from pioglitazone and rosiglitazone.

27. A kit of parts according to the aforementioned claims, wherein the Nrf2
activator is a fumaric acid ester selected from dialkyl fumarate and monoalkyl

fumarate.

28. A kit of parts according to the aforementioned claim, wherein the Nrf2

activator is dimethyl fumarate.
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1. % EHHIER K PPAR Y 3050, A THR7 B 8 RS / SR MRS, P
i PPAR Y #3051 500 F pe s [RIBT 4y B BAK IR FE A ) /3 B0 Nef2 3G/, HIEAE S
Rl FREELZRE (2- #%& -3, 12- Z8MAFBER -1, 901 =& -28- BRFEE, CDDO-Me,
RTA 402) \2- & -3, 12- &AL -1, 9(11) =45 —28- BB Z s 2- &% -3, 12- — &
RFEE-1,9(11) 4% -28- 8 (CDDO) . 1[2- F# -3, 12- —_&EMRFBME -1,90 D~ =
1% —28- B3 1wk (CDDO-Im) . 2- F( 3 -N- 3L -3, 12- 8L BE -1, 9(11) - — 4% 28
ik i (CDDO- AP Z: Wk %, CDDO-MA) . [ (3=)-(4bS, 8aR, 10aS)-10a— Z H 3 -4b, 8,8- = H
-3, 7- 288 -3,4b, 7,8, 82,9, 10, 10a- /\E I -2, 6- —JiF ] (TBE-31) \2-F & -3, 12- =
SASFER -1,9(11) - =45 -28- JiF (TP-225) \3- T & 4- BREXRKPEE.2- T EH 4- 72
FLIKFAEE (BHA) BT 2B (tBQ) T A B (tBHQ) 3, 5- = - T E -4-FEF X (BHD) .
2,6- Z- T H-4-WPE-2,5-HO M -1- 87 (2, 6- = - T 2B FELY), BHT- R
REAAY ) . LEE BRETRE . ERE.OEFEE. PR, AR . ARERRES. UnHEERES.
nHERE ok B0 VB AR BB S R T B o- (- FEE-FE )1, 2- =
WAV R M -3- BRBR (ADT) \5- & -2- B - K FIR 4- (6- Bift -5H-[1, 2] ZHiIF
KT —-3- B ) - REAE (ATB-429) « K& A BERG AN E . S EBR X L. 7
B R RS O E R b A R B S B ) A A R 6 F R e Ol A K B
17 R FEME R R e A e BEEEBR SR B LA R R EAR R WA RI R sBb) BE il 4
B Nef2 BUEFIMAWAEY,

AR -

A ZER S PPAR v B Bh RNt A% 5 — iR i A B TR iR B, g 5 iR 5
B D ERER R I  43 Bl UK I A

2. R LRGP EE SR A ) PPAR v 307, o B & S RERg AN / sl R MRS B4R
JE 95 IR 7 A8 M B 5w (CKD) AR 38 P 5 B i 1% 1tk PEL 28 ME M R4S (COPD) \ £ 44k
2 V3T R FN R EFri (IBD) &

3. MR¥E _LRSURE SRR I PPAR v 33030, H B & R EGF / B R MERERG =
Ve, Hik B 2 R MWL JRRINLEEEAE (CLS)  WLZS 48 I R A4k, | BT /R 3% g 2R P
R EUUFEFIIA SR o

4. & A% ZI B PPAR v 3330, B TR 3 RE, P Frid PPAR v #EhHl 5T
Ay R o B EAR K E AT ca) 2B Nrf2 T, it B E DREs. PEC 2 EE 2-%
F -3, 12- ZEAFBE -1, 9(11) =45 -28- BRI &5, CDDO-Me, RTA 402) . 2- B & -3, 12- =
AARFHEE-1,901) 2 28-8 o BE.2- & -3, 12- ZHAFHR-1,90D =
i -28- 8 (CDDO) . 1[2- H & -3, 12- Z | A F MR 1,901 - = i -28- B & ] sk me
(CDDO-Im) . 2- & Z -N- F & -3, 12- Z S AR FHR -1,901)- — %% —28 Bt ik (CDDO- A
= B B&. CDDO-MA) . [ () —-(4bS, 8aR, 10aS)-10a- Z H 2 -4b,8,8- = B & -3,7- — &
f{ -3, 4b, 7,8, 8a, 9, 10, 10a- )\ & 3E -2, 6- — fif ] (TBE-31) .2- F 3 -3, 12- —H AL H
R-1,900D- =4 —28- 5 (TP-225) 3- T HE4-BEXFB.2-NTH 4-BEXF
&k (BHA) BT AR (BQ) AT RS (tBHQ) .3,5- = - fUT % -4- BRI F 2 (BHT) .
2,6~ Z - T E-4-TPE -2, 5- T -1- 8 (2,6~ = - ST EERFENY), BHT- B
FEAY) . .ZCEE RS TRE ZXR.OF 5. PEIE. AEE. A ERRES. MRS

2
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WNREEE Nk S R B AN R L BB R ARG AT BB R 6- (- BEE-FKE) -1, 2- =
FRALIR I — 4% -3- BRlE (ADT) .5- B -2- BE - FHR, 4- 6- B -5H-[1, 2] R Z3F
T ~3- ) - FEEEE (ATB-429) . K& . R ERG NS I ET . R ERE L. 7
PRER RS i S BRI B WA B B be 2R R, ) an R i E( L 6- FE W E 2l Kk EiR
12 R B MR R e AT B A R S B SR R AR LA AR 2R B b) BE TR
B N2 s R A AEY,

SR -

AR FRERR S PPAR Y B As Z1) B — 2 i A T B 3 RE, TR RIE SRS
N —RAFER / SRR GRS B H ARt 55 5 2 D ERER R BT 43 BBk IR -

5. MR _LIRAURIZE Sk A Y PPAR v ¥4 BhF), 3 Ah BTidk RAE R 18 M RAE

6. AR _FIARBCREE KN A 1) PPAR v 303, Jo 9 PPAR v 335714 B mibis 51 F F0 25 4%
FHH o

7. ARYE_LRBURIE KN B PPAR ¥ 3305, HoHh PPAR v BEh5) 2% H I E 4 45mg /9
ML 4% 57 ] o

8. MRYE _FARBHZE KN A B PPAR v 305, Hooh PPAR v 3512 HRE 2T 8mg 1Y
B 5 W o

9. MR _EARBCR)E KM A 1) PPAR v S0, KA Nef2 USRI R E SR, HIEAE S
MRt R E DR — R hs .

10. HRYE_EIRACR)E R N 9 PPAR v #3057, HoA Nrf2 SiE R B DR F k.

11. 48 L ARBURIE K R F 8 PPAR v 307, H A Nrf2 #iE 12 3 H 2 2 480mg 3%
25 720mg B SR _Fls.

12. 25 G, KA E PPARY )5, HiE B FIERE 50 Nef2 BUEHR, HIEAE S
Bis. FEESRE (2- & -3, 12- ZH8MAFEER -1,901) =i —28- R K, CDDO-Me,
RTA 402) \2- B3t -3, 12- & ACFE -1,9(11) =4 -28- TR B 2- & -3, 12- =%
FRRFBER-1,9(11) =4 -28- 8 (CDDO) . 1[2- & & -3, 12- “HMAFBE -1,9011)- =
f#i —28- BE3E 1 BKME (CDDO-Tm) +2- FHE -N- HIEE -3, 12- —HACFEE -1,90 1) - Z 4% -28
Bk B% (CDDO— FF 25 Wk fi%, CDDO-MA) . [(£)-(4bS, 8aR, 10aS) —10a— Z, %t # —4b, 8, 8- = H
B -3,7- —45 4 -3,4b,7, 8, 8a, 9, 10, 10a- \EIE -2, 6- —fiF ] (TBE-31) .2- H & -3, 12- =
FATFEAE -1,90 D - =% -28-F (TP-225) \3- T & —4- BEXFBE2- T & 4-1
FI B (BHA) RUT REER (tBQ) AT ZEE R (tBHQ) 3, 5— — - fUT & —4-FFE X (BHT) .
2,6- — - T -4-THFE-2, -2 -1- 8 (2,6 = - ST HEBREFEAY), BHT- BR
FRERNY) . CEE KB TRE.ZEHR. OF AT PR WERE. WERES. WIHEERES
DONPHEREE e A BE L AN AL R L BB SRR R by 50— (4- FERE-ZFE) -1, 2- =
TR — & -3- Bl (ADT) J5- B2 —2- 34 - K ER 4- (5- BifX -6H-[1, 2] ZHiZ%3F
B0 -3 2 ) - FEEE (ATB-429) . KR . A ARG N IR EET . i RS L8 . 7
EIRFEE . R A R WIEBE R G AL B, B i R aE R 6- FEWEME B & Lk
32 T2 W T 50 B e B R B B B L e Rk L ST AR AR L AR R R AN R SR RE R — Rk
ZFRTEH o

13. RIE_LARFNE R DA S, H+ PPAR Y #zhik & a5 B A0 2 44 5 i .

3
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14. B ERNRERWAYAEESY, LB 52 5ng. 4 7. 5mg. 24 10mg. 45 15mg. 4
20mg. £y 22. 5mg 8% 25mg HIMLHE ) EH .

15. B LBAWNRNERWAYHESY, BS54 0. Tmg. 4 Img. 27 1. 3mg. £ 2mg. &
2. Tmg %] 3mg 44 3. bmg~ £ 4 B2 bmg ) Z ¥4 5 .

16. R _LRFIZE RN SYAEY, P Nef2 JEHEE BRE, XX EE LR
REENE DR —h .

17. RIE LIRFE R AWAEEY, HP Nef2 BUEFIRZE SR _F 8.

18. #R#E LIAMFIE R AMAHEY, LB 240mg KE SR _FES.

19. Bk ORFIE, HAE LRBRIERAADAED .

20. MRAERFIESK 12.13.14.15.16.17 8% 18 IZWA &Y, HFH TRI7 B 8 8RS
F/ BRMERETS

21, R RPN E RN A WAEY, K B 5 RBER / SR EREBR
JB A 7 BN B (CKD) (AP A28 M 5 9 B ity 18 BEL 2 M IR A8 (COPD) 41 44k
FMRAT RPRF R (IBD) .

22, 1RE _ERRRNERNERNAYAEY, Kb B 5 %EEBRA/ SR EERRME
ARVER RS, ik B 2 RN RIS R (CIS) JWLES 45 I R A4k | BT /R % # BR s«
A TR R AR

23. MRIEFIER 12.13.14.15.16.17 5 18 KIZZMA &Y, KA TREBE KIE.

24. AR _ERACR SR N A &Y, K Brid 4O 218 M RE

25. MEZ &, KA Y :a)PPAR Y BN, ik B FIE ;0 b) Nef2 BUEH, Kk 8 E
Oghs PEEZRE C-8F -3, 12- Z8AFHE -1,9011) =% -28- B2 F 5, CDDO-Me,
RTA 402) .2- H(F -3, 12- —FRF R -1,9(11) 4 -28- B L 5. 2- B K -3, 12- =&
RFHR -1,9(11) =4 -28- ER (CDDO) . 1[2- FZ -3, 12- —H AFH R 1,901 - =
1% —28— W 1 mEMe (CDDO-Tm) 2~ &(3E -N- B -3, 12- —&(CH R -1,9(11) - — 4 28
ik i (CDDO- B 5 Bk iz, CDDO-MA) « [ (£)—(4bS, 8aR, 10aS)-10a— Z 4 % -4b, 8, 8- = H
-3, 7- & -3,4b,7,8, 83,9, 10, 10a- \FIE -2, 6- —JE ] (TBE-31) .2-FFH -3, 12- —
FARTFHIR -1,9(11) - % -28- % (TP-225) \3- W T & -4- BRI E PR 2- T H 4-
FFXFRE (BHA) AT ZER (tBQ) AT EE R (tBHQ) .3, 5- — - T F -4- B R FH K (BHT) .
2,6- Z - T E4-WHE-2,5- MK -1- 81 (2,6- = - ST EERF ALY, BHT- B
FEAY ) LEEESTRES.ERR . O TE. PER. AR AERES. ek ES.
MNeHEEZ  ONEE S RS R L B KRR B 5~ (- R E -FE)-1,2- 2
PRSI 4% -3- B4R (ADT) \5- | —2- B&E - EHFE 4- (5- B -5H-[1, 2] ZHiZ3A
N 4% -3- F ) - ZRFEEE (ATB-429) . K@ K . SR G RIS L5 . RIS IRE L. 7
DLE R R 0E e O sgU MR e 2 W A e B e B B, B n e AR AR 6- AW RRERE LB UL & Bk
P2 R BITE MR B e B A b R R G e B B AR R AR R R AR SR SRR o) 47
LESLE

26. RIE_LRNF BRI REZE, H PPAR Y zhFik B it 3 A1 2 4 51 8 .

27. R EIRWAERRES &, L Nef2 B 2 E D, Kk A E D8 4
FEEEE SR — el .
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28. R LARAERMREL S, P Nef2 BiEHRE SR FE.
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B 218 FERFN NRF2 FUE T A LS

[0001]  AILAFF TS PPAR BBNFIF Nrf2 BEF (% B4 “WFHR” M—'N “EH
707 BIZ54E S FE ] PPAR B RN Nrf2 S5 7 ) 414 Y8 7 559 190 2 45 J8 9 2
[0002] EEAMWERAIGTAYBIEZE (PPAR) 1BiL 456 DNA JF 1 JUH & 5538, ik DNA
FE B o R AR S ALY B AR R ) IR N T i (PPRE) , A 5 R % X 248 (FR1E RXR)
MR _RHER. BLLEET APPARK 3 F IR 3 HHfik N :PPARa . PPARY (PPARY)
A1 PPARS (B NUC1). PPARa F E 7E JF b K 15, ™ PPARS & ¥ i 77 7¢ i. PPARY
BIMUEBMPHFREREANMR. 1, 2 N “Differential Expression of Peroxisome
Proliferator—Activated Receptor Subtypes During the Differentiation of Human
Keratinocytes” Michel Rivier Z A, J. Invest. Dermatol, 111, 1998, 28 1116-1121 T4, H
FESH T KEW & PPAR Y Z (AR SCER S5 . & R] LAZE W T #5224 “ The PPARs:From orphan
receptors to Drug Discovery” iR H 3% & :Timothy M. Willson, Peter J. Brown, Daniel
D. Sternbach #1 Brad R. Henke, J. Med. Chem. , 2000, %8 43 %%, 3 527-550 0. /878 PPARY
T RARS T HREXBEENER, KPR ZRE. CRESSERAN
X EM.

[0003] CAIREEMLE _FIRILEY (BB IEE) BFEDKEIIN . SRERED #%
F) B AL 1) B kTR nbk A% 5 B L o R 270 B R B 20 B R B 3 T =R A AU R B
PPAR-y &7 (FTIBRT PPARY #3071 ), JF H & 45 & PPAR-v &4 (J. M. Lehmann %
A, J. Biol. Chem. 12953-12956, 270 (1995)) , M T2 4t T PPAR- vy 72 W] B8 1 e M be — i 28
FIGIT VEFSEARIIEYR . B TIX— MRS R, P LAE SEOE XA R 2 B A 2 1 AR
WHAEHE PR AR TE A . XEETEHFIAEIETT 2 OB IRA (BRI & = KM A FX % (NIDDM) )
H Y 5 0 2R B PR MR AE PR BB IR B R AR A R R e A E A sRiEC. 2
TER B —Ir ik A, 7 FEERY RABA ¥ B Ol 7 A — 285D, FEIERK
o KPR R AR IX B IEM N SRS R4 & NA KR Z-E0 Nesto RW. 28 A, 2003, Ci
rculation, 108, 2941-2948) . 4R1M, MR MR KX LE4E FHROBLE], T RILAE TS 2~ BLFE
XTEBFKPEMIERNAEENE RS, CEREBTESE PRI T PPARY 1 (Guan
Y. %A 52001, Kidney Int. 60, 14-30), Ik, PPAR v &ah7Ivl B B %45 & & S8 gaT
ReX R FUK A NIRES BB S RIEH . 457 PPAR Y EBNFI0LAE 21 BE 75 A 747 HR 8
[3757%, Bt British Journal of Dermatology 2005 152, 3% 176-198 %,

[0004] 1% Kl F 41 & -2 4H 2k BBl 7 2 B #% B F E2p45- #H K (B + (Nrf2) 2 8 F0 3F
(cap-and-collar) ZEAliZ AR #H X EF, LT H T A REERENIRSHEE
SR IFABEEEE A1 (Rangasamy T 2 A, J Clin Invest 114, 1248 (2004) ;
Thimmulappa R K % A Cancer Res 62, 5196 (2002) ;So H S 28 A Cell Death Differ (2006)) .
NRF2 i@ 1t 7 M 45 & AR E R /A 3 7 RIM T EWFINE ok (ARE) BUEHEEER
¥x. NRF2- K REFEREEER, BESUEAT, flin v - SR RERE &
BHE R BRAL (GCLm) « v - REBE ML & SBF ML AL (GCLe) - MM 40 F A AE -1

6
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BEAE AR A HILEERE OSR AR H IS AR REEES REEETARE
R S EMAENEIREE (PRDX) ERERR / REARKZED (SLCTALD (7,8) ] [THIA
WifE B [NADP (H) EREALILRES 1 (NQOL) | GST. UDP- H i IR B (Rangasamy T 5§
A JClin Invest 114:1248(2004) ;Thimmulappa R K 2§ A Cancer Res 62:5196 (2002)) F1JL
Fh ATP- Ik B 25 HH 2R , B35 MRP1. MRP2 (Hayashi A, % A Biochem Biophy Res Commun
310:824(2003)) ;Vollrath V% A Biochem J(2006)) ;Nguyen T 2 A, Annu Rev Pharmacol
Toxicol 43:233(2003) ],

[0005] 5 Nrf2 EEM) 2 KEAPL, 24 Nrf2 i fO B4 2 40, & B E /B 28 Cul3- {3
P E3 WTE R OB E 5PN %R O R /E A U4 FRIaZ5 /K F /Y NRF2 il NRF2- 4K
it 5 F (Kobayashi 28 A, Mol Cell Biol 24:7130(2004) ;Zhang D % A Mol Cell Biol
24:10491(2004)) . Keapl ZERANL F AP AEER L 19p13. 2 £ KEAPL KB H 3/ F
HaE)ts, . (1)N- K Broad 454, Tramtrack 1 Bric—a-brac (BTB) £ ; (2) h.ovf
AX (IVR) ;Hi1 (3) —Z %1 6 4> C- K Kelch EH 86 (Adams J 2% A Trends Cell Biol
10:17(2000)) . KEAP1 i) Kelch EH B Ju45 & Nrf2 ) Neh2 S5 1435, T IVR Fll BTB 45 1435
W ZX P B EAFER—RI RN BRI Nef2 SRR - BUREH1T A
T ER (Wakabayashi N 28 A Proc Natl Acad Sci USA 101:2040(2004)) . KEAP1 LAZH K%
77 RAETC N AFAE T E) Nef2 W AR 7 Y BUISE B /A FR RS KEAPL- 31
Nrf2 & B 7R i, RBOZE RN I B i b X5 S TR A A A R R (Wakabayashi
N4 A Nat Genet. 35:238(2003)) . T&IFSE KEAPL B9 — MBS G BRTMRE o« 2
NRF2-KEAP1 & &M P g B E 7 3% BT LA B Nrf2 $EEE R R IX (Karapetian R N %5
A Mol Cell Biol 25:1089(2005)) . /G~ T Nrf2 55 PPAR Y Z [A)H)—LAHB{E A, il 4
Am J Respir Crit Care Med 2010 ;182:170-182,

[o006] AR B Nef2 BUEFIRIEMH 5 S8 Nef2 S A5 2 RIECHN / 8038 It B
S B0BE S5 B DR P 5 I (4 R, BT IR B R A48 40 M SR AR AR B 3 BV R EAN
A 9% B Nef2 g H) AT LLE B0 Nef2. KEAPL. NRF2-KEAPL B4 / SR E#/EM. &
R RN £ 2 S AT DU HE (G SR I s — Pl Fh 2 SIRER, BN E B — -/ 8
ZhE, HEREE LR R E DR E N, s SR — Rl E DR,
BESM— BN E SR O, CAKMER s FELZRRE - & & -3, 12- ZF8 A5
R-1L,901) = -28- BREFES ) s REREERES, BIWISEARAR LT 51, 2- TR LM -3~
i, AN AR 4y 53, 5- — - T -4- BEF XK. - REFE R LR EMFIK A E2EE
HATED SR .

[o007]  FIT 54K HIE PPAR v HEh3HI4A & B AL AR 0 DU B Nr£2 A R TR E L R
BEAE DR

[ooo8] E L ERESHEEESMUER PR RE R, HEAEE TN A TETRE WM
ZREEL, FACEEBEAE TR ZNAEZ. B REMRMEERBHFEE. &
Z_HFAEMEEE SRTEWHTHT &MEBARLE, AEREYE. 85 Sk /
R MR, B R E R (Joshi I Strebel, W01999/49858 ;US 6, 277, 882 ;Mrowietz
#1 Asadullah, Trends Mol Med 2005, 111(1),43-48 ; UL & Yazdi FH Mrowietz,Clinics
Dermatology 2008, 26, 522-526) ;&¢ M F1 18 M FELZE M Mt s (Joshi S A , WO 2005/023241

7
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F1 US2007/0027076) ; LBHEEAR A, BIELLEHEER L LPEIEM LKL Joshi %
A , WO 2005/023241 ;Joshi 2 A, US 2007/0027076) ; £& K 4 K1 # £ 25 ¥ 95 73, 451 40 1A
EHRAFIRRERF. FEOH.CEEUMERZ (retinopathia pigmentosa)
28 R 1K B UL (Joshi H1 Strebel, W02002/055063. US 2006/0205659 US 6, 509, 376+ US
6, 858, 750 F1 US7, 157, 423) ;## (Joshi H Strebel, WO 2002/055063. US 2006/0205659
US 6, 359, 003. US 6,509, 376 #1 US 7, 157,423 ; 1 Lehmann % A , Arch Dermatol Res
2002, 294, 399-404) ; B & % % ¥ % (Joshi I Strebel, W02002/055063. US 6, 509, 376.
US 7,157,423 F1 US 2006/0205659), 1 & % K M B 4k MS) (Joshi F1 Strebel, WO
1998/52549 1 US 6, 436, 992 ;Went FM1 Lieberburg, US 2008/0089896 ;Schimrigk Z A , Eur
J Neurology 2006, 13,604-610; #F1 Schilling % A ,Clin Experimental Immunology
2006, 145, 101-107) ;5360 MR FFEEESSE (Joshi 2 A, US 2007/0027076) ;AGE- i S 11
ERAYH (Heidland, WO 2005/027899) ;5 4 i, il an e B BRI G ML & sk
F5 4% (Nilsson 28 A , WO 2006/037342 11 Nilsson F1 Muller, WO 2007/042034) . 7] BAA#
A % B B4 G- YR T VR TT SLTRBH BT A 3 L858 R E R

fo009] Fumaderm®, 245 EZM —ZHBENELR _FRABKEBEEDHNBEBEER
Jr s H] PO UK AR R E BB — B BS, 12 A AT E AL 1994 FHAER TR RER. UL 1-2
3% / K TID i F Fumaderm®, A a7 RE M .

[0010] Biogen Idee Inc. & BHIVFI M= A& A BG-12 ME SR _Flg, XHTHIT
RBK - G2 KR . 129 Y)7ESE BB E BT P .

o011l S 2 ZH KW K:E LS B A A& ¥ (Joshi F Strebel, W0 2002/055063+
US2006,/0205659 A US 7, 157, 423 (BLFE L &R E AR - E BREE L &) sJoshi &
A, WO 2002/055066 L\ }% Joshi FI Strebel, US 6, 355, 676 ( — Fl — %% 2 g ) ;Joshi F
Strebel, WO 2003/087174 (B M FI A 24 B A L & W ) ;Joshi % A, WO 2006/122652 ( i
fCBE I BE B ) ;Joshi 25 A, US 2008/0233185( — fe A0 — 75 & ) Ak (Nilsson 25
A, US 2008/0004344) , LL5E BR H 80 1F A & S ERBR IR 57 IR F4. Nilsson 1 Mller £ WO
2007/042034 P AF THEEHE SRENEBEAYESY . Nielsen Fl Bundgaard, J Pharm
Sci 1988, 77 (4), 285-298 F1 W02010/022177 #4iR T Bi 5.

[0012]  FEAIFHA

[0013] fRi%EHL, RiE“HEFHIHMEELFAEFERBMEIOKFWER, PXEH
W - KRB ER B —DEENR - RN ERD B B2k - k=8 ER
FIEE - s RN =8 HEMER. R & R EFAKE, WAE A AR E 5
FEVRFERNGIL . E—2BSEHE T =, KeE AT LU 1-20 MKIR T (C1-20) , fE—48SCHE s
£, BH 1-10 MrJRF (C1-10), A — L R+, BB 1-8 MrJRF (C1-8), f—&&
THARY, BF 16 MrJRTF (C1-6), E— &L FEH, BF 1-4 MRETF (C1-4), UL
Rifr—EesiimRd, BH 1-3 MRETF (C1-3) ., REREIE7EIER 0- i, Hisx
FEHA LIRS N RiE“2EGE £, KPP eMaAR F R,

[0014]  ERIEFHIIRTT” IR EE MR  PH 1 3Rk o3 50 B 2 /b — Fhies B I AR R
FRAR IR 1S B B 2D — P o8 BTG PREE UK P RIS » 0 S 90 B 28 /0 — b o R G R RE AR O
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JR B A AR R B A /D — P s B IR PRI IR IO XS o “VRYT "IB3RTE S 18 (M) inda e v] #F
BIRPER) EHEZ (Flinfae G428 Al b o5 i gom AN 2 0 —F 8
EHA USRS NGBS E—BlEAED, VAT RIEEREERAHE
=P P ERE R R AR, Frid B Bt sl 5 B, R, % B E RE SRR MR R IE
[0015]  “VRITHRE” RFfafeX MM LLYEIT B 5L 2 2> — PR 9 1 i PRIER B 2 LA
B B R X AT AL S E . “TE7 8 5E” 7T LURIR B an ik &4« m A
/ BURREIR R AN/ S5 SR RS R R B P B L BTIR YT BE R R E R/ BiE R
PRI LA B FF 48 b 77 B 1 PR B U 97 2 Wi B A B T 028 » AR R Fe B 1B L P & A R E 7T LA
AAIRFE AN R E B RS 8 E R E .

[oo16]  “VATFAAGHNE"EIRIRUL B FT ZIGTTRABERNFIE. 1EITASGNE LR
BAEM SISV ERE 5 BE AR 803 7 H AT LU He T B 51 20 8 55 69 e i A
RE#AE. BT AR ER LURE AR SURE AR A R ORI E 2 2 7 VR E -

[0017]  ZEARHBAE LRI, RiE“H BRI Nef2 BuE7H)”7 ik 258 Nef2 BUE57, X
RTFAE, HREA E 5 RRERAN I N2 BiEFIN HERA SIS FHE. EAESRE
Nrf2 BuER, e dd A b BN L RRTFERBE S RBRRSHE, friddi s R
BEZRREENHEHF, Flandct S sk, flune ik 4 afaRm. RE“S
B Nrf2 BOE T ILE A1 Nef2 BEFI R 5 AR EKKIREW, Gl EZ A 20 EE % . R
B B Nrf2 SR AN S FE XN Nef2 BaE 7, THREERBRET, o, 588
A FE R R IR SR 4, B A ), SIX P RIA R SR IR 2B TR R Ak, RiE“H
B Nrf2 BuE R ik R RAB A Hl & 10+, HAANAEE T 70 EE %, Uik
TOEEY, AHEMERT VEEY, FlNLA 5 EEX . I97T EE XL 9 EE X,
RIGEHIR AT, REG XIS, 18 Nef2 J307E 72 RRTEE K WP, ) ot
RFRIRF=H), C R 7 B ) Nef2 BE T, BIAS 26 s 255050 e K.

[0018]  7E PPARY B FH & RAFAEMBE R+, Bl EIRATY, EMER T BB
PPAR ¥ BN, BIAS £ 41t B 24 55 T2 2K

[0019]  IRAEFAMHI K — b &9 BA WG LR LA R . B A RIS AW
CARR HIALRI B K .

[0020]  FRAEA A EH, 24 PPAR 3h 5 HAU% PPAR v SXENFAD Nrf2 & 5 LAH-& F T 1897
PIRET, 5 P SR A PPAR v BhF B Nr 2 BUEFNVATT AL, ZEVR 9T B B e f / SR MR
WP EBRE BRI . SLFEHER PPAR v I EhFIFN Nrf2 % 7 2k i FE I 2 1) &
) PPAR Y HBhFIFI Nef2 SUE I A& 550 B /e S —JT A FEFH I PPAR Y IBh3)H0
Nrf2 BUEFIAE L S Ba T EF SGE, v LU T 2 B3R

[0021]  HRIHh, L KR ILEFEF A B PPAR v EhF Nrf2 34vE 16 B94k-& 15 o 22
KIAERMR / B S RBERFEPEBWEFRGET AR URREZ A RHANAS
Y897, HoAh 4 & B B PPAR v #Eh B Nr£2 J40% 18 Fl (6 2 /D P b BN R /] AL &4
M, A Z /D —Ff PPAR Y SR Z D —Fb Nrf2 SRR A ST 559 B 1y B —
I7 V2 FE B IXRE B PPAR v BN FIAIX BE G Nrf2 30 AR EL = A i F v R B8 7 7R
Frik 2 /b—Ff PPAR v BEBDFTIT] GEXT Nef2 A BF BERI A &/ 1A skigE/ER, B
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2 D> —F Nef2 BOEFI T REXT PPAR Yy A EA BEHSOCE B/ WS EH. &
AXFAGREFEHEIEREEE, Kb AR EEREZ R PPAR Y BBIFIEL Nrf2 5
1, ENE BXT AR S — MRS RE BERENE. REWL, B2 EEE —FEmME
M3 F B R B2 0 PPAR Y B4 Bh AT Nrf2 35 16 A RIS 0 =P, )3 78 s ZEKAR A0 15— Bt
£ -6 (12, 19 - AIFIBRE J(2) (156d-PGJ(2)) HITEIH, A& BHEIH G IR T W LS BUATT A
BB — VAR E . XTELFR PPAR Y 0 Nrf2 B WEMEA KL S G BRI PIFPEEAR A
RIT BB S AR BN A K, 7] L BlAg g g F iR S AR EE
TR AR R MBS S AT

[0022] PRI, PUIEIXFERISERE ST &, B B> —FiE RIS EE 2 PPAR ¥ IEhFIFA Nrf2
BRIEF o

[0023] {RiEARHEMAESHITHEEFNEAS, HESZOHMARNEER, HEM
FiZA & T HKE T BA PPAR Y E0E Nef2 BIEEA.

[0024] AKREAW KHAEIRIT, B8 RARKHEHEFAEFHEXESHEHLAEGNAEY, H
11 PPAR &7 41 PPAR ¥ $(h3F0 Nrf2 BUEFI R A R B4, eI RA AR B
FEWBIMERRTFAERAFED SMRRTF MEZED 5 ABED 10 MEIRTFHIEH]
H HAARB T AR FIEA AP BT 30w, R FSMER, W E N At FE
BH. ’

[0025]  fRi% i PPAR ¥ 3h3 2 B PPAR v BahfEH A B3 H0E Nef2 B4k &9, ©
ML REEELMH TR SEIMEERAG NS A M KRN ROLEY. FE,
RIERT PPAR v BN R IXFERILEY, ©A15 6 15- B4 -6 (12, 14) - AiFIRE J(2)
(15d-PGJ (2)) #A %, A~ B8 450 W33 52 /R s R Y 5 PPA 2 AR HiAh 454 S ARIE A PPAR 35K
BN HEE B H) LA,

[0026]  PPAR 4 Zh5)2 PPAR J07& 7 (170 PPAR Yy J(ZhI2 PPAR Y BUEH) . KK
SE SL“PPAR ¥ 3057” F1“PPAR v #h37” PLik BEGIX BRI BhF, Bl E 455 PPA 21K 3F H.
B A ESE BN EIEE B 1 &4, LA BT IE R 4 B8 2% PPAR S Bh 7 A B 22 PPAR v J4Zh3, ©
IR —E 455 PPAR A8, (il i H v @42 5 30 PPAR J4E , 15 Sl ot 48 hn 9 Y8 ¥ PPAR v 3
B 15- BEd - 6 (12, 14) - BIFIIRER J(2) (156d-PGT(2)) HIWKSE .

[0027) & %0 K & KR A& A K PPAR 3 38 57 (B tn, & W Michalik % A (2006)
Pharmacological Reviews 58:726-725 ;Gilde 2 A (2003)Circulation Research 92(5) :5
18-524 ;Peraza Z A (2005) Toxicological Sciences 90(2) :269-295; F1 Desvergne &
Wahli (1999) Endocrine Reviews20 (5) :649-688) . X L& &N I Bh 71— LEX] B2 — PPAR [F]
FhE B S v, FIRS 2 %0 [ 2 1 PPAR WY, 3% PPAR IEh7, &1 =2 PPAR i3h7|
% PPAR vy BK[EI % PPAR y H1 PPAR a [iiE 38 T-X & R Fh A,

[0028] A — NSl K, PPAR Sl 51 T LAk B PPAR v #3035, 41 41 #% %) B 5 K0 XY
& PPARa /v BshH, Blani& 503l EFMOSLE T R P, ¥ 5] LLE B g S0 it
¥ FUE - A% BB A% Z B A B B IE A% 5 R ZE R B B AR VD B (isaglitazone) .
MC-555. LA% FYHE  FIA& I H S . 75 55 A B S 7 2P, & 5030 7T LAE B SR 514t TR 45 71
BT A P L B S AR 5. BE B AN SERE T R, PPAR BBhFIE B /b
EETR. K-111. INT-131., MBX-102 (metaglidisen) . MBX-2044. FK614. GSK~376501. GW 1929.

10



CN 103998035 A L I 6/55 T

S26948. psi- JEHE RS, 10 FF7E US5002953. US4687777 Fil US5965584 I FRLL, 1% K
PLZentt ¥ 51 e 0 55 4% 0 ), B B 0%k 2R BRI A 5 B AN 5 SR BR B 45 B W

[0020]  FEAKBANI G — LRI ST =4, PPAR Y #3h7iE B fthiT 28 HMG-CoA &
JREFFNHIF, k% B FTFEARARYT « FARAL YT S AT S ARAR YT (ER AT AR AR TT L FARARYT
FARARYT FUTARAMYT o AT 2 A T8 ik #0560 B HMG-CoA 14 JR g P 1K E [& B2 K P19 254
KR, BTk HMG-CoA & J5 B 78 T = B [ B8 7= A Tp R B E/E A B 6 B9 /K 7 388 hn 5 0 1
PR AR, 3 BARYT b A T B X ek i . BB AT R TR £ K AL (i US
2004/0013643) » RE AT XA AE PPAR v (Circ Res. 2007 ;100:1442-1451) , /B2
YE 43824 PPAR v SEhF, EATEIEER TAK 8 B KK PPAR Y #ah5IHE X F.

[0030] FEAKBAM N — MG 9, PPAR Y BIFiE B 0 LR A 70,
WAREMLE BRIKER 11 ZARHPUN LE RKEZHRERF (ARB) 8% AT1- ZAHEHiH. ¥
H, FlangRybiE Gy By E DUy E  BESE R K | IR b R B v e
APTER-MEREKE -BERRANGWEL . HFERRB\IERPIELE B & 70HE.
JE My B Ky HAR P, ERIESL e 144 3 BHi#9E PPAR Y (Drug Development
Research 67:579-581, 2006) . B4 A/~ FHV BT GE T 2 kML, WHEETEATHE
7 LR WE PR B R (IR PR R BRSBTS S s DL R e i o0 11 3208, -
5K B Nef2 SIS FI4 G0, H40 3% A T3 S8 FUAE -

[0031] FEARKRBAMA —MUEKSEHET R+, PPARY #zhiik H A PPAR Y #imssit
HIHE S B K 25 (NSAID) , PR IE MWL SE £ BT IR AE I S M A% 35 (The Journal of
Biological Chemistry, 58 272 %, 6 8, 75, & 3406-3410 71, 1997) . #iAkBH
(] B K1 5 , NSAID £.4E7E PPAR Y #Kh5IE X b, B EATRT LLE #4546 PPAR BifE A3
%2 PPARY BENFIEIEA . FE— LT E9, fLikIERT & ITHR A NSAID.,

[0032]  NSAID BRI REMI T EY KB ERIL &Y, BIAnBT T ISR (ZEK DR ) < &
JEHN UK B TR BRAT AE B G A 98 35 A AR 45 B A AR VAR 28 L VS 25 L A RIS 2
RLLIR S Byb R IR RIEIS  ZERAT L G|k SE 2 (RFARER | (K FE B R L NG BR A
B ETEVHER (BE) YR B ER. B ER BEE R BER.QEY
FEVRRERKBRITAEY (SRR ) Bl F3FAER . FAUESAER R IR 3T R i
PE cox-2 #HIF (B ) FlanZkE A B HEEA M EE  IEEE EH KRS E KT E
B AT HE BRI 2R e ) a0 e SR FF A 0 k)% AR R R B AR S

[0033]  Nrf2- BUEW A YT LR FHAESE 5K BEE 7 /R RN R E R
P R EE FERES . =M. 1, 2- ZHRAI N 4% -3- TilE . S 4k AR — TR
EERMERE. A, Nef2 BEF (1) WAHNER SR Q1) JLES A EEAE ; (i)
KB B BHREBRERAEY 1 (Iv) 37 LB R EAL BRI 5 S (PNAS
2004 4E 2 B 17 B, 5101 3%, 5 7 #§, 2040-2045, Mol. Cell. Biol. 2009, 29 (2) : 493) . 1] LA
BT B RS AW ETE T .

[0034]  fRLIEM Nrf2 BuEF 2 % B8 PPAR v MH1E A AL &) . iX L B ARG 4L 59,
EATRLLS PPA Z AN 454, tha] LIS PPA 4R340 4 &, (HNBENS PPAR ELIRI% PPA ¥
ZARRIMI B EAEE T LS PPA AR BE R . RIS A K 8, X% 1) Nrf2 0% 5 2
INIAR D TR . XYM T AEHEN 554 PPA RIS T, 4552 PPA 32
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BRI RSB EE . EERSIETT £, Nrf2 JEF AT fE e 5 PPA AN &4, 5
WiE 5 PPA AR EEE B MG /R A, (BAS 531 PPA R R . AT, XL&RiE
[ N £2 38075 77 BB 035 PR ¥ K /N Tt AT B A BE B 1k PPAR 357 EL4% 70l & PPAR ¥ I Bh#1 JUH
R FIER Bt ak 5 B Ek 4% 58 5 PPA ARSI G4, £ R EMHE K.

[0035]  FE—AMRAPLE R SEE A, Nef2 BUEFIB i E B — PR E L& — PRt
4540 PPAR v JBhF M5 ands 51 B an ik A% 51 B 2k 548 5 BE B0 A 5B T BUh R FI5RE
MEERRITE R

[0036] FE—NSEiE A RH, R Ncf2 BER, His B B F AT 1 N8k 24> 5- 5 6- Tl
WEAA 1.2 803 A~ N-. 0 8¢ S- JRFERIRRF I 5- 8k 6- ma BB VA EY, Frdk IR
AT LA AR & sk AR T skAN A | MR BN / S/hF 35 M1/ F 30 &N T 25
FHHEBEMNEDNTF 20 HEZE/DTF 15 ST 10 NBRIEFF / BLRA /DN T 400, {83 /MF 300
F A& ik /N F 200g/mol g/ F 170g/mol Ky5r T &, I Hik B IE /R R R 324 By Bk ok
By & B R0 SRR S AR S R P ERES  BR \ZRERAT 1, 2 I AN 4% -3- BRE L2
KM, KPP 2N MIEEZ T4 H- 770 DU B B8 e M e 210 R 2%
ZFE R EE G EHI Br.C1.F 8 1. % SR EM S RRERES I FEE. 8. =
AR EE AERHEERMR.

[0037]  7EERAL2ERTYRILL-E VDR E Nef2 SR E G, B] DA H A3 ATAH Y S0 BR
SR, PUAEAE R B AL T 3, BIAE R A B . W) LARR 9B 49 40 JALA2008 513:243-248 58 Nrf2
EhH. FEELZREMATEYIIBAE T F) US8129429. UST435755 F1 US2009/0060873 1,
To e & B 5 0. 2 3R [ FOEE A 50 2 FFEE W02010/093944 H1,

[0038]  ARARIER Nrf2 SUE I RE8 5| R B S JIECR / B i Nef2 A 5 AL FF
H:

[0039]  a) ik HiGE /R RV AR By BEZE ) B H . AR EUREE AR E T RS R 25
BRI 1, 2 8RR 0 —3- BilR ;0

[0040]  b) BLE/PTF 35 MKIRT F0 /B

(00411  ¢) BAH/NT 600g/mol H14rF& ;1 / B

fo042] d) AEBEENEI 1 DL 2 NGBS 5- 8L 6- UM k43, HAF 1.2
2 3 Pk A N.O B S KRR T

[0043]  FEIXLARIER) Nef2 BERS, — DB RIERZ 74 H- R F 7] DI BB R
PRSI ARG W PR, 25 ZFPE . SR Br. C1. F 3 [.BE a8 AH
REER I REE.EE CRPEE FERER.

[0044]  IXLENrf2 PIEFIMEER LH T ZEASHRRBNES 1A 24, HATL2
BRIAAN / BN . R FEINER Nef2 BEEFIAEE /DT 30BN T 25 H HEME DT
20 EZ/NTF 15 B/hTF 10 M IR FF / SRA /NF 400g/mol 3+ HERIE /N F 300g/mol
B &Mk /DT 200g/mol Bi/NF 170g/mol 5> F 8. FHIMEIEK Nrf2 #EF 5 Keapl
FAMEET EERERN S- RFHENEE.

[0045]  fRIEMIIE 7 /R R N2 762 0 B RIRBS AR RELIE, €122 a, B AN
o

[0046]  FEPULERT Nef2 BUEFIRZ W T FRFILEY A £ 7, B H B R AAEF L5 71
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[0049]
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foos51]  HAPEANFEARFTMTHIRNE X :
[0052] R' & H.OH.Hal.CN.A. &bt SREEE;
[0053] R®:2H.OH.AGREE.EE;
[0054] R®RE H.GeE
[0055] R* & H.OH. ki e
[0056] R° & H.OH.AEEE ;
[0057] R®° & H.AVREE.FHE het ;
[0058]  R" & H.OH.A.feE 3 ;
[0059] REBRA;
[0060] X /& O.NH.S;
[0061] R° & Het ;
[0062] m&Z 1.2;
[0063] n f& 1.2.3;
[0064] Hal f& F.Cl.Br 8 I,{fi% F & Cl.
[0065] A fLidkfe R/m BRSNS HEREERI A A 1.2.3.4.5.6.7.8.9.10.11 B{ 12 MRJRF
Higidk. ENERRTFE.CERNE FRE. TE FTEMTEIMT E, BIENR
WREE - 2- 8 3- FETHE, 1-.1,2-802,2- —HEFRE. - ZEFE. X 1-.2-.
3-E4- BEREL, 1-01,2-.1,3-.2,2-.2,3-803,3- —HETE.I-82-2ETHE.
1- ZE -1- FRERE. - 2 -2- FERE.,1,2-801,2,2- ZFERFE., &, AFRR
B 3.4.5.6 B 7T MRRTHRMRESR AR 2-12 4 C- B TFHSE SR ERREE, P —4
B Z % 1-7 A H- JR 77T DA Hal BEd Ko 2R AP 2R 2R 2 p— mm\ o~ REZRA
p—m—~ o~ KEAFEFEL , N(R) ,- OH, COH. CF, fREAN / BRI —ANEREZAMLE 1-7 NAFEEB
CH,~ ZEF 7] LI —0-. =S—. =S0~ -NR’~, -C0~. ~C0,~ —-CH = CH-S- Il / 8 -CH = CH- X%
WML R AR FE T E N RE S CREBIFE,
[oo66]  frREELERFED 0- Le 2k, i pe i Bl e . kM, IR B ERRE
B -0~ (CH,) ,—CH,, 7 n 2 0.1.2.3 8 4, Bk PEEMEIE
[0067] 2FSEEMIERREA 1-8MRIEFILIE 1-6 NMrJE FRBEHBC #ERE, A
Hoy&MEA R T F RFRE, Rk, flin=HFEXERIE.
[o068] RFIAZMIERER 0- 2FE, HPeFmEN LR E L. ERCAEIER
K7~ OCFs.
[0069] REMETRRER -NR’ R”, K R\ R” &% Gt B S aibe . #HE -NR’ R7 B
AU R B MREE L, Hok B WRNE 2k  IRGEZE  IE e R B gk, b 1.2 B 3 M HIRF7]
ARG e B an R, E— DL R, RER R HRERE, P E AR Lds
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HEE X, FERE R —PREE,
[0070] FHEMERREAF 6-14 N R T BB IR T3 55 AR, 2B KRB 20 3
F.Cl.Br.CFs\ OCF;\ NO, CN. K¢ 3%  He 8 FE « OH, & 3k . CO- & &L NHCO- Hedk . CO- Kedk . CO- 4%
FHE.S0,- EEk . S0,- RABEMA . AT =B, SMiEFERRARBAACEALBLHE
[0071] Het Lk RARA—E#H—PEAKEE 182 NEB N, OF1 S AR FIH 6-14
TCRIE T IMEA B IR R, B R RERIIBEE # F. CL, Br. CF,. OCF,. NO,.
CN R BEE EE  OHL &2k . CO— E AL NHCO- %2t . CO- k. CO- La 3k . S0,- L. S0,- &
HEPEMA. AR B =B, FRLE Het & 2- 81 3~ WRm . 2- B 3- mEmy 2 1-.2- 8§
3~ MM KL 1-.2-. 4~ 3% 5- BRI 1-.3-.4- BR 5- MEMREE. 2-.4- 5% 5- vEM AL 3-.4- o}
5- FRRMIE 2~ 4~ B 5- WEMEE 3- 4- Y 5- SUEMAEE . 2-.3- B 4- MR 2 4-.5- B
6- MEREIE B RIE 1,2, 3- =Mk —1-, —4- Bk -5- 3. 1,2,4- =M —1—-, -3- B -5- . 1- 5
5- VO MR 1, 2, 3- wil M 4~ B -5- .1, 2,4- 9% T M -3- Bk -5- 3. 1,3,4-
M —2- B —5- Fe. 1,2, 4- BE M -3- B -5- .1, 2, 3— ME M —4- BY -5- J£ . 3- B 4- mEME
FE MEEERL  1-.2-.3-.4-.5-.6— B, 7- W[k g ML 4- BY 5 g IEEE L 1-.2-.4- BY 5 ZE
FEBK ML | 1-.3-.4-.5-.6- BR T- JEFFMEMEE .2 4-.5-.6- B 7- K wBMEE 3-.4-.5-,
6- B 7- EH SmB L 90— 4- 5-.6- B 7- FEIFMEMREL 20— 4— 56— BN 7- 2 IF 5 I
B 4-.5-.6- B T- FEFF -2, 1, 3- mE MR 2-.3-.4-.5-.6-.7- B 8- MBI 1-.3-.4-,
5—.6-.7- Bk 8— FMEMkE , 3-.4-.5-.6-.7- BX 8- MImbk &L, 2-.4-.5-.6-.7~ B 8- ﬂésﬂéléu%%
5— 5%, 6- EEURIHIE , 2-.3-.5-.6-.7- BX 8-2H- ZE3F -1, 4- WRMERL, BARTE 1, 3- FEFF A=
IR RIS -5 21, 4- 2wl —6- 202, 1, 3- K IFmE M —4- 5k -5- K 2, 1, 3- K
FeR M -5 . FIREIE T LRI B e 2 AT . Het HILIETTLAE R, filtm 2, 3- —
& -2-.-3-.~4- Bk -5~ BRI . 2, 5~ =& -2-.-3—.~4- Bk -5~ WRIREL . TU &, —2- 8% —3- PR
1, 3- THURH -4- FEDUS -2- 58 -3- R L2, 3- T & -1-.-2-.-3—-.—-4- B} -5- nLh
F.2,5- Z & ~1--2—-.-3——4- B -5 ARE L L 1-. 2- B 3- Ak g e L D& -1-.—2- B —4- B
ML 2,3~ & ~1-. —2-. -3-, ~4- B 5- ML M EE TS -1-. -3 B —4- M EEL 1, 4 —
H 172 -3 B4 ENEEE 1, 2, 3, 4- DU -1-3-2- -3 —4-\ -5 B -6 IR 1.2,
3- BY, 4- WRIEFE.2-.3- B 4- WOMRZEE . PU4, —2-.-3- 8k ~4- i3t 1, 4- —elmm 13- —
vl 09— —4— 8k —5- F NG —1-.-3- Bk —4- BEREEE  ANE - 1-.-2-—4- Bk -5 BERE L 1-.
2- 8y 3-URMEZRE. 1, 2, 3, 4- U& -1-.—2-.-3—-.—4—,-5—,=6-,~7— Bk -8— WU KL . 1, 2, 3, 4- P
S -1-1-2-.-3-~4~ -5~ 6~ ~T- 8K -8~ BMEMZEE . 2-.3-.5-.6-.7-8( 8-3, 4- & ~2H- 3k
I -1, 4- RRIER, B 2, 3- AR T HERE .3, 4-- TPE-AREE.2,3- T8
TERERE. 3 4- WL AT FEFE 3 - ( TRV PR ) FE.2,3- & FEHk
Mg —5— Bk —6- %£.2, 3- 2- ERE PR _ER ) FEDUEF 3, 4- Z& -2H-1, 5- FEH _HH
B4R —6- Ja —7- %, BRIk 2, 3- —ERFFRREEY 2, 3- & —2- EAHEIE L. ARAL
7T R AR BRI B BB 2- ntbive 25 | R e R mimk M
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[0072] R'4L%E H.OH.F.FE.FEE.ZRIFHE.
[0073]  R® 1% 2 H. OH. S & 5, 5] fu R 48 3  OCH,CH,~ 2.
[0074] R’ {Ri%R H 5iheds, ik H BRI T .
[0075])  R*fLik, 2 H. OH. GRS, i n a2
[0076] R°fLi%2 HE A
[0077] RC{Ri%E R H Bk Heto
[0078] R’ {ii%2 (CH,),COR®. (CH,),COR?. O(CH,) ,COR® &% 0(CH,) ,COR?.
[0079] R LERGHREZERER CR,) S-HFEI (CRY,) SO~ KFE, B g 2 1.2,
3.4.5.6.7.8.9.10.11 & 12,
[0080]  ff #%& A Nrf2 ¥ 35 ) &% B : W J. Med. Chem., 2011, 54 (12), 28 4147-4159 7
AFMBEEEREGTEY, - =8 FE -2’ - FEEBEEHR. &% (1E5 FDA #t#EK
WY PR ) R, 2- ZRER. ORERE  nEER R R E W R . QFE SR FE
BRI T A SR - ER (tBHQ. tBQ) 44 FE KL K2 fIK3, LI L. E SRR E
OE— -/l KM EEAELR—REBNESR AR Sl uE SR —F
P EER_FH.E5R—LEME SR L8 2- H UG E ik fth Je iR & H e 2R B
EEEZRE -5 & -3, 12- Z8EMAFHR-1,9011) 4 -28- B F B ) (CDDO-Me, RTA
402) . 2- F F -3, 12- —H AU A -1,9(11) —4% -28- B L fg.2- | E -3, 12- —&E AR
F R -1,9011) — 4% -28- 8 (CDDO) . 1[2- & & -3, 12- A FHE -1,901)- =
% —28- BE 3k ] Bk Mg (CDDO-1Im) . (2- (3 -N- P HE -3, 12- & AFHE -1, 900D- =
1% —28 BEf% (CDDO- A LMk i%, CDDO-MA) . & ;w%ﬁ@&@amﬁﬂﬁﬁﬁ k.1, 2- R
W3- BRE B W BB E N R RS- Z-RTEA-BREFERI-BREFEE. A
HERASKEERE RS2 Z K HE LG e - BENGE . 4- ERAGE. N =
. B)-2- KRS EHWBE . KGR . FME RGN, BB R 6- FiiE Cls. F0i
IR 7- PR EARST . IR AR 8- ORI MR B2 S [A] 2 5]t b 2K H4 \8- ¢
IR 3R A2 VAR BR fe 2 B 5] an TR A BR P R AN T IR LB I N IR — LR E B R IR —
RS 2- CEREERGREE. PRER O E -2- ZBE RN HEEES . hypoestoxide RKEF 3 .
XEB . 4- R -2- AR 4-5R 2 WGE . F 4 LB EET L B, 7 HERZR
BB [10]- 25 THB. U - ZEREEPE® L8R8 R RGN . 70
FEEFEE AR M. RIS 4-( B ) -3- TIHEs A R g 6- 792 W i it
FE LS B 2% R K HL S5 [T 2R R ZL S FOFAT BRER PR S . RiEH 4~ FEINBFR.AFH H
BN MGER N [2- RETFERE ] AlRJENRHEREREA R - RET. B - 2534,
TR AP B B HAH N2 B ISR AT A 45 an R 2 - ZE5I Mk —2- L R M R R
4k B0 koparin. JuBl A FEEI. /5 8 IIA. BHA. BHT. PMX-290. AL-1. avicin D. & 5=,
EZW T OEANR. [(+)-(4bS, 8aR, 10aS) -10a— Z HE: -4b, 8, 8- = B Z -3, 7- — 4,
£ -3, 4b, 7,8, 8a, 9, 10, 10a- J\ & JE -2, 6— —J}F ] (TBE-31) .2~ Bl & -3, 12- —H AL FK
R -1,9011) - ¥ -28- IF (TP-225) . [(£)-(4bS, 8aR, 10aS) ~10a- ZH%E —4b, 8, 8- =F
-3, 7- ZF| A -3,4b, 7, 8, 83,9, 10, 10a- \SHIE -2, 6- —fF ] (TBE-31) . (TP-225) \MCE-1.
MCE5.Medicinal Research Reviews, 32, No. 4, 687-726, 2012 F3 % i) ADT . 3% & FERES 4 fn
LI BRI RS IR Z 08 RS BR [E N B M RSB F BR sl R B T ILER R B & T R ES . v BR 5 451
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W EEBR S 2R B8 3B Q10 (V2 BR, 2 ZERIEH ) F1_b ok 28 Hi 1) B RN S BR A1 A2 400 O AR %
PR BN SR 7 2N R 28 ) B M SR S AR S M AR BR A S 2 B 2R vE M AT AR B a4
IV N R I o S N L e Ty N B NN i P o

[o081]  ARAPLIERT Nrf2 JIETIE B  REBERR . 2- 256 RS Irdkle R H AR EH K.
MR B N T EESR EAERKKLK2 K. E SEMERENE DB — - A1 / 5l _&,
HMEEEE SR —REBNEER _KER, FINESR—FHE. E5R_FE. 255/
— Mg DR — Z‘@ayﬁﬁ R EFRES B N 3ERETRbE 1, 2- BRI FA I — 4% —3— Tl & an B
BEPBMERE 3, 0-— - N T E4-REFXI-BEFIR - RENGE 4-8KKE
IR TN B (B) —2- MRYEVREY R R K R VB BRIG TR B . iR 6- BTAC
ik FAERR 7- AR PEAE R I ERR 8- PRI EEE.8- R Al IR E A2 AR
Ko B BE ) dn T B B R B I T B R O L BR IN IR — S B N IR — P BE . 2- SBERE W
GRS PR LE -2- ZBEERNGKEE hypoestoxide FKH 2 X5 B 4- 2R -2-
s 4- F AR -2 WBEE 4 4 LB REH S R HERFREEEE. [10]- =6
Wy T HH 1 - ZEE RPN O EE . RS ERG NS R SUERF S i SR 2K 28

E‘ Jlbgﬂ& 4- (RS ) -3- Tkﬁ@a%uﬁ‘ JIL%% 6- EIH%]EE%M% E.PEE%M:M*.Z&LE’J@E?’FHaﬁﬁ
AT R AR R B ER BE BRI SRR 28 Y BT S SR B SR 7 4 A4 AR e M PR B2 B 20
YERTHEY) . BOARIE R Nef2 ST 2 e /R RN RGN E SR — RS B S —F I8,
FMEFEREER 1, 2- B 0% -3~ Bl . R — ST B, R R Nef2 30E
FEBE SR —Flhs. & LB _FES BEBER. 1, 2- ZR8R BT 2B 7R AR B B e BN
FRZBE.3,5- — - T E-4-BEFR BEHRAKR _ LZEHEB AR _ F 88 . hypoestoxide.
M3 X 58y 4- BB -2- WIHEE 4- | -2 WIREE A4 o4k ) LEE e T B R H &
WERE . FHRE. [10]- &8 . TED .1 - CBHEEHRE LR . R RGENEE. 7
MEBR T FMEER R LN R EER 4- ( FIE ) -3~ T Mg T Wi BUER 6— FF &% Y s ik
ECHs.

[oo82] H—AHMER N2 ERESMEMN N2 ENELRE.FELEZR
B (2~ & 2 -3, 12- A F I E-1,9(11) = # -28- B B E5, CDDO-Me, RTA 402) .
2-F( 3 -3, 12- —HARFEAE -1,9(11) 4% -28- R L B5.2- A& -3, 12- ZHARFF K
H-1,9(11) 4 -28- B (CDDO) . 1[2- FFE -3, 12- —HFMAFBR -1,901) - —4% —28- Bk
F ] BK M (CDDO-Tm) 2- U ZE -N- F & -3, 12- — &\ M F A -1,9001)- = 4 -28 Bt
f% (CDDO- B9 %t % B%. CDDO-MA) . [(+)-(4bS, 8aR, 10aS)-10a- Z %t & —4b, 8,8- = H
£-3,7- 254 -3,4b,7,8, 83,9, 10, 10a~ \EF JE -2, 6- —fF ] (TBE-31) .2- FFE -3, 12- =
FARTFBR -1,9(11) - =4 —28- i (TP-225) 3~ T = -4- BEFRBFRK.2- T E 4- 8
FER B EE (BHA) AU T E R (tBQ) AUT EEEEE (tBHQ) 3, 5- —~ U T H ~4- R F 28 BHD)
2,6 = - T E -4- WHE-2,5- MO T -1- B (2, 6- = - T ZEE P ALY, BHT- B
BEREMLY)) . ZEE K BETREE. o R EEBANEERREMFRIE.ZE5R.H
AP AR PAERE . A EERRES Wi HERR S L nin e L minE B e BN R B EEY KR
Bkt BEEN B E 8- FE N-FEE - kX -6- THBE) 5~ (4- FHEE-F
-1, 2- TR 4 -3 BilE (ADT) (AN EEALRE 56— BEKBER (EWHER) 5-F
H-2- BRE - KB 4- G-TAC -5H-[1, 2] TARZER K 0% -3- 2 ) - R EBE (ATB-429) .k
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TR AR RGN ILED . BRI L. R E. R E R 6- PR IR
H OB K ER2 H i R Bt A B B S R B LA R MR B R AL .
[0083] HEAKHAMEZEMEMZHAED, N2 BHEFEBE ZRE.-MNT
B -4- BRERPR.2- TR -4- BEFXFRE BHA) BT EER (tBQ) AT ZESER (tBHQ) .
3,6- Z - BT -4-BEPE BH.2,6- Z - T 4- TRE-2,5- RO -1-
(2,6- — - ST EBRFEMAY) BHT- BRFREMAY) ) . Z2E B KB TREE.ZHE . OFSE.
FAZETR . PAEEE | A PR S IR BR R | ninmdk B  uinmE A AR VR AR R L R B ELEY AR b B
BER.6-(4- FEE -FE )1, 2- ZHIRH T -3- TilE (ADT) (M0S AN eE 56— &
EKBE (RVWHRE).6-FE -2- BHE - XFE 4-6- A 5H-[1, 2] ZHR XML
& -3- 2 ) - KA (ATB-429) . K#H E . FMARGNE L EN . R mMERE L. 75
HEREER . R EIR 6- B ES WA BEE O ER UL K B IR 28 1 v M B foe 6 R e BE R S  Be
BE AR BRI AR, X ERIER EIRZE Y Nef2 755X PPAR v S BB B
BHEBENEEEREZEER.

[0084] TEAKBAMIA —ADSEHET R, Nef2 BIEFIR EHET . BIEA R\ &5
555 B S AL et A% 3 B P s B B B

[0085] ZEAKRBAMIS —ANSEHET EH, Nef2 BUE Rk B W E sk 5- Sk (£
Wi ) . IR\ARANEEHIEENIES 5- BEABR (KWW HE ) 5HBFIEE.FMRE
nH A% 51) B 51 28 48 5 B B A

foos6] & HIF AR A& B PPAR v #RBNFFN Nrf2 35 57 10 R B e s A s ) & B
By A BRI E & R4, AT = A IR KEIVRTT R R . % PPAR Y #Bh51)Ek Nrf2
JERE B AR MBI IR RBMER S INBUNE R AE R RBIER M. 54MEFE
REARPRIHAEGHTPRE T ITREERN . —S e ENFIE. FEi, 77 L8 5 s
DA TR VE MR B — T iR P R B BIE  ZEA I B LT 30, Rig“ A%
TEHERTAY” IR R R P IETEHE IR 0 2L L B AN, B fe RS, 45 P ER R 4B s A2 YT
T 1) v R T P T, 491 1 2, TR I R P R 1 DA e 2 3 V55 T R 0 e e BR TR A%, 499 S AL Y 1) 2
B -

[0087] A& BHRIA G IRITIER] LIS — R T 16 IARHET V2 FOE MAE VT FZs 4
HE. Hl, a7 2 R RED, A RAVAESHTER LS TIMEFA WM TINE
B 1b BiT#E B la(Rebif, Avonex) BESERIEHIEE (HMAKL ) HHEEE 1- BHRSZ IR AT
FUB 25 S 5 iE (Gilenya) FIl / Bk AR A G . AR AMAEIBITIER LLS RXR 4 54
FCAB I 9- K - MR RA) A& UBREZ T ANERNLER, F il 2 —RAERTREWNR
Gpuy e

[oos8] AR BAMIA & VA YT JUH W] LU v 77 1A £ AR08 U A BT Bl 4 B 7 L3R 97 ik —
HHE M TIRT SRR, 69T 188 /A SR BT B AN B L s Bl in A e 2 B2, 8%
5 2 U AR EE IR Qo R B 2 B R 22 BB COMT #0771 tn B Ath = AR 46 = AR s &
TNAE . ssh, K RAMAEIRITIER LIS 2 BREEIIF, FIUREE B fR SR 5
RK.FILJE T ik TR 22 A AR BT $h g ik sl R &7 IR ST =m0 1T, A0 MAO-B H6U5Y, 491 4
AREEZHEFEVETEHE.

[o089] A% BIRIZL-& VAT I LAME G RN B IR 77 R HEAT , ARIESERIMEA . AKUUEA
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I, 4H-EP AR SRE IR AT HEFE - 7T BE¥ 414 PPAR v 30575 Nef2 s FI4A &1
HATFIE B A T R UK IR BB

[oo0] —EME, X FEESEDSREWASY, LESTH 2k BID) S H 3K (TID)
Ao Bk, WELEEFIRFE.

[0001]  R¥EAR BASL[FIHEFH PPAR ¥ $307 5 Nr2 BEiE 77— B ORIk & +8 [F B ik IR e
FH PPAR Y 30575 Nrf2 BE ), 1§75 PPAR v 3057 5 Nrf2 BuiE IR VA 7 A 3B Rt
IMAEBE AN

(0002] 3 [R] i A0, 45% [ BF i A 2 B () — o vif P4 3900 R S — b i A2 500 R0 2 il R A o B 19
—FhvE M BT a2 JE HE A 5 — FE R, ) I AE SRS L B0 B S BN B PR FE AR R BR )
PSR E— ST Bh, EH A — PSR 2 BN BARR L 140 0. 25-12 /)
B PO 0. 5-3 /BB ik 1-2 /N AR 38 Z s el

[0093]  Zxix BHEIAH & V6 TT R B i F I E R4 T U EIVER” Fo e th RIZLR 7, BE 24— A fF
FH PPARY 30375 Nef2 SVE I SRIBRIA T SR = T BEMRR, BN FEER SR
PREIIE TR A R B,

[0094] W] LARE LA A B A R —FHE A T AR A PPAR v S Bh5IF
Nrf2 BIEFIBEE PPAR Y BBhH 5 Nef2 BEFIM A S DG ERE. Fla, 3k
FuianfsE A/ B R B JIAD / BUR F IR T UL TR ML EVIRE S TI&E. W3l
HFF IS5 R AT DR DL e T H e MR EFHE, flan A+ ARFE.

[0095] — T =, MRIE A K B, B UL H PPAR v #4Eh ) SA0IE R Nrt2 BOE 44 7
3k O ik, & HFE R 0. 01mg-50mg/ ke A, BL 4 TFAH Y (¥ PPAR v I35 i vd M fn 2 &
Mo WREE FHIMEH, MRS USRI S — MR IR e, ER L TAH
(752 S B PPAR Y S50 BRI &2 .

[0096]  PLIEHY Nrf 2 BUEFIE2FREEZRENE SR AN, flis SR _FEEMNE
LR — ..

[0097]  ZK MR A A B D ER — ke BE G ok AU EL 4N B A ik & (B, S 0LEP 0 312
697) .

[0098] RN, JEME M4, BIVE MR FH0 4 B 7 2 7 50 AN AU SUBR A 3R, AT AR
BRI A O IRHIF . PLIEE A IS AT, ERE TR AR B SN AR
HISR, 3 eI R AR B A 8. BRI R SEHE T 58, /N AT S I KN BT 1Y
BEATEE 5124 300-2, 000 um, ¢ H) 2 500 8% 1, 000 1 m.

[0099] W] DAL CIARBIF A mIEAC . FRFEF AT LR B T B S e 2 77

[0100] A% B A 0 E B R — e B B mT CABA S P sl LML B IR S WAL 1T
I AR BRI 2 IR 77 G BB &, (/85 2R HER 4 an /sn e
AT 10-300mg B LER / FIE BAL B RIE RS

[0101] AR FREMHIFIEERER 10-300mg HE LB _FEF / RE DR _ZHE.
[0102]  fiLi% PPAR i#zh3 ELL1E PPAR Y #BI57 5 Nef2 UG FIIE BRI EH S . Rl
BEIMEE SR _FEREULTHEIINE FECLSZENBEEFELS. Rl
PS5 E DR _FEULATKIES FERZRENE SHEHS.

(0103] REAlHs, ARHMEUE DS RBREMERERA T HRIIT, BEHFEHN
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0.01-0. 2mg/kg A&, ELIEST HFNE A 0.02-0. 16mg/kg B E, HF HmititFEHRNEN
0. 025mg-0. 14mg/kg A, #il4nt HFIE 4 0. 03mg. 0. 06mg BX 0. 12mg/kg A E . FHL1ES
HOMRFIE RN 2mg.4mg F1 8mg ZHEFIER / BE

[0104] %R, A< K SR 5 LI 2k 88 46 i =X e F 0k A% 5, 2 H FUE S 0. 05-1mg/kg
HE, ERIEGHFEN 0. 1-0. 8mg/kg A E, 3 B BMEFHFIE N 0. 15mg-0. Tmg/keg 14
&, Bl HFE R 0. 2mg. £ 0. 4mg B4 0. 6mg/kg A E. FHILETH ORFENSA
15mg % 30mg F14y 45mg MLAEFIER / BE .

[0105]  #F5iHh, A% /& B D015 it i W28 4% 571 B = i 4% U B, 5 H &R 1-20mg/ke (A, B4R
EEEHNEN 2-16mg/kg B E, 7 HBRMIEFTHFEN 3mg-10mg/kg B E . FrALIE DR
Vil

[0106] —fRTE, HPUERI Nef2 USR5 LR PPAR v BEhFIAE A, ik Dk, =
HFEH 0. Img-20mg/keg A2, Lk TAHM B Nrf2 s FIBITE A 2.

[0107]  HEAih, ARAMIEHEA FEEOZRE, FHFERN 0. 1-3mg/kg FE, FILES
HFE 0. 2-2. dmg/kg (AT, 3f H iUk HFAEN 0. 3mg-2. 2mg/keg AE, Hl 0% HHIE
F4) 0. 35mg. 4 1. Img BK % 2mg/kg A E . FeRILiE®TH DRFIE L 25mg. 4 Tomg F1Ly
150mg FEE L RE / BE.

lo108] Hpldh, ARAMEHEAE SR _FE, SHFEN 1-20mg/kg h E, ENES
HifIE N 2-15mg/kg A E, I AL T HFE N 3mg-12mg/kg A E, HlinFHRNENRY
3. 4mg 2 Tmg 8K Z) 10mg/kg A . FpaliLiks H O IRFIE AL 240mg. £ 480mg F1Z] 720mg
EOR_FEE/ B,

[o109]  HTAREHAEEIPPAR Yy BBl Nrf2 USRI &2 LEE s T £ K BAx
PPAR v 4575 Nrf2 SEuEFIRE M. |

o110l  FEALERS H ORFIES 2mg.4mg F1 8mg FHEHIEE / B# .

01111 #HPLER S B ORRFIE A2 20mg. 2] 25mg. 2] 7omg %) 150mg R E RE /
BE, MULEREAFHFECLZRENS, BHRESFHMNENY 20mg/ EHE

lo112] BN E H O ARFIE HZ 120mg. £ 240mg. 4 360mg. 2 480mg . 21 600mg F1 4y
720mg & LR _Fls / BE.

[0118] 4R Nrf2 BEH & E SR Fle, Witk HmA 1 R 2 K.

[o114] 3% A7) 24 B AR 512 OIS AL an A F SR SR LA -

(01151 X¥F CUARGAEFA , FIBLE an A ) SR B3 m] DR IE B 5 24 2mg B 4% B B A2 25mg FR
HEELRERL 2mg T FIFIAL 75mg FREELREHA 2mg T FIFF1£7 150mg I
B ZREDY dng ZIEFVEIFIL) 25mg FEE L REHY 4ng FIFIFIFIL) 75mg FEEZ
RIEEL dng ZHEHIEIFNL] 150mg FE B L RIESLL 8mg ZHEFIEFIL) 25mg FRELZ R
[ 552 8mg Z A& B HIF1Z) T5mg FEE £ RIETKY 8ng THEFIFAFNL 150mg FECEREE.
BPEFB T LA E L 8ng BHEFINTAIL) 150mg FEEELZRE.

[o116)  X¥ T8 H A 3 IR, YLk )57 2 B an 7 SR Z R AT LU & 49 0. Tmg L1 4
0. 67mg ZHEFIEIFN 240mg B HR — FESILY 1. 3mg fLILELY 1. 33mg A& F|HIFNL) 240mg &
L% — BESEA) 2. Tmg LIEL 2. 6Tmg B A% HIEA AL 240mg ‘& SR — FFERELLY 0. Tmg. flL1%
#10.67mg ZHEFEIAN 120mg F LER — FFESEA 1. 3mg MLIEL) 1. 33mg T A% FERFIZY 120mg
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B DR PEERY 2. Tng S 2. 6Tng BAEFIEIAIL 120mg B DER —FER. BibikiE
AILLEE 4 2. Tmg ML 2. 6Tmg B RS FIHIFNL) 240mg & BEE — F B5.

01171 XrFRHEHMEH 2 &, JLERFIEGI I 5 FI BRI LLEE A Ing ZHFIERFIZ
240mg B LR — FHE sk 2mg FHEFI AL 240mg B TR — FESER Y dmg B & FIEI AL
240mg 2 B2 — FBK.

lo118] X4 HEEM, A a0 Fr FI B B 570 mT DAL E A £ 15mg MLk 51 B 14T 25mg
FIE L REEL 15mg LA EIFIZ 75mg FEEE £ REHL 15mg MEALFIEIFNZ) 150mg
B B2 RIE DL 30mg A& )AL 25mg B3 B2 %2 R AL 30mg Nt #% 31 B A1) 75mg B
O EZREEY 30mg ML FIET L) 150mg B4R L% RFE T4 45mg MEAE 7B A4 25mg FR
EEEZREEYA 15mg LS EIFIZ) 7omg HF ZE 2 %6 RFE B4 45mg HEMEFI AL 150mg FF
RELERE. RMEFIEIA] LIS 45mg A% 5 B2 150mg PR EOLEE.

lo119]  XJTH&H M 3 K, Ph1% B30 2451 4n fy 570 8k BT W] LA & 29 Smg ML 4% 51) B 0
240mg & T8 FFES B2 10mg A% 5 BT AT L) 240mg & D ER — FF AR Ek 4 15mg AL 2 B AN
#) 240mg E B — R4 Smg MEA% ) EIFT 120mg = 5B — FBE 2T 10mg ML #% 5 B F1 24
120mg & 5 — FPEEELZ) 15mg MEAS ) B FIZ) 120mg & B8 — FAE. BU%H R e s 4
15mg MLAR FIEH A2 240mg B D8 — BIRS,

[0120] X FRHEM 2 &K, YUk BIFI BG40 ) FUER AR BT A& 4 7. Smg Mibi% 51 ERE A0
2y 240mg E IR — FEE KLY 15mg MLAK FIEIFIZ) 240mg B R — FEE K& 22. Smg LS 5
4y 240mg B BER — F g,

01211 b4k, AR HBZYHEWILEE S L dmg 2 7. dmg 24 10mg. 2y 15mg. %) 20mg .
2y 22. 5mg B4 25mg LA BIEI1E & PPAR Y & ahil. thoh, AR AKZAMAEMIRERS
290. Tmg- %] 1mg %y 1. 3mg. 2] 2mg. 2 2. Tmg. % 3mg. %] 3. bmg. 2] 4 8L 5mg B FIEA1E K
PPAR Y #3h5.

(01221  ARHKMZAWAEURIEEEL 120mg. 27 200mg T4 240mg & LHER — F g,
(0123]  H¢ i, A< A& B AR % DAELAS 2k 0977 =X F BT 644y T, B H O RFIE AN L 10.4
20,47 40 BL&) 80mg/ FHE . HLikHh, BEBTFERARIT LL_ERFIE 52 120,47 240 5(4) 3604
480 B ZY 720mg/ RINFIBME DR FERAS . BMEE T 20mg L 40mg £5 1
FIFEAR YT R 2 240mg B LR FERMA S

[0124]  ZEH—FHISLHE RF, BITHAARAMIT L EIRFIE S T e HHE AL 20mg/ KF)
BERPEELZRZBAES. RIMEESY 40ng 504 80mg 45 2h T 3 BT FE4R Aty T A Zy 20mg
EREHEANFEEZRENHE.

lo125]  Rejltth, AR BHLIEH A v E, B H ORFIE A4 25,45 50.4) 75 5% 100mg/
B, K ERFIERIEIPIE 52 120,24 240 24 360.4) 480 844 720mg/ REIFIEME L
B RS S . BILIEAS Y 25mg B4 50mg Y& VDIHFIL) 240ng B LB — BHESA S . 11
W ZAESEEKEH 2 K. YWIHEREERVEE P E B R E IR 5 Nef2
EFIGINE SR FEMPER L RENHSGRIT AT ERA SR (B RR S
s ) FEME B AR AN 2 T ELAT DU T AT 2 R .

[0126]  ZEiE— B HISERIH, K&V DL R B 5 E LR ML 20mg/ RKFER FE
ELEBAHE. BNELE Y 25mg 8R4 50mg IGVLIHANL 20mg TEME AP ED LR
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BRHEE, MEKZAEGESHBER 1 K.

(01271 FRh, A K BRIE R ARIE ST, HEHFEER T AR E—TIE flin
#4 600mg 24 800mg B %) 1200mg B4 2400mg/ B3 . AL S 4 600mg 1i& - F2y 240mg
EDBR_FEEMAE. MERZHAESWEORER 2 k.

lo128]  FEH— BRI HIH, B AR F UL RFNE S EEREE ML 20mg/ RKFERPHE
D2 RBEAHE. BINERE L 800mg MIKIFML 20mg EEREANFEE L RENASE.
MiEBZHESHBER 1 k.

lo129] ZHEFIERS E LR — FESHIRIELLIE B 1/20-1/400 (w/w, ZHEHIEH / & SR _H
Bs) ik 1/25-380, FALIE 1/28-1/360, AL LU A2 1/30.49 1/45. 51402 1/44. 4.
211/60.291/90 0%y 1/88. 9 B 1/92. 3.4 1/120.45 1/180, 40 1/171. 4 8% 1/184. 6,
2 1/240.%) 1/340, {514n%y 1/342. 9.

(0130) MEMEFIER S E SRR — FPEERIMLIELLE B 1/3-1/60 (w/w, MLi& FIEE / & SR _ P
fig ) ALk 1/4-1/55, BARIE 1/5-1/52. HAREZ LB HL 1/5. 3.4 1/8. 47 1/10. 45140
1/10. 7. 249 1/12. 29 1/16. 2 1/24. 49 1/32.%) 1-48,

[0131] —M s, FHIBHSFREEBSREZLIER 1/1-1/100 (w/w, ZHE5)ER / PEE
ZRE) Rk 1/1.5-1/80, BALE 1/2-1/75. BMELLLBI AL 1/2. 5. 619145 1/3. 1 B
25 1/5,05040 1/6. 3 24 1/10 B4 1/9. 4 BRZ 1/12. 5.9 1/20. 45141 1/18. 8,45 1/40. %0
Y9 1/37.5.4 1/70. 51004 1/75.,

[0132] — 5, MNP ER L REZIER 1/0. 1-1/20 (w/w, LS FVER / A
EE &) Uk 1/0. 3-1/15, BALE 1/0. 4-1/12. ML ELEI R 1/0.5 51414 1/0. 4
2 1/0. 6 8029 1/0. 7 802 1/0. 840 1/2, BlUNZy 1/1. 7 8049 1/2. 5.45 1/3. 41405 1/3. 3.
25 1/5 84 1/10.

[0133]  FEACK BIIRIE R SEHE T £, iR ¥E US2012/022156, BULEER S LERFELE L
RERAYFIFP AL REL S RE, HIEEHBEBEREWESR (glass—forming
excipient) W& E T 1K 2 BUAIS R, BT A B35 5l 2 TV 3749 2 B 25 TRG BR AL 2R 4 Type C,
USP, flan 4/6 EE LK FEE L REFMPRERNGRILEY) Type C, USP (Burdagit) , EILIE
S5HED—FEKMEREFIF R RE R RS RANNBRIRS . ARBMIENFE
B2 REHAGYEAESREFE LR, Flun+ ZRGERRY, MEELS SHAEMNA 15 E
B%, k% 3%, Htn 2. 73%.

[0134] HFREMLHARF. BIEARKHERLELFRECZRE LBEHMNEN
0. 05-1mg/keg 1A, EARIEFIE N 0. 1-0. 8mg/keg AHE, I HmIEFIE S 0. 2mg-0. 6mg/kg
A EE, B In4g BB A2 0. 15mg. 2 0. 25mg B4 0. 35mg/kg (A . %S HFIE AL
10mg- £ 20mg F1%y 30mg FEE L RE / B .

[0135] X TEHHEALENFRECZERE, FHUTHE / BF 4 2ng ZHEIIF ML
10mg FEE L KRB 2mg D5 FIFIZ) 20mg FEE L RE L 2mg T4 FI)HF1Z) 30mg
REE L RERY 4mg THEIFIFIL 10mg FREE L REBY 4ng ZHEFIEIFZ) 20mg F 2k
£ REHLA ing FHE 5 EIFZ) 30mg AL RIEKL 8mg DHEFIFIFL) 10mg FECZ
RIE KL 8mg B HE FIBHAN LS 20mg 2L 2 % R 54 8mg B A& T B A2 30mg FEE 2 KIE
B AR 4 Smg ZARH|EIFIL) 20mg FREE L RE. FFHlH, i RLIEEFELEE
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A bR &, BD A @44 O RRsRIAL.

[0136] B, M TEHHEHALEHFEELEE, WFEHANTHE / B2H 4 (5mg LK
B F12y 10mg A B2 RIE L) 15mg L% 5B F14) 20mg R RE L2 RE R 15mg AEAR S
HiFn2y 30mg FF A& .2 RIEEKZT 30mg MLAE I HIFIZ) 10mg FF 2 BB 2 RIE B2 30mg MELAE 71 B
F12y 20mg FFEE L R E L 30mg ML FIETFIZ) 30mg B3 B £ R B4 45mg ML % 51 B A0
2y 10mg FFE B 2 RIEKL 45mg LA S ERFIZ] 20mg F 35 B2 2 R IE 5k 4 45mg HELHE 71| B AN LY
30mg FREELZRE. RMIEHFHL 15mg g5 EIFL) 20mg PR ELRE. HUENH
7y smg BN 20mg FREE L RE. Fralth, LR UEEREAEFH LRE,
B A [E] 4 O AR A

[0137) AERRKPAMENELHTREP, WRFHTLEREAN FEEZRE, N B 55
5RECZREZEIMMRIELL R 1/1-1/20 (FEARFFE LT XH, B8 Xufie, «“/” R
7 ow/w, BREIIE / PEELRERE ), RE 1/1.1-1/17, B 1/1. 2-1/16. HBfbikiztt
B RY 1/, 3 BINZy 1/1. 2549 1/2. 5. 45 1/3. 5 0 1/3. 75 .4 1/5 .4 7. 5.4 1/10.
[0138] 7EA R —SMERI LT ZH, R FHLEEE AN PEE 2 RE, UL
AR SR ERZREZ AL A 1/0. 1-1/3 w/w, W FIER / PHEZRRE ), %
1/0.15-1/2.5, AL 1/0. 2-1/2. 2. mALEZXLLBIAL 1/0. 2. 41404 1/0. 22,44 1/0. 3,
BIaZ) 1/0. 3349 1/0. 4. 14125 1/0. 4425 1/0. 7. B30%) 1/0. 67,47 1/1 8L 1/2,

[0139]  fRIEEE LARE EFEH S B PPAR v I 30FA Nrf£2 BE B0 70 248 LA 71 2 O ARG
AL Blan B RIS ER), TRE ERE2A4E 48 LRAHFHIMAGHERERBE T
TERELZRERRL,

[0140] BB LA ER LG 035 R B E e FIE A A, B 77

[0141]  ARAFRMENAWAEY T VA S VET A ZER PPAR ¥ B3)FIF1 Nef2 g7 LA
KiEEW—FaZ RN R, LIREES T B H A NAEY. EE5MAYN AT
A A A

[0142] s A B9, FTLUK PPAR v IE3hFF1 Nrf2 BEH—E2 8 A OREHA N2
MAEY) . XFEYH-EYE OB BT LS 2L PPAR v BB A Nef2 BUEF B IR B 4 4E
o R e ELE N SR . W] DLdae BRI 2 AT 2 Sn B 5 il 8 X B IR &9 9+ HELA
& PPAR Y ¥BNFFI Ne£2 BUE IR 2/ —F e A . ORAVAEY A LB EHRTE
BER PPAR Y ENFIFN Nrf2 BEFIFE & B R 2N 5, DR T 8 & 8 48
Ko

[0143] ALK PPAR Y SBhFIAI Ne 2 JiE R — BB ABI AR CEE KR 22 A
WA &Y, iR AR EL N LN EERN FRIKA T80 EES DR,
B BN GER B IRA SR

(0144] FEARKRHARI—ANSEHETT =P, 1-4E T /A HI, A7 PPAR BshF, 5 ks 5 iR,
Gtk k5 R 5k 2 A% BB s R0 Neft2 EEF, RIEA S S U E WL S B S i K R Y
() Nrf2 & F, 4 n FF R %2 &% . CDDO. CDDO-IM., CDDO-MA. TP-225. FRZEER . 4 24k 2% K1,
BHA. BHT. tBHQ. tBQ.EH % . ARSI . QM RG L. RWHFRER FHRTRE
T3~ B LB B IE R B2 2 ) 40 Rl EGER M5 i ve 28 1 hl JL B AR H . B Z B a L
LR BP. HAER R RSB R B SRR Z . U FIA AU A 4nfn / Bk
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AL FF BT 5 o

[o145]  RTLLESE MRS IBRE . HIRL HIFESE K K AL B8 FREBUAT LRI %
£33 PPAR Y BBHFIFI Nrf2 BUSFIM WA EW. 7 LA —F 2 FEFIT PPARY ¥
SHFNAN N2 350 700 2 & A8 8 2000 TR0 A2 28 28 ] 485 32 (0 3044 L e R 0] W TR 57 s Bh 77—
A% Fla] 24 A U BRI 7 S0 29 40 &0 s 2 2 A BT . A IS ER
HF P BEAHERARE . R ATFRMEAIZW A A YT LR R R A LR B3 A
Fils AN AT BRFET A R A B BT SRR HIF R L AL ALV R BRI BRI RE
FREEHECESTHATEERER. 7SR A TR A 5 PBe &) a8 A7 5
A, BRATFIELRIEE A TR AT AT 1 B I B BN 5 BURNL, B RAEE
2 B/ PPAR v JEBhFIAN Nef2 UG, S5, O P A TR A T 20 R « B3 A ] LA
ATea—SE7E SHEH 2 K ;B2 MeEHMEZ — flingH 3 kbl E. ZfFHZ
Mg HFER, SRR EDIFEN S T LLEHERBA . —fsZfRReTLasd
A] DLTE 8 — B (8] 51 R B B 7 S B 1) B 24 1) e A - 28 3 IR 2

(01461 W] LU R sl B B 2 R Bl A IR B I B8 3 PPAR Y S BIF1IFN Ne£2 BUEHI B9 25
YMREY .

[0147] Sl F R, A0 MR ORI AT LU BRI . B Hlid X BT LA
HCE YRR 52 R I E E 1E X 4 R . BT LA vH 3 13 2 R 4 LU LLIX Y 77 2008
YK PERFER T A RNENH B AR ZEMBKPLERFITIRRAER BET
Frak DURE 2 B R M 25 FURE K O BARR - 425 1038 2 15 458 A S BVRE G 2L M 22 2 e s A L
A LAFE— 2 I (R A RR Py 7= AR 3 AR 18 5 LRUK S /0 PPAR Y JBhFIFN Nrf2 s 5. X F—
L& PPAR y JBhFIFN Nrf2 WE ), 1677 B8 B 05 2 44 7RiE 2 R FI 4 SR T B A 28
FIEFTIE . PPAR Y EFFT Nr£2 380 71 09 5 RUEE O] L5 B0E 245 1 MK F & T
5| 76 A v R BT F 9K, IR F] B S BUERE T IR I AV Re R EEUNRIFEERIEM . 7
#1356 25 0] U= A2 AR 7 v, BAMVRT DABRAR 45 20, Ty L nl LR B BIE R E M . 188
FIE RSB RIEE BB HIRE T BB HRE B TXHEMIE BB R E R L. AR R
R AT pH BIHIF . BB RAE. '

[0148] A FRMAKYE EAWAESYHIE S K D RFIZE D5 45w LLER T PPAR Y ¥
FNFUFT Nrf2 HE 706 B o R P R0 28 05 MR AR B P A e M 25 RBh Jy 42 0
TRERRIIG TR . X BT PPAR v JEEhF0AN Nrf2 30 75 7] LAIE B 18 & O3 B2 O B 2.
Bln, B9 E ORRFIZ A LLUES T EZEA BB E Ry i 15 ) 228 O RSB T LUE&
FEENT B s B i3 7 o

[0149]  FE—LESEil T BH, AR G nT UAF AE -G F 10 O iRt A i 2 40
PPAR Y #0510 Nrf2 S IR IFIAL S 288 O ARSI W] LUR FE 28K (R B FR Y
T PPAR Y BBhFIFH / Bk Nrf2 G5 B e i@ X 2 T B mEe & A A .
ZEF% 0 AR B B 45 05 AR AR AR a3 IV S BE VR B R BB B RV T
W BRI R AR MR R DR E . B ORFIBOET B HRAR, flun sk E
FEFFE BHEBHARR BERATRMIEH RS . B8 ORI R S8 7 iER A
AR B S o

[0150]  #F LR FIE H, AT LK PPAR Y #3051 55 Nef2 a7 — iR A M HI S itiEs ©
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AT G BB o PPAR v SE30570F0 Ne£2 S5 7 % B 7T LAMLE LB I ) 7 R B A e s B
foi4n O BRFIEY , ik 2 A IS EE . EXFP O ARFIEL A, iR PPAR v Bh5IAN Nef2 BuE
IR 73 B ), W] EAR AS [E] B R % 71 BC i S A S R . 6T LA PPAR v B350 Nrf2 #
IS BEEERE AR UM RN L BB A 72 8 S IR B U 37

[0151] &% PPAR y SBhFIAN / 3K Nrf2 s 77 B 570 LR 312 B 78 O AR B v A& 24
YIRS FE RS n ) LIS BT AR E AN B0 7 k4% FE 5 a3, Blan, BT ASE K
FEF B RRF KA 3 TR E @ pH 1A 5 R IEVE ] SR R E ) BRR A B
BRI BhARISE . LLUE A T 259030 A5 i) 2 A A X e v In ) o

[0152]  YEAWTEF, Bl an, BT L3R K 38, B0 BoKIER R FITH /N E ek B KIE
BB T AGTE Ry TR AL 77 « 2 FLIE M & s HEFOHEEE, B anFLA% SR AE  Hi 8%, D- HEE
PEEE . \LBLEESE s ToKBEIRES . 45 AT R UTIE IR ER S EBRES 5 o

[0183]  E4 MRS, BN, R FREAA R RPEAERL RP R ZHAR P
TR AR RECH R AR E R BREENS. § 100 =840 BAEHIF
o B R 1R R AR B B & 0. 525 EEHY, BiLE 1-15 EER A

(01541  {EWAEEF, BN, LR R G RAHR BREAH R BREFRAER . BL
SN BT Pl A A S5 . & 100 EE 0 BAHIFIH B & FINEIEL 0. 1-50 E
24, B0 0. 5-40 EEH .

[0155]  ¥iE I8 FFI B0 1k T 15 60 FE I P BR 5 T AR R AT W IR A 40 TR T IR I BERE R [ IR &2 1
FRENSE B A B B, Hlan, 7T AR R R FHEE, #U1 Food Yellow No. 5.Food Red No. 2.Food
Blue No. 2 %% s & fh A VEAL RS . VB0 pHUEFIH, W DR AT ER 2 B IR 2 W A TR &L .
EQRE. R \AERLE. EARMEER, 7T LR R+ B R 2 LR R
80. WA LM (160) BENME (30) ZEEE.

[o156]1  VEAZEREF, B, (LR KA EZREY, IR ABALE R . RAEREA4
R (MERAEPEAER 200.8NEFEAHEE 2208 %) BRI HERE (RIEAE
39.3-40% ZEtESBMERAL R ) . _ZBAHR . ZZ2RAER. ZRFRRAEER. L
BEABRERRPEALZN. ERAEZARTFESUERZNEG ERN. RLGEREEY W
HERREY), HlIn R I e HE PR NG REEI R Y RS[Eudragit RS (B R ) \Rohm Pharma] .
IR OB — RENGIR T ERIL R IR B [Eudragit NE (F#R ) \Rohm Pharma] 5. 228
A LLEE, flin, WER R (Flinamiusy S48 e LALEE.D- HERE R T (L
B 400 %) A _B. BEREAER AREFREAER AE_FRAENEFEL
BRBERBE_FRAER . BLHE. . FERGRESY ) EER (Bl =55 . o8
A0 B H S R AT B R T E R B E =T B RR OB E = L8 H
AR R 2B BRI M E LM 8 PR — T B N R = L s 4K =
PR R R B TR WTEREZ O UTER=ET R =T R E W) % 287010
WEAEE () BERRIAER (MEEF 39.3-40% ZBESENERAHER) B
T (MRER R 400 %) M=EERSEEBESRE ;2 A RFEAEEZN. BRER
HEFUEF 2010 AR R4 K 2208 MM BT EZSNEBRAEY.

[0157]  {EAF&sEF, @, v LR KA M MKHh BR DU 8t B BERR ARG 55 . VB I BREES,
Bldn, v AR R PUIR MR R R A B ERBR S . TR FRRT, B, 7T LAR R T T B
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AT AT B RS (E RGN, Blan, T DUR R TOKEERR KL AL
[o158]  LA_b48 R ¥ hnsel vl DACLE HEL IR KR A e 2 MR S .
[0159] )3{3;@
[0160]  PPARY ¥BN5IH Nrf2 BiEH & EHESFET UE TN R EHE, B, 4
un, TR sT BE KA EM / BURE BTVR T BRR T B BER MR R/ BB
A 75 TR 40 77 67 PR B2 I B A B o BT LASE B A U A 3R A SN i) 5 ¥4 8 1E 2 37
BIEHE.
(01611 ZE—ANSEHEFEF, AR PFRME T Nef2 BUEFIFIPPAR Yy BSIFIMAE, AT
T R B B RE R
lo162] fER—DELHEHTRF, ZKPRME T PPARY BIFNEESBR— - f /i ZER4A4
FEA, FCRFAEAE T i PPAR v JEhFI R AP EXT PPAR @ B & A ERAEM.
[0163] W] LIKEFI VAT B AE K PPAR Y BBhFIF Nef2 A RN A G 1R AN BRE 5 AR,
B8 REM / R MR/ SRR LR SRR E IR T T e, BTk S
B8 RN/ SR ERAERE AR B AE  ZEMERR LIRS, B LD
FEINREAA . ONETERLL IR LR 4 R0 228 5 5 » 181 40 A 4 8% 97 Bl /R FR I8 2R
FIEWUE R BRI R R R R A LR R B SRR, RS KM
4L AR ER ML A0 A E v A R AL & 7= ) (AGE) - 1B S BRI AR AN & . B dn s s R
1199 » 197 0 5, 6 9 R0 5 03 M 5 i 4%« FROLR BRBR P03 AR SR O S 5 41 44k, 50t fii £F 4E 4L 518
VR 2t P 5B 3Rt O 48, 0 55 R B 3R Ath 1 4% B MERAR A% | SR VRS R T ME AT
R B GBS AR X AT I F AR R PR O LR AN S R 1B % (CKD) 30
Pk AR AR AY, | o AL ] L B R LY Bk E (ARG B E A (AKT) o« AR BB A
FF 1B 0 M R, F T DESRARSE , VR JE , W6 %% Py 7 T e s 1 R B PR s P R v 1k 0
HORE T Wb, 2RI A AT 0T LU FIR77 AT R B 6 TR B R 4T 4
16 R B EAESL. T B0 1T BUBE JRAAN X S551E
[0164] 7E & K& B B9 £ & 5 SE 3 7 = P, Nef2 B6E FI k 8 W E Bk g -8
3 -5-[4- (2- MEIE A BB S ) - K& 545 E 1- benzoesdure, 5-[4- (- MR IEE
REEREE ) - 2 A ] salicylsfiure) b 5- A 2- B R - KHH 4-G- B
R -5H-[1, 2] ZERZI 4% —3- 5 ) - FBEEE IR (ATB-429) . RIBA K B, iXLL Nr2
WS TP 5% 5 ER ) Gt A% S B B B AR S B4 A . AR IR IR A A RIE TR ST IBS AN
R RIEIA
[0165] ZEAKRANLERISEHES RH, § BEREFI W E SR — F N 545 5 ER 5] o it 4% 51 e
G TIMA A H T B B (CKD) .
[o166] FEARRBAM—NSEHETRF, kA&7 RIEHE T IR 367 S BH N5 &
fE (PCOS) o B R ILFENT & PPAR v ¥EhFHIH Nrf2 HOE I B -& 9 SR e A 8 — 87 FURE
A1EA. FTLLAHF B RIIETT PCOS HIAE A AU an 5 7l i 52 —v& Ml oy AR L &4
2 E % &%, CDDO. CDDO-IM. CDDO-MA B, TP-225. Ek, AKRBEHE— N EFHEFREE
% ZBE . CDDO. CDDO-IM. CDDO-MA 8%, TP-225 ZETR P F1VRFT PCOS H [ s FvaT7 PCOS B 77
5, B X 7 B A R T A 29 3 22 R E 1 FR 3 . % R B . CDDO. CDDO~TM. CDDO-MA ., TBE-31
3% TP-225 B 7 —Fh Nrf2 IS FIREAT . TEF 255, B 3L R 5E H PPAR S sh3F6] itk
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) B G nbk b 51) B B3 2 A% ) B RT LA — 2P BB B IR Nrf2 BUE R H B — T

(0167]  NF-x B RRIEFHM / BRE BEmMAR T,

lo168]  IRIEAKBAM T — N SEHETTR, MEFH BRI A PPAR v 3 7IAT Nrf2 B0E I
HEH MG T 2 B A B B AP A MR IR B RS 2 A BV FL B R BT I FLah )
BEBAART AN RI\ERKBFR S LT E, rid RS IRR RS A SR
% 8 e R MM E R B> — DR T IREAKAN S — DL R, ks
ZPERERG IR BIRRAG B 4H 63 B IR IR PR I T BE PR IR M 0 L 2SR 25
PSR 2547 T80 AT MEBRC TR T T 52 By ok VIR | £ R B BN RS IR R MEIE BN G
s S L 0 % By i J8 4 o FIEE % P i 4% AR XL R TURRERE o B4 4 L B BB AR L SR04
B 7= A SR & 0 I AZ 1 IR I ok A 2 ST 4047 T R AR L A0 T R iR L S o PR AL A 425 AR L B
PR 22 A MEREAL L 5 [R) B~ R R R I R 5 T U AR R PR KRS A 4 R VLI A Lk
IR PR AR EE (K | K i IR & MEIE Bh R RS L AIDS- i S BB SR L HR 35149 10 IO JIEL 5 < A N PR
A5 HIV BPAR B E o il . B8 5 — NS5 5, Pk s & v pig . IR RH RS B A
1 B RRAE PR KB I (2 REEEM ) PR . FEVH REREEME. 2K
MEREAL, L2 4 00 R REAL RO B 42 FE A s iy QUCT) o

lo169]  #RJE A HIRFIELE T Ak ot B ANk B 34 B LA B o 87 45 19 368 R B0 e v 8 P 400 LR
. FELBERERN BT N BRAER ENRE B O, SFERIRE
WAEEERA DM RFEHR. AVEDREHATHRTEER CEEES LR _ P
HHTFEEMHETRER Mrowietz M Asadullah, Trends Mol Med 2005, 11 (1) .43-48 ;#0
Mrowietz 25 A\, Br J Dermatology 1999, 141, 424-429) ., W] LL{# FHZh AR I HAE AR R
BrhiEwRTREREIN S . 5EDREEMER, D&KL PPAR Y BN IR MR IE M 7 H
FAFF| (Placebo response in two long—term randomized psoriasis studies that are
negative for rosiglitazone Am J Clin Dermatol. 2007 ;8(2) :93-102) . 51X—4&5 R H ),
RIRIEA I, PPAR Y BB ERERA -SRI PRI T BT A mit.

[0170] 2 M 571 2 AL FE X AE IR 8 » 91 a0 28 XU 1tk 50 1 28 L T /b 4 3R IR 1 R 15 &
(FLEREMERTR) RERRTR, RBBENEEREXRTRE. AARENF
B 2 1 R v B 48 R MR KT R B R LI & INF FINF-x B f5 5 15 § 18212 (Tracey 5%
A, Pharmacology & Therapeutics 2008, 117, 244-279) . TZIFSE & 5B = F Eg 4] TNF
ELIA 2 M 0 4 M6 4 06 B TNF FINF- x BAE B/ 1842, BT LU TVa7 £
PRI R (Lowewe Z& A, J Immunology 2002, 168, 4781-4787) »

[0171]  RIEAR KB IVETT M -E W LU 185 FE 7 M2 2t , 19 an 28 & 1 B
1 S Z REERIERIGLEREME (CIS) JIHEFRM BT /R R UGB  F E 00 FR VL&
KA VLA ZE 48 M R E 4L (ALS) .

[0172] £ R MEEN MS) & B 5 H PR B PR & R4 AL R R IR 7 S5
FIFPRM A RERME B B SRR . RN S EUE SRR RS R SRR R AN a8
AR TTH LT = B . MS R B B EE e B is 5l | B Fl R o (16
IR BENARREER AR MS AR & 1 6 7E T B 0S8 P9 B 25 28 1 o i B8 2
BEHR 40 2 UG A R S B 1H O, TR SR AR E REERIIRIRRIR (Flan, S0
Wingerchuk, Lab Invest 2001, 81, 263-281 ;f1 Virley, NeuroRx 2005, 2 (4) ,638-649) , R4
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W R MS KIREE M ARSB R TREME, BEFIEREY X B8 RERARREYESHREEER
CA R Re s e Rl . A DhREH SRR R BE AN S SR BA BRI L X0 octintive ZAEL.
FERE EZ) G Z R B, ENEmWNMER AR RE . MS FIERERERT LR
&A1 Z 7 M AR, B—EAZE R IR R A =M Bk - EA R SHTHE
FRRHATE

(0173) WA XH T ESREERTMS AR NEBECELH#ITT IIHERAR
(Schimrigk ZE A , Eur J Neurology 2006, 13, 604-610 ;F1 Wakkee 1 Thio, Current Opinion
Investigational Drugs 2007, 8(11),955-962) ., A LMF MG T AT BRI REREER
(Expanded Disability Status Scale) F1MS Ih g8 M B 3L 38 i f5 9 E e AW Frc F1 B
AR & RS T EXIER IR P MS BT 3T . BRI T 8 e A
7 MS B B A FE R MS IR AR A RIFR LY B & ik / R E R
(EAE) M5 shapH B FidE N B R 428 EAE #ERY

01741  RMHW (RER EEEEE ). KM (IBD) 2 —4 K &M, &
— LGN, BB ERABUG SR NI R ERE. RRERERIEE T RAIE
T WEZ MBI XS RER I, Zm T R FEAANCBALNN B REREES S . FEM
B R B L BRVE AR IRt (AR RN / B E N . RERE R LR B2 K
TRFIRE RAE . BTSRRI T KB BE b RIR G RRR 7. RETES
Jon 5 B 35 ERRER LAY M O Hep S RS AR B W R AR RS R M. HE R AR G AR
JEME 25 1 2% Ik EL 0 LR 5 T % R P 5 i 8 SSOE M T AR L TR DI 4 il S AN AN 8
(0175] W2 AT I RS IE PR 28, Hoh SE BRI R R AT o 8BRS - 2 W HOAER
B O R TR M 5 0 K A AT K e R T LA TR 2 S R 1 R R L 2
AN A B IEB)  WIRIE B O SN E SR R BRI RS F.

[0176]  IEMZNEFFTFFIR (Joshi A, US 2007/0027076) , & LERER AT LA T V857 i
BRIEIF » 15 T O s 1 ek P 2 i B RS

(01770 18 MEPH ZE ME ik % (COPD) \ L R 112 M PH M R IEHE M & — A X RE
W, I EETRE PN B MBS AT 2T B2 R, BaREXERRER, 5l
1% AR A B S DA B L i B S, 451 4 A A e i 2 R R0 e R { B, 2 0
Barnes, Pharmacological Reviews 2004, 56 (4) .515-548} . S Rl & 2HTHOHMF
W T o 4 2 SR RS AR S M 5. COPD PRI A 75 T I I 45 18 8 4 4k H BB, Wl i
{4 Bl B R R R e ME N i 5 AR 5 . COPD S DL 2 IR B 30, A, the] L e S
PR R S 2 Bl AR T RBE . COPD RLIE BAF A 4L/ E R ZE K
12 BELZE 11 B 40 SRV RN BT S BRYT ORI S SRR IR il e 4 g5 2 /NS S P IR S
18

[0178] b2 1H: 52 93 481 A ) 48 AR 9 B /R 2R 1 BA 9 5 S 1000 0 UL 28 40 0 2= 8 4k B R AT
T IATHIhREERRME T T .

[0179]  TAEARF RS P RAUAT R PERENG, AR AEZE T AW AR N iz (K
B ) M REERE ML 3Gm (B8 ) . EMEHRMH T, FRME 0 a0 B R
PIME AT B REED T Z B EMERMET P ARy REENEE. /EAh
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g1, BREMET AN RS FRA T RER E® KRB, AN Sz siE k&
AR B3hw)> (iBE1E4E ) (Blandini % A , Mol. Neurobiol. 1996, 12, 73-94) .
[0180]  FAl /R 7K i3 BR 75 B X5 10 Th B8 iR AT MRSk 2k, AR E T M 0 SR AR F , 0 46 4 2 40 a5k
RAZZZRFAMER A YRS KE . EFIRREERFF, 2N, NBER T #2401
FEBADTHBFEHE T WERTAONES. MARPRSE EZEZRME R A
B Bl B IRMER AR E O MRS R QRS R AT Y 45 BT M 4 f ik, B
FLEREY Il W N g S TN e o

[0181) IO R Yoo th B MM TG, o R R M 41 BIE T R AEEEHT QLR A0
FEJEH (Martin, N Engl J Med 1999, 340, 1970-80) . KAEBH RAEEE MW BN +RER+
FERAIA), 0 RAEER B B F R E IR A 14-20 4. = EREE 25T BB E %
WIVRTT 771k IEWEIBFE M IZsh S (F MR ) A MThEE SR MR . %%
MREEFREBEEARTET B CAC- REHNESEBRER B THREHERRE.,
[0182]  WILEZEMZRIELL (ALS) RFHAT MM A A MRS, HARMEAE T 0 i T FE 6 p 3EAT
MR R IE MR TTERk 2k (Rowland F Schneider, N Engl J Med 2001, 344, 1688-1700) .
ALS WIBHE AF PRI RS 6 HAE R P ATNE T B, —BdhAT 288 gl bl , i 55 b e (7] 38 hn B
FERRARE, FFIEE TULATEMERE, ERAENZEEN g R ETs). RIEFTHE
¥4 55 & BK RIEERIEB WIS h 4 4F. ME— A TAG ALS Y897 77150 R & i, HAY
AL EK A 3 AN B,

[0183] EAEWLE N (MG) BB BRELNMENNERREK H S RBim. SRR
PP G B B Pl ZUBEAREAZ M (AChR) b K 5e &4k (CFA) F=ARRAE R B & %5k
EIEALL S (BAMG) 9 MG ShippHsi Ay ,

[0184]  BEFAH W, (HEAC TR, B AR XE LAHEAT AR 57 UAHR B 2 & 993 ML R
RIET ANERE a7 5. Bk, BN R RES KA. Dundee RBMETE I K
i, (DEBR) 01 C3H/HeJ /> B2 72 40 B L M BE ST s 284 3 H w] LURH T8 9T %0 R agt 4% 77 [
RIRHLEIFTFZ (J Dtsch Dermatol Ges. 2004 4F 4 A ;2(4) :260-73) .

[0185]  #R4E Kidney International 77, 749-750 (2010 4E 5 H ) 18 FI b FR 75 39 /) AL
A, DOESEA K HA SRR

[o186] [, {f i W] B8 & 7H F (9 PPAR ¥ 3l FIFN Nr£2 0E 5 B 4 A I8 97 B3 7 709
SEEIFEXEH (rheumatica) AR FEMN RE.BEGRLBEOBERLEE. . EHHRMNE G5R
5 R, AL HE S R O S B A BT R R BE TS TR BL M AR R PUBE IR B R 5 A AE
H&GRE Rl 88 RRR. 85 5%%HNER KBERERAEE. WU FLEE
5. Chagas 4 M2 HEBH MM 7 s EAL 4 . [ RUBEJR R F 5 N JE J A0 RE | 7y A iy
B RGEEMFEERIH N - EZREGE A FAERALREF IR K (hidradenitis
suppurativea) . IR TgA PREHR 5 &R M I/ AR sk M SR 9% 7] B M Jos B 2% L 40 BT AR
BEMES AR B 2 R AL BN 1 RAEMERERS AR E . 3 WA
RIGHE MBI R AR B R 071 & B LA L JR A It R 4 B A | 288 R k21 ¢
K100 RUE I RO SRS SR A HE VB AG AL B K K IRt 4 4% K E K AR
U 4 4 PR ZE

lo187]  HEHH
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[0188]  Nrf2 #EFIF1 PPAR ¥ JEBhFIMA & R LA &Y LUl O fRel it ERE
BIE A W E A, B 038 s s, B b R s RS RE N E IR (BN D kS
. ERMEHES) HeESNEAREEEARRTEREAN UK EER FRKA T
T &R EES ORVE T KA REN GER B RABRE.

[0189] JEFW]LLRA B FHH. CH-SFEERSR, B W08 A R T IREE P
5, KU THBER / WA &Y.

[0190] Xt T 2GR, HVIAT LUREE AN E AT B ZGE . B0, °] LAZESI R
FEHIFIE SR BNEHR A YR TERE . 0T LUARYE i S5 6 nsh i e s A
AU M HEARVHEVIEFIE . XFE B LU T EAEHh i E EAEHE AFE.
AFUF L B AR N 7 7] LA F S8R AT AR A .

[0191] SEHEFR“PPARY HBhFISELKR— -/ KB4 A B THIT B 5 %5
o/ BRERFE W RED—FPPARY BEFEEER— -/ B BRNAEERTES
RIS/ SRR AR

[0192] AR BHBIMRIEIHE T BB W T -

[0193]  1.PPARY #ahH S5 ESIR— -/ K ZBEHAHEGH THIT B B RZmmin / sk
P .

[0194] 2. #R¥E _LIRSTHES BAN / LA E 1 F—FERZFI 10 PPAR v 0575 W 5%
TS E SEE— -/ KB AN, A T AR B & Skl / sk R 2
BIE.

[0195] 3. #R¥E LIRS /AN / LA R | M—MEiZFE PPARY BB 5 & SR
— - f1/ RZERA AN, R EAE TR B & RERm i / s R MR pE 8 g mky
RE R REB (BS) 4 2 TR T & B R BEFS ROR MR & FE
FRI% B 5 « CKD FIEREWLTE A7

(0196] 4. HRIE IR RLHETRMPPARY MHIFNSELM—-F1/ K _BeH 45 NH,
HAFIEZE T ATk PPAR Y ¥ B051035E B 246 1 Bl LA 510 B« ek 270 00 R0 2 4 1) B o

[0197] 5. ARIE FIRIE R IILH T R PPARY MEH 5 58— - M/ B _FAENE,
HEFMEETHREIR—- /B -REEEDR—FE. EOR_FE.E SR — LM
B0 8.

[o198] 6. ZAYAEY), HAE PPARY BBIFIME SEE— - A/ S ZEEFEE —FEiZ
FRIRTEF o

lo199] 7. ZZMAEY), HAEE T HIET LR FIE . i 5 B a0 5 Bf & SR — - 0
/ B ER AT B — R B PR TE R o

[0200] 8. AR¥E_LIRSCHETT A / BELHETTE 6 8L 7 (S M AMASY), HAFE
ATHREDR— -/ _HBEEESR —FR.EIR_FE.EIR - ZENEDSR
— T,

[0201] 9. @A CIRRFIEL, HAE PPARY MEHHIME DR — - 0 / S —BK.

[0202]  10. [ {&OARFIEL, HA-E1EN PPAR v BXEhF 2 4% 51 BR L it A& 1 A | gh 4% 51 R 8%
P E BER— - f / B8R

(0203)  11. 1R¥E_LARSEHES TR/ BUSEHE T 5 9 8k 10 Ay —Fhak £ P R 4 O RS2, 3L
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RUEETHREDR — -/ LA E DR —FH. E5R_FPHR.ELR—LBNE
OWs 7.

[0204]  12. RIE FARSCHET LM / BISEHE TR 9 5L 10 1 —Phal 2 Pt [ 4 O AR AL, B
FHETE T A PPARY BIFIFIET R E LI — - M/ L ZFg & B UL A SRR EE
TEFTIRFIEL S, BTk A 2H A YT & — Pk 2 MR ) .

[0205] 13. kEH &, HAES :2)PPARY #zhH ;M1 b) ESDE— - 1/ KBS s FEIER
o) AFLEHAERIHD.

[0206] 14. REHE, HAE a) DI 0L 08 . i 5 86 244 518 b) = LR
— =0/ BB SRR o) TR TR,

[0207] 15, fR4E LIRSTHETS AN / B M7 &8 13 BY 14 B —Fh e B M I R E A &, HAF1E
ETHREER— M/ B -BEtAETR—FR.EIR_FHE.ELR—CHENEDSR
— Bk

[0208] 16.PPARY WEIFI SR B ELMR — AR E R _-_NERAKEC S REM
Nrf2 BOIEFIA G Fi67 £ R,

[0209]  17. MR _EIRSLHE /7 R0 PPAR ¥ BI55 Nef2 BOE A A NA , M EE T 2 R
MELEEE R - 5 RR) KEIHTR (SP) EEHATE (PP) FISHTE R (PR) £
KA A MS Bl RINSLER-S1E (CIS) BIE IR BES S H R .

[0210]  18. MR¥E Ll SCii /7 2/ PPAR v B H5 Nef2 BRI A N A , HAFEE TRl
PPAR Y BN 2 4& 5 H .

[0211] 19, MRIE_EIRSLHETT BT PPAR Y #3055 Ne 2 BiEHI A& N A, A IEE Tk
PPAR v zhFI % B Nt A& 51 B A1 2 4% 5 B (4% B0 B

[0212]  20. IR¥E LR SZHETT I PPAR ¥ B3)7) 5 Nrf2 BRI & N A , FRHEAE T ik
Nef2 BEFIEEEDR —Fls. ESR_FENPELZRE.

[0213]  21. R¥E_LIBSLHETT A PPAR v BIB)5 5 Nef2 BiEFI A A N A, AR IEAE T Z 4%
FIFAH S DR R EEZ ik B 1/20-1/400 (w/w, P& 5E / & DB FHEE) .

[0214] 22, MHE LR SLHE T 2/ PPAR v B 5 Nr 2 SRS 4L & N A , FASAEAE T ki
YIHEA S R — FRlEZ bbk B 1/3-1/60 (w/w, MR H)HE / B L —FEE) .

[0215]  23. fR#E LR SCHET A PPAR Y BB Nrf2 IS FIA A N A, HFFIEE T B
TS FEEZREZ LS 1/1-1/100 (w/w, BHIIE / PEELEE).

[0216]  24. #RHF_FIRITHET A PPAR v I35 Nrf2 Big A& N A, R EE T A
TR ERNFERCZREHS RIS FRECZRELZLLA 1/1-1/20 w/w, DHEFIET /
FRELZERE).

[0217]  25. B¥E_LIARSEHE A PPAR v Bz 5 Nef2 SiE R4 & RN A , AR E7E Ttk as
FIER S REE L REZ LA 1/0. 1-1/20 (w/w, KA 5)ER / FEELRE) .

[0218]  26. MRHE_LIRSCHETT K PPAR v BB 5 Nef2 VG FIH & R A, R AEAE T
TREEAMPEC L REAMEIESFREELRELZLLA 1/0. 1-1/3 (w/w, L 51 5
/ REEZRE).

[0219]  27. ZyWAEY), HAF PPARY BEIFFIE B E SR — il E DR i NS
Frprd B %2 RIER Nef2 BRI EE R — R a2 M.
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[0220]  28. #R#F FRSCHES R / BEERES R 27 M—FEE MG MA S Y, AR
F ik PPAR v 305245 51l

[0221]  29. R¥E LIRS A / BELHE T ER 28 — RS MHRIAMAEY, HISIEE
F BT A& B ER % B eAE 51 B R Z A% 51 AR .

[0222]  30. #R4E LR STHET RAN / BSEHE T 5 28-30 M—FhE 2 M 29 &0, SLAFAE
HEFNef2 BEFIE A EDBR —FR. ESR_FENFECSERE.

[0223]  31. tR¥E LR SEHET BN/ SSEHE T R 28-30 (M— MRS M NZWA S, HISIE
GTERIESE LM Pz bk B 1/20-1/400 (w/w, IV / & L8 FHE) .
[0224]  32. #R¥E LR ST N / BT K 28-30 F—FhE 2 M A S, FAFFE
HETMHSE S E DM Pl bk B 1/3-1/60 (w/w, AR F)ER / & S8 _ 9 ) .

[0225]  33. ARE R SCHE T BN/ BRSEHE T R 28-30 (M — R B2 PRI &Y, HASAE
ETERIEEFECLZREZLIER 1/1-1/100 (w/w, ZH&5IE / FEELEE ).
[0226]  34. ARHE LR SCHE 7 RN/ Bk SEHE T & 28-30 (M — M B2 MR A A, HARAE
EFERALEREANTFECZREASHIIFS FECLSREZL N 1/1-1/20 w/w, T
¥HE / FREELZRE) .

[0227]  35. 1R FIRSCHE 7 AN/ BUSE T & 28-30 ) — M ERZ M I 294 &4, FoAFE
ETHAETE S FREZREZLER 1/0. 1-1/20 (w/w, LA FIE / FRELZERE).
[0228]  36. ARYE _LRSLHET RN / SEEHE T R 28-30 M —Fha Z M2 A &4, AT
ETHEHALEERERANFERZRE AWK SFEERLZREZLH 1/0. 1-1/3W/w,
M FIE / FEELRE) .

l0229]  37. [E4A ORFIA, HESIRIE LIRS 7 EM / 305 & 27-36 (1 —Fh ek £ Ff
IZ5 &9 -

[0230]  38. [E4& O ARFIEY, 5 PPARY JEBNFIFIE B E BIR— il B SR ik
Bis RO 2L B2 2 R 9 Nrf2 S FIFTIE A — R s 2 MR FZF, P BTk PPAR v J&shFIHI
FTid Nrf2 BSR4 B8-S E R 2y s+ .

[0231]  39. #R¥E LR SEHES SR / BLSEHE T 5 38 M —Fh B PR 44 O BRI EY, S By
& PPAR Y BBhF2AEFIEN HATIA Nef2 BEFIE B EDR— PE.EDR_FEIRMPEE
[0232]  40. #R4F LR KM ST RAE A O RFIEL, P ETd Nef2 #iEH £ U e
ARG PAEELRE.

[0233]  41. B4 _LIBIR K ML REEME O RRFIES, Soh ATid Nef2 BEFIRESET
ERSBAHFIPHFECERE,

[0234]  42. fRYE_LIBIR K MSEHETT EAIE A O RSIES, A ATR Nef2 JnHI R B mE
FHRBFAFTFHREEBINESELEL SFEEHFIPHPFERLRE.

[0235]  43. #RYE L IRIR R ST AR DR, AP ATk Nef2 BEFI R S5 FER
IHBRFL T Y) Type C, USP —BEEETL B BUAHIFIFHFEEZ RE.

[0236]  44. iR¥E_LIBTR KM EA9E 78 O ARSI, P BTR Nef2 a2 S FER
IHERIL Y Type C, USP —RBE S ELEL A EAHIFIFHFEELRE, SINEZL S
4/6.,
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[0237]  45. #RHE_b IR K BISEHE T RAOE 7B O ARFIE, P ETiR Nef2 BERI R B S EEL
B BAESIFIP R EE L RE, ZHFEE R DKM A

[0238]  46. HR#E LR K B SEHE 5 R A E & O ARFIAY, 2 A Bk S8 K R A F A A &
M 1-4140% (SHTERRNAYAESYEBER %) PEL 2-24720% FEREH 4-4
10% BB FEREL 5- 4 7. 5% HBRMNEL 7-7. 5%, Hlns 7%.

[0239]  47. #RHE _LiR$R K BISLiE A RAIE A O RFIAEL, KPR EK SR ERIRERNE
RREAHE,

[0240]  48. HR¥E bR K BISEHE T SR EE 08 O RRFIEL, H o BriR Nef2 BiE R R A ST
ERABAGIFIP R RER L RERE, BH PN E S RmEER, Hln+ AR
1, R EE FEFE B END 3%,

[0241]  49. HEHNE, KA a)PPARY BB)F ;1 b) B ELMR—Hi AR E DR
FReFfr R E 2 RIER Nef2 BER s FTER o) I TFAZ RS,

[0242]  50. EHE, HAHE a)PPARBEFFH ;A b) EEAELR—HxEN. B LR _ K%
Be ke B2 R M () Nrf2 550 s FUEER) o) B TA 4T £/,

[0243]  51. MWHE HRLHH RVREH &, HFFIEA T AT PPAR Y SIB0FIE B4 1) Bd 5%
ntk A% 51 i -

[0244] 52, IR¥E LIRS RN ENE, HFFIELE FTITR Nef2 SRR & S — P g
RFREREZRE.

[0245]  53. #R¥E IR LI PPAR v SBhHI 5 Nef2 BUEFIAL& H Fiayr £ K HEhE4k,
H¥g ik PPAR B 55 IE HE DR — R ER. § DR IREMRMREEZ RER
Nef2 A FIFIN AL A FEECHES 2 RBZFEL 2 RIEFATEE.

[0246]  54. #R¥E _LIRILHETT 1 PPAR v #shHFI5 Nef2 US4 A B TiR77 2 R HEREAL,
H Al fridk PPAR Sshfl & HAH 1 IRBL 2 K.

[0247]  55. #R#E LR SLHEH R K PPAR v BEhHI 5 Nef2 BuE A& F TiRIT £ R MR,
Hrgprid Nef2 BEF S EHBEH 1 IREL 2 k.

[0248]  56. PPAR Y ¥zhH)5 Nrf2 BEFI4H & THRTAER B M B & R EmM /3R
PEPETA o

[0249]  57.PPARY HENH| WLEA RTINS B T AR EIBETIA Nef2 S FI4 & F
FI697 B B RIZHERF / B AR RPN % R AL R B R B 1

[0250]  58. AR iR R K KOS HE 7 S BT IO PPAR v B3 DLk AN 2 bk A% %) B, LR BT
I Nrf2 JiERISA B3 1 PPAR Y shEM .

[0251]  59. X Nrf2 &H B3E MG BRI PPAR v J4zh 7 RIEAN B FE 5 RE B
I PPAR Y ¥3I1EF I Ne£2 B FHIA & F 897 B 8 S im A / BRR MR B in % R4
WAL R B R BB M B

[0252]  60. PPAR Y BEhFIMUEA R FIE S B T AREESR I Nef2 BEH A& H
FI697 B8 RBHRHRA / BR HERP B0 2 R MR R B R SR M %, Hh Nrf2 S
FIA R B E L RIE LA EY)

(0253]  61. ZHE4, S PPAR Y HZFIAE T AR EIR Nef2 BiEH, ZA 8
FF897 B & G BRpmMA / B MR, Blin % & ML R IE R Bie S

39




CN 103998035 A i P 31/55 T

l0254] 62, B LRI RS FRHOAEY, LG Nrf2 KA BZEREIEERL
PPAR Y BBhIFIEA B3 19 PPAR Y B ER I Nef2 BE R, ZA WA THIT 8 & %%
BIRAN / BRI, N 2 MEREAY. RS 7 BB M 0

[0255]  63. 4454, HAEE PPARY HEh5, ) a8 51 EF1 Nr£2 BUEH o

[0256] 64. 2054, HA 5 PPAR Y JEBhFI, 4 anntbi& 51 i FI A 22 B PPAR v Eh1EH
) Nrf2 a7

[0257]  65. AAY), HAEEMEFEEFEH B2 1 PPARY #EER K Nrf2 BUEH, %4
EWATHITRBHFARE S REEFEN /SRR, FlnE &L REREg
ERERTR

[0258]  66.PPAR Y &zh315¥%H T E W PPAR v 4EN/E ) Nef2 BUEFIA S B TFaIr£
[0259]  67.PPAR Y a5 AR FEE L RER Necf 23 E A G H TIHIT CKDELE kM
AL .

[0260]  68. R LIRSTHETT B PPAR Y #3055 Nef2 BuE A G NA,, K EAET 2 &
MENRTEE K - EME RR) (ZkRFHATE (SP) R ERHFITR (PP) FHITRERE (PR) £
R HEREALFN MS SIRRINLLESE (CIS) FIE IR BE S BAE B 7

[0261]  69. R4 LR 5L 77 229 PPAR v 330575 Ne£2 AR & N A, A IEE T ik
PPAR Y BBHFI 2% 5IET

[0262]  70. BEEE LIRS T £ 89 PPAR ¥ 3hH) 5 Nef2 BUEFHIA A N A, HASEAET
Bk PPAR v s3] 2 126 B AEb % 5 f 0 27 A% 51 Bl 1 4% 1) A

[0263]  71. MIFAEE LIRSS R PPAR ¥ 3175 Nef2 B FIA & N A, KRS EAE T
Bk Nef2 BEFiE B IR T TR B PGB Y 10 7 /R RN 3206 5 IR R & B E .
SIS IS P ERNS MRV ZEMEAN 1, 2 SRR N T4 -3~ BRER, Hh— A2
ik 1.2.3.4.5.6 3K 7 ™ H- JR F A I BB B BE MR EEN PR 2E . =5
FE . KR W Br.C1.F &k [.BE MEEMNERREEFMPEE. L8E . ZRFEE.
SEMEEIA, T Z A S RAAREE | A8 24 5- 5 6- TTIHEABEF 1.2 8 3
AN N-.0 3% S- R FYE AR F 1 5- 8L 6- JCAER, BTk BRm] LUK e &, BRI 18 B3UE
1 MRS . UEE F XL Nef2 BUEFIMAEY .

[0264]  AR¥E A& B HASHI RARYE RS R 71 UER Nef2 BUERINA S NA, Br
R Nrf2 SEH RS Y, HAE /T 354818 /NF 30 BL /N T 25 AR LEDNT 20
HEZE/PNTF 15 /T 10 MrRFFR / BRA /DT 4000k T 300 Hflidk /T 200g/
mol B MF 170g/mol KI5y FEF / Bl A E3& 1 PPAR v hiEME. PUiEHE 51X L Nrf2 3
ERRAED.

[0265]  72. BIEAEE LIRS KM PPAR v 3055 Nef2 B A & N, HAFIEE T
BT Nrf2 Sk B 2- 2508  RERS R e B R R EH R . O 5 &M T
FESER 4EAEF KL, K2 F1 K3 F1_EIR$R RIS RATEYHN N RSEEE X E LR
NELE—-F/ Bt EBR—RERNE DR AR NE LB — PR E
DR _Pl. B8R — 2N E LR _ 28 . RS REG R R. 1, 2- 2R
5 -3- TR G B Y17 .3, 5- — - T % 4- BREF R 3- REFT R 4- BEAIFEL.
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4- FARFEEE A (B) 2- OEEE BB R KR AN ARG NN R EE 6- F
R s RO EER 7- PR FEER . ERM b R AR 8- R 8- BRI FIIRE A2,
P E R e L BE 5 Gn P B BR PR BR FI T AR BB R N R — L MR BTN ER — PR 2- &t
RENHRO PENCE -2- ZERENHEREAN iR 8 & B3 MR 2534 2898 M
1 RIS ATED) o

[0266]  73. ML LIRSLHE A PPAR ¥ ¥zhH 5 Nrf2 IS FIA G N A, HISMEE T
Fiid nrf2 iEF R EEDR — Pl E SR Fls. BB L. 1, 2- B T HEAR. A
MBS S FN A B BR Ll 3,6- — - T & 4- BEF R EMHNR — LA EBNR —F
fig o

[0267]) 74. REZE, B a) FEMAEFIEIK PPAR v 3057 ;A1 b) % B B LB — IR RERS.
B OIR e R ER G R B2 RN Nef2 SAH s AUTER o) A TFE A HFRNUHE.
l0268] 75. REHE, HAE a) X Nrf2 %H E3ENEEIEMA R PPARY B35 ;b) %8
BN E DR AR B2 RER N2 BUER FEER o) A TAAHTEN
ULEAI5.

[0269] 76. RELHE, HAH a) X Nef2 BHF EZBUE/EA R PPARY H3h7) ;b) BAH
SE K PPAR Y IEN1ER R Nef2 BOEF s FEIER o) FHTFAL A RAUHD.

[0270]  77. REHE, HAE a) X Nef2 BF EZFHHUE/EF K PPAR Y BEh# sb) £ H
JB T a0 R R EAL YR Nef2 BUE R G T /R RN Z 08 By ARy EE B RO
Bl N E A TR VEE SSERAD 1, 2 AN % -3 TRER, o — AN s ik L.
2.3.4.5.6 B 7 M H- R FRI UM E B S AR 2R ER I FE . ZE . =R PE . x
EFIW Br. C1. F & I.BRE AR RGEEA W FEE. C8E . =ZRFPEE . SEm
THEEUR, Frid b & R AT 1 a2 4 5- 3 6- TR ELEH 1.2 53 S N-.0
8 S- RFAE M IR F 1 5- B 6- JuZRIF, BTk T LA AR &, SRIE WA 8L 1 ANBK
BN FAEER ¢ )ﬂ%é’a‘éﬁﬁ%ﬁ%%%

[0271]  78. &Y, HAH a)PPAR Y b, L&A RN F)E ;F b) EEEDR—H
A5 E EB&J*%@E%W%E%%B%% Nrf2 BiE5.

[0272]  79. HEY, HEE a) X Nef2 A BEREIEIEHL PPARY #ah7 :b) A E
O —pe A e B DR BB L2 RER Nef2 JEH] .

[0273]  80. &Y, HAEE a) Xf Nrf2 H BEWEEIEFAR PPAR Y #ahH) ;b)) AL
2 B9 PPAR v ¥BNEFH [ Nrf2 &7

[0274]  81. A&Y, HAE a) X Nef2 B8 B3EHBUETE AR PPAR Y #3037 ;b) L H)E
F U RSP Ne£2 JUER BT /R R N2 By B ARy B B BB s R R
PRACEE FIERES BR R ERAD 1, 2 Z“HIAYIR I — 4 -3- BR B, o — Ak /N it 1.2.3.
4.5.6 B 7 4~ H- JRFA] DI B BT HE BRI A FURE B P &8 238 =M B3 5 &6
W Br. CL. F i I.BE GEENEFREELMFRE. 8K . ZRPEE JEMAEE
EUAR, Bk 240 S B Rt 1 AN 2 A 5- B 6- T EAH 1.2 88 3 4~ N-, 0 8%
S- RFAE R R TF B 5- 8K 6- JCA43R, BTk m] DA% SR &, SR A SUUE 1 MR EL
IR,

[0275]  82. yAJT ER TR, FEIE - MRS M 8 49 4 A o 45 dn B MEBE M B R (AML) A9 53, 1%
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TiEAFEAEEREE A PPAR v IEhFIA Nef2 AR, H A Brid Nef2 JEFIge % 51 &2
5 SRR / S8 Nef2 EA S HA -

[0276] a) EEATEFR/RRNZEB AR EEE . RRARE. AR EE PRI R ZE
BEAD 1,2 BRI 00 -3- iR ;0

[0277]  b) BE&/DT 35 MKIRTF ;H1 / B

[0278] ¢) BB /MT 600g/mol B4 F& 1 / B

[0279] d) RESHAEANEL 1 482 M-SR 5- 8 6- TR, HAF 1.
28 3 ML E N.OEL S KRR T

[0280] #F bR FVEM— DL £, ik Nef2 BiEFIEA R =84 2. ik,
FIid Nrf2 ERIREDSBR _PEHR.EOR—FHRIAFECLZRE.

[0281]  83. YAYT B TIBH BE PRI - 40 1T BUBE bR vs S B FF RREH an 575 4 A8 M i 1 x 43
EMER T, BT AIRA FER BE M PPAR v S0 Nrf2 0E R, Hep ik Nef2
BORFIRENE S R BIE SHRIBA / BR8N Nrf2 EAZ S A

[0282] &) it HIEF /RN ZAE B BEER BT RSB AR E FIREE R 25
FEAN 1, 2 ZHRZAEN L0 —3- Bl o0

[0283] b) A& /NTF 35 MERIRT ;F1 / B

[0284] c) HA/NT 600g/mol 4> F& ;1 / &

[0285] d) NEFEEEIEE 1 MEL2 MG BERIR 6- B 6- T B, HAF 1.
28 3N A N0 8L S KIFRIR T

[0286)  F LA HERI—AN ST R, BT Nef2 St 2 B O L REM / 3%
FURE . YUk, Frid Nef2 SEFRIRE SR PR E SR —PE.

[0287]  84. JARYFERIRS O ML BRI ) 7 V2, S H R IGA T E NN B L i F PPAR Y 357
FONr£2 FIER, Hd Bk Nef2 BUEFIRE % 5 | B0 SRR / 808 M Nef2 EEZ S0
FA

[0288] &) i HIAFL/RIRN AR M) R A B I 00 MRS AR A I P RIS (R . 25
EEFN 1, 2 ZHRAIA R 4% -3 Bl s H0

[0289] b) AE/NT 35 MKIRT HN / B

[0200] ¢) EA/NT 600g/mol K5y F& ;#1 / B

[0201] o) NESIEEAFHEE 1 Nk 2 MG EEIN 5- 8 6- TSI, HAF 1.
28 3Nk E N.OELS FIFRR T

[02092]  85. VAYT BRI P WK S 0 150) Qi Wiy 1 1 BELZE T A R RS A 1 AL 1 5 ¥, 5 VR
WA TENEZ A PPAR Y JB)FIFN Nrf2 g, Hrh frid Nef2 BUEFIREB 5 R EH S
AT / BN Nef2 a3 A

[0203] &) i AW /RRNZE B BERE B BT RO SRS AR P IREE AR 25
BRFL 1, 2 BRI 0 -3 Bl ;0

[0294] D) BE/PMT 35 PMEKIRF H0/ B

(0295] ¢) EF/NT 600g/mol B4 F 8 ;F1 / 8

[0206] ) AEESHEEAEDE 1 N2 MRS BEIF 5- 8 6- LI, HAF 1.
2803 NEE N.OBLS IR T
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[0297) 7 FRFER—ANLHA LS, Frid Nef2 BOEFIMEEAR 2 R R ERE. ik,
Bk Nrf2 BRI E DR _FH. ESBR— PRIFREE L RE.

lo208]  86. VRSTENTABI BAEWHE T / BURFEM ¥, A EAHES R ENERE A
PPAR v ¥KBNFIFI Nrf2 S35 5, b iR Nrf2 38095 5 8898 5 | R 5% S0 8 / a3 i
Nef2 EAR G FHFH

(0209] &) & HIEW/R RN 2K By BEA Ny S HL A AR SRR R AR & I IR BB . 28
ERAN 1, 2 B3 X =4 —3- Bl s f0

[0300]  b) HE/NF 35 NEEIRTF ;1 / 8L

[0301] ¢) BEA/MTF 600g/mol KT8 ;F1 / 8

[0302] o) DEESBEEAET 1 2 MEEEKERI 5- 8k 6- LIRS, HAH 1.
28 3 Mk E N.O B S R T

[0303]  87. VAITBUINNTRIE W I ¥, & A B A T E R B & PPAR Y #Bh 5 F1
Nrf2 B, Fp BTk Nef2 SaE T RE W 5 | i s ds RIS / 88N Nef2 R EZ 560
H

[0304] &) i BHIETR/K RN SR By BT B B AR SRR IS AR B P RS (AR . 25
BRAD 1, 2 ZBR2IN R 4 -3 Bl 0

{03051 b)) AE/PNT 35 MKIRTF ;1 / 8L

f0306] ¢) AT 600g/mol H4F& ;71 / 8L

(03071 ) AEFHAEAEDT 1 82 MG BRI 5- B 6- LI ENT, HAH 1.
288 3Nk E NLO B S HIFR R F.

[0308] 7F LR BERM—NEHESEP, BRI BENRERLRER T8, £LidA
ERA— SRR, BERTENE DR —FRERER TEE. ELRBRFENE—
MEEHFER, BB TENE SR _-_FREAEAT2E. £LEFENS —ANLES
RN HEFIRFREE L RE. £ LRBERS 2T R+, Brid PPAR #3h
FUAS ML BB, 5] 01 5% 51

[0309]  88. VAYTERTUFG ARARE M B & S BIE A A / SRR MERN T, TR A%
FERBEEA PPARBEIFIMNE BB _HENEN / 3 E SR —ENR.

[0310]  89. VAT ELTARG AEIS S W 0] B 8 %R mFl / SRR T, T R
EER BE T PPAR MR RE O RE.

[0311]  90. YAJF SR THBH Lo I B 508 « AR R A B8 LD HE e R SE OB PR 7 e E I R E R
i, ST R AR A N B HEH PPAR BhFIANE L — A / BE LR — .
[0312]  91. VAYTELTNBT B 8 SRR / 2 M550 T LB 008 WP IR I 0% RS AL B e
SRR RO B o FE RRE W T VE, 1% 5 R R 4 T B 1 28 38 e R AEPLE A% 51 B Y PPAR 3530
FIFIE SR — FEef / 3 E LB —PEs.

[0313]  92.PPARY #hFFN Nef2 BUEFIAE A T1877 B & G5l / s8R .
[0314]  93. AR LR T / BSLHEH K 92 (— P2 Rl PPAR Y 3710 Nrf2
BOERTIA AN, HARFETE T g Nef2 BUEFI 2 B DR = Fs.

[0315]  94. R LR SCHES TF / I HE R 92 I —FPEk L PG PPAR v X ZhFF1 Nrf2
BOETVAS N, HAFEAE TR Nef2 IS TR FEER 2 RIE.
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[0316]  95. MRIF_FR ST R —HIPPAR v J4BhFIFI NcF2 B FIA & N A, AT
BTk PPAR ¥ 3720k As 5 E .

[0317]  96. W1E LR LHEH E 2 —HIPPAR v JBIFIAI Ne f2 G IR &N A, EFFEE T
FTi& PPAR v JBhF)E B B4 5B | 4% 5| B A48 51 H

[0318]  97. WIE _LIRSLHE R —HIPPAR v Sz Ne 2 JiE A& N A, AR T
Frid B & R ERm R/ R R R R R B .

[0319]  98. #34E LIRS T £ Z —KIPPAR v BN Nr£2 G FA S N, AT
Bk B & SRR/ SRR R L K IEEN

[0320]  99. WHE LibsLiE S K2 — I PPAR v JEhFIFI Nef2 B F A5 N A, HAFEAE T
Fiid B 8 sEmmm / SR R R RS K .

[0321]  100. 4R FIRSEHETT =2 — (1 PPAR v I&Eh#IF0 Nef2 S 44 3, B 7E
FEiR B & R HER / R MR R TR .

[0322]  101. RIB R SEHES 22— PPAR v SN0 Nrf2 BUE A& N, HAF A
FHR B 5 SREHRmM /SR MR 2T TBRIR A .

[0323]  102. WR#E LR ETHEH R —H PPAR Y BEh5FN Nrf2 BOEFIA SN A, B
FHIR B 5 RBEERI / BT R PR S

[0324]  103. RIE_FRLHE TR —K PPAR Y #EhFFN Nef2 SIEFIA &/ A, I ELE
THR B & Rkmfn / R MR REENTL S .

[0325]  104. ZyWH &Y, HAESHEIE. & S8R — PECFT%L K —MEl L M EH .
[0326]  105. ZhMAH &), KB4 E S — B ESFIE B 2K 50 E7 . s 37 57028 5 B 79
PPAR ¥ BN IR —Fr sk 2 FHRTEFH.

[0327]  106. Zi¥4E A, HAE& PR E L REFL B ZIEE . ZHE 508 .tk 5 B FER
¥ 7R PPAR v B0 7 FNE 28 B — PP a2 BRI

[0328]  107. JAIT BLTRRS &AM I 7 V2, T VA BG4 5 B B A 1 B 4% 1 R
(] PPAR Y SBhFIFE BER— BB / B BN

[0320]  108. AR LRk sEiE s A/ BSEHET & 107 F—FrEl M s, KPR E S
B o pEEEEEDBR_PRIE DR MR E R — REREE E DR — PN
E LER— L.

[0330]  109. MR _LRSLHE TR / LG F 107 3% 108 FI—FhS L F R 7775, A BT
7 PPAR Y 3305704 51 B 32 [ NPk 20 R R0 25 5 I

[0331]  110. BRI LRSS TR / BELHEHFE 107,108 5 109 F1—FE LRI 51k, H
TR f 2 A P R R 2 R MR AL .

[0332] 111. ZAYAEEY), HEEiE B FIEM PPAR v WEIFIME L EE— e ms A / 8
P EE TR AT i —Fh ek £ MR 5.

[0333]  112. AR¥E LRSEMETT A/ sliSEfEA R L1l —FhE S FZMA Y, P
RELR _GEEEEELIR _FHRAELR _CHEBEAMAEDR —EMHREE E DR
—HEEAE SR — .

(0334]  113. MR _ERLHEHFRM / HLHEHE 111 3¢ 112 F—MEBEZHBOAYAED,
LR PPAR v SRBhFH& I ERE B nbAS 21 B A0 4% 51V .
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[0335)  114. VRYTSRTRBH M MIRB Y5, ZAEREAFTERN BE HRE Lk
WET SR/ BSEE S % 111,112 8% 113 f—FHER B MR ZMAEY) .

(0336]  115. MR LIRLET FM / BELHEA R 114 W—RS SRR 572, L madi
iR % R

[0337]  116. [E & OARSIEY, HAE %L BH&FIERK PPAR v EahFHIAE SR —Hr R R / 83X
R ER AR A B — P Bk 2 PR T

[0338]  117. MR LARSEHET M / BIEHES R 116 [—FhEk £ P & 4 O ARFEL, Hrp
R E LR Bt E DR _FENEDR - ZEETRAE SR —REEEED
BR— RN E LR— L.

[0339]  118. 1RHE LIASERET M / BREEHET R 116 8¢ 117 A—Fh a2 P i [ 44 O AR
B4, Hrh PPAR Y JBhFKE 51 B % B kA% 51 e 0 25 4% 51 B

[0340]  119. VAYTBRINR M AR IR V5, Z A ARA T ERN EE OREHRE L
BSLHE T AN/ BRSEHE T SR 116,117 B 118 [ — ek 2 # [E44 O ARSI AL

[0341]  120. IR EARSLHEFH R / BUEEHEA R 119 FH—MEB B R EI 5%, K mast
B2 % KL

[0342] 121. IEHE, HEOE a) I HBEFIEEKI PPAR Y Hahs ;1 b) ‘& BER—fFENeH
/ BB IR o) FIB T BB,

[0343]  122. R ERSLHET =AM / SELHEH K 121 I—FREFHRESE, HFpTIR
EOLBR _GEREAEOR _FEREAELHR _Z2BEAREIR —RERLEAESH—
FESFIE B — Z B .

[0344])  123. W48 LIARSLEH M / BUEHETT R 121 8¢ 122 I — P B M MERE, =
H PPAR v 33051 51l 2% B MEAS 5 R F0 2545 51

[0345]  124. VAJT B 5 HZEASH / SRR MR 5L, A EEEAE AL B %S
A i) PPAR Y BBhF s fl a) 4 B Nef2 VG, Kk B B SR FECEZ RE 2-#
FE -3, 12- ZHEAAFHR -1, 9(11) 4 -28- iR F fi5.CDDO-Me \RTA 402) \2- F & -3, 12- =
FARFHE LoD 2/ -28-FR ZB5.2- Bl E -3, 12- ZHAFHE-1,901) =
7 —28- R (CDDO) \1[2- | 3 -3, 12- Z /| AFBE -1,9(011) - Z 4% -28- BE & ] Bk v
(CDDO-Tm) < 2- B & -N- FE -3, 12- &M FBE -1,9(11)- = %% -28 BEfiZ (CDDO-
X B B, CDDO-MA) . [(4)-(4bS, 8aR, 10aS) -10a~ Z % % -4b,8,8- = F & -3, 7- — &
£ -3,4b,7,8,8a,9, 10, 10a- /\ & JE -2, 6- — & 1 (TBE-31) .2- & % -3, 12- ZF AL+
R-1,9(11) - =4 -28- FF (TP-225).3- M T & 4-BEXFEM.2- NTE 4-REX
Bk (BHA) WA T 2588 (tBQ) AN T 2SR (tBHQ).3,5- — - T & —4- BE F I (BHT) .
2,6- Z - TE-4-TWHE -2, -2 -1- 01 (2,6- = - BT ZEFEAY) BHT- B
PEAY) . ZEE BB TRIE.&WEF ERE O PR, AR, REREE.
WERR BG o HEEE S AR B A R REER . R R B S e .5-(4- FEE - F
F)~1, 2~ TR TS -3- Bl (ADT) JHNEUBEILAE J5- |REKBER (EVWHNE) 5~ F
B -2- B E - KPR 4- 668 -BH-[1, 2] ZHRZA3F IR 4% —3- 2 ) - ZREES (ATB-429) . K
MR BB BENE AER.RRERE L. BRE R Y. R 6- FE VB
OB R LRI R BRI R BN B LA R B R AR, .
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g b) BEFTR S B Nef2 S FIN WA S Y,

(0346] A2 -

[0347] WRATR B 5 Sz EAGH / 8 58 M RG22 R B 7 BLFTIAR PPAR S350 2 it kg 51 B
BB Nef2 BOEFI R E DERER, WiZIGIT A SRERAS .

[0348)  125. VAT H 5 S EISA / SR MERETS 773, %07 15 B HE 40 4 i R ot B 4% 51
2K PPAR Y BBN5 s H0 &) 22 B A Nef2 BUER, Hik B SERARE.3- N T & 4- REXF
FEE.2- BT 2 -4-FEFFE BHA) BT Z8R (tBQ) T ZEER (tBHQ) .3, 5- = - T
-4~ BEFR BHN 2,6~ Z - T HE-4-WHFE -2,5-H2 "M -1- 8 2,6- = -#
TEERFEAY . BHT- ERFENY) ) . 8% KRB TR £HF EHE O E.FE
B PURERE | R EEER TS ik BR S  uinndk B Lok A AR . B Ah AL R L RB BB SRR b BB
Pr5-(4- BEEE -ZFHL) -1, 2- “HRZIA R 4% -3- B R (ADT) ML RE L5 BIEAK G IR
(EPE) 5~ TE -2- BR - FFBE 4- 6- 5 -5H-[1, 2] ZWMFEIH R M -3-) -2
Ffg (ATB-429) . K& R B BRG AR L LN R AR LA R BT 5o
B% 6- FF B W RA MR UG DL R ok 48 B vl R R0 I e S5 RN e TR B 18 L e B K L SL 1 R i 4
HARFMAFIE s8R b) BE TR SR Nef2 BUEFIMAMAEY,

(0349] &Mt 2

[0350] ISR PR B B IR RN / B R MR RS 2 BB s BT PPAR 3 ) 2 rib A% 51 B
BBk Nef2 EF 2 E DR, WG T A SREREE.

[0351]  126. AR¥E _iR$R K BISEHE T RIVETT vk, b B 5 %R BEig A / SR M Gk
BAR B R IR B R (CKD) P 2728 M R W28 i+ 12 2 PHL B M i B 8% (COPD) L £T
YAk RIS RIRR AN R s (IBD) .

[0352]  127. #R¥E LIR$E RIVSEHETT RIVEIT ik, b B 5 R / SR RS2
PGS R, ik A 2 R E RIS 4 54T (CIS) WIS 45 M ZAH AL | ] /R ok BR
95 FIE TR AA L BRI o

[0353] 128. W B E RIEM L, Z A ECTEA S M H % B # 5 ER K PPARY ¥
A Fa) FEPON2EER, HEEEIRB.PEELRE - K -3, 12- =
RS OR -1,9(11) = 4 -28- B B K. CDDO-Me. RTA 402) .2- & % -3, 12- = %
RFBE-1,901) 4% 28-S ER.2-F E -3, 12-— & RFHE-1,901 =
% —28—- B2 (CDDO) . 1[2- B 2 -3, 12- — | A F R -1,901) - = % -28- B 2 ] sk me
(CDDO-Im) . 2- &( 2 —N- B 3 -3, 12- Z 8 ARF AR -1,9(11)- =% -28 W k& (CDDO- H
Bk i, CDDO-MA) . [ (&) -(4bS, 8aR, 10aS)—10a— Z 4k 3 —4b, 8,8- = H & -3, 7- = &
f£ -3, 4b, 7, 8, 8a, 9, 10, 10a- J\ & 3 -2, 6- — iF ] (TBE-31) .2- &( 3 -3, 12- —FH L FH ¥
R-1,901)- 4% -28- iF (TP-225)3- M T & 4- BE X FBE.2- N TE 4-FEX
Bk (BHA) AT 2R (tBQ) A T E S EE (tBHQ) .3,5- — - AT % —4- B E B I (BHD .
2,6- — - THEH-4-TFE-2,5-FS 2 -1-8 (2,6~ = - T EER FEIY) BHT- ER
FENY ) . ZEMEKETRE. WS ERE . OF . PR AERE. WEERRES. 1
WERG G e EE o ME S IR B AL &R L B SR SR St BB A7 6-(4- A E - X
-1, 2- THRFRIF TG -3- Bl (ADT) JHIVERENLRE . 6- BIERKHEE (EWHRIE) 6- K
H-2-FE -FHR 4- 6- 58 -5H-[1, 2] WAL 06 -3- 2 ) - R FE B (ATB-429) . K

42

Sy}
=

~




CN 103998035 A iw BB B 38/55 T

MR ARERGHE. CER.RRARE L. RRREBEYEN. RN EE 6- PETHEEG
ZECEEU R LR RS ERI e B e B ER  pr BRI R AR R RN
B b) BEFTRS BN Nef2 BiEFIN YA S,

[0354]  &f4 R :

[0355] UNRFTARRIESWE R —RRERN / HFERE K FEEFTIE PPAR H3h 52t A%
FIER BLET & Nef2 g2 E SR, MZETASRERAE.

[0356]  129. WREREE RAEMI T, Z AR BEFEH &R % B 48 58 i PPAR v #3h3) s f1
a) 7F B E Nef2 SBER, ik B B DERES . 3- ST & —4- BERHEB . 2- T £ 4- BEK
FEE (BHA) AT 28R (tBQ) AT H A ER (tBHQ) .3, 5- = — AU T % -4- BREF X (BHT) .
2,6- - T -4-WHE -2, -2 -1- 89 (2,6- = - T EEEFEMNY).BHT- B
PEND) . CEE . KETRE. &S EHR. 0355 PEWR. O RERRES .
HEER B W HEE i e = B B AL R R B Y ARG AT BB T hr.5- (4- PEE - K
-1, 2- ZHRFRI R T -3 6T (ADT) DAL (56— BAEKHER (EWHNE) - &
B -2- B - PR 4- G- WM -5H-[1, 2] ZREIRIR R 4% —3- 2k ) - ZFL B8 (ATB-429) . K
wE AMARGAIE. EEZH . RMEAR K LR, RS R a R 6- B E W HEE
O ElR iR A S R B b R e B N  Se B B LR R A R B AR R R L
B b) B TR B Nef2 BEHI A S,

[0357]  SfR2

[0358] NRPFTRRIESHEBR —RRAEM / SRR ER S EFTIA PPAR 3h 7 &ML
FIEA BB Nef2 BUEHI 2 E SR, MZE T A 5RERAS.

[0359]  130. #R¥E LR K ISE i 7 R, HoAh ik RAE 218 RAE

[0360]  131. MR¥E _LIRHR K I SEHE T FEI A5, Hob PPAR v KB 51 B ik B b 4% 51 &7
FEZ & TV o

[0361]  132. MR _LIBIE K AL BRI, b Nef2 G H 2% B 8 DR — A NE
FE DR — Rl E DR .

[0362]  133. #R¥E LIRSZHE R VR, FPBTIR Nef2 BUEFI 2 E LR Fhs.

[0363] 134. G A &), HEE & B A FIEI ) PPARY B3I ; F1 Nrf2 $3E 7, 3
HEHELRAEE. FREOSERE Q-8F -3, 12- —HSAFHE-1,901) ZF -28-F%HF
fis. CDDO-Me+ RTA 402) .2- B & -3, 12- ZH8AFEE -1,9(11) — % -28- R ZH5.2- &
-3, 12- —E AR E -1, 9(11) — % —28- ER (CDDO) .1[2- F % -3, 12- — | A F B
B -1,901)- — % -28- B & ] Bk Mt (CDDO-Tm) . 2- & 3 -N- FF & -3, 12- = & 1t %
B -1,9(11) - =45 -28 BEfi% (CDDO- FF LBk A% .CDDO-MA) . [ (£) - (4bS, 8aR, 10aS) —10a— Z 4k
B -4b, 8, 8- =FH -3, 7- —4&48-3,4b, 7, 8, 8a, 9, 10, 10a- J\E.3E -2, 6- =& ] (TBE-31) .
2- |EE -3, 12- ZHASFIR -1, 9(1) - 4% 28~ i (TP-225) .3- W T & —4- BEKH
B 2- BT 2 ~4- BEFXFEE BHA) (BT ZEER (tBQ) T ZEEEE (tBHQ) .3, 5- = - T
B -4- F2ELFPA BHT) .2,6- — - AT 5 —4- WHE -2, 5- K2 4 -1- 8 (2,6- = -
THEEFEALY . BHT- BRFEAY ) LB BRTFRE. ©EF ZRR . A¥FE.FE
B POEERS  POEEER BG N ndEBR B . mnrde B oinmME A s L /AL R L B E B A b
Pr.5-(4- BEZEE - ) -1, 2- ZHIZAE R & -3-FREE (ADT) (WA BRIERE . 5- B EE /KGR
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(EPE) 5-FHE -2- BE - EFER 4- 6-Wif -5H-[1, 2] WM M -3-3E ) -
FEME (ATB-429) . KR . A ERIGNES L ET . F I EEK L8 . R IR S ER R ES E}lu
B 6- AL WAAELEE O BE UL R Bl iR R BvE MR pe 2 F b BE AL B b 2B BE L S 7 M 4
GAR S RFIEL ST A —Fh a2 PR IR

[0364]  135. A EY, HAE & BRFIEE) PPAR Yy BBhHI sF0 Nef2 BoEH], ik B
EDREE.3-NTE 4-BREFXFE.2- NTHE 4-BEXFE BHA) N T EBR (tBQ) .
AT SR (tBHQ) 3,5- — - T & 4- K E B X BHD.2,6- — - T & 4- L H
B -2, 5- N -1 (2,6~ = - fUT HERFEAY). BHT- R ALY ) . 28 e K&
BFRES &Y ERE O PLEER. AR EERRES . ik BR TS  nin k& L e =5
B Bmax.BREER. RN BEEh.o-U- BEE -FE)-1, 2- “HERL -
& -3- Wil (ADT) \KNEREMLIE 6- MEABR (EVHE)H-RE 2-BE-FXPR
4~ (5- FiAX -BH-[1, 2] BRI L — 4 —3~ 3% ) - ZREBE (ATB-429) . K &= R BERIG N
fig TEEM . F B R L8 PR B 6- PR MEEE CE A R LR K
BV HE RGeS BEEE IR e SRk AR R AR B TR R RN AR s AT B — Fh e
T 1 o

f0365]  136. MR4E _LRIE RIS 7 ROAMAEY), Frh PPAR v B0 FI T & B it
¥ 5 H AN 2 4% 20 R

lo66]  137. RIFE LRI RBILH T RENAGYAESY), PR N2 HEREEEES
M e Bl s B — AR E DEREE.

[0367]  138. R#E FIRIERSLH T RWGYWAEY, KPR Nef2 BUER 2 E SR
FiE

[0368]  139. [& {4 O ARFIZY, HAERIE Lk I8 RIS R AMAED .

[0369]  140. ¥A¥T B B F R RS A / B M BEAS B 7 V5, Z 5 VA FE i AR BE bR sE iy
R/ BSEE )T R 134,135,136, 137 af 138 HI—FhER S FH 25 WA -EY) .

[0370]  141. AR _bIR$E R BISEHE T REVVRIT 515, P B & R / 8k Sk
R B EE A 1B B (CKD) M &8 M R 7 B M L A8 PR BHL 2 M il 7% (COPD) L &F
Yedb RMERTTRIRBFN R (IBD) o

[0371]  142. R¥E _LRIR K WISL 7 RAVETT 775, Hh B B iz g / iR MRS
MR, Bk 8 2 R IGRILEE S (CIS) JHLEZ4E M ZTE1L. Iﬂfr\?ﬁxﬁ@ﬁ
i~ F E TR R & 2RI

[0372]  143. WEEHE RIER S, ZAEEREERREN LREiET B/ SREE iR
134.,135.136.137 B 138 —FE LR HI WA A .

[0373] 144, RIE_LIRSEHE T KA VL, H iR 25 — 1B % RAE.

[0374]  145. JREHE, HAE :a) & X FIEIR PPAR v 305 s b) Nrf2 SE ), H
HHE DR PECEZEE -85 -3, 12- ZHMAFHE 1,901 —F -28-8%F
B, CDDO-Me. RTA 402) .2- &% -3, 12- —EMAFHE -1,9(11) =% -28- R ZFE.2- &,
H2 -3, 12- ZEAMAFHER LA 24k -28- R (CDDO) \1[2- & & -3, 12- Z | AR F
B -1,9(11)- — % -28- Bt & ] 5k M (CDDO-Im) . 2- &0 & N- P 3 -3, 12- — & LK 3
B -1,9(11) - 4% 28 Bt f% (CDDO- FEEEEA% . CDDO-MA) . [ (£) - (4bS, 8aR, 10aS) -10a— Z 4k
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F-4b, 8,8- =HH -3, 7- &L -3,4b, 7, 8, 8a,9, 10, 10a- N\ IE -2, 6- —fF ] (TBE-31) .
2- F & -8, 12- ZEARFFHE -1, 9L - 4% -28- JiF (TP-225) .3- T & —4- BEXKH
BE 2- BT 2 -4- REZZ T B (BHA) AT ZEEE (tBQ) AT ZEE B (tBHQ) .3,5- = - T
H-4-FEPXR BHT) . 2,6- — - T HE -4- THE -2, - 2HF -1- 81 (2,6- = - K
THREFEY. BHT- ERFENY) ) . L8 E BB TRE S ZHR . OXSR.FE
R PORERE . OEERR B\ o lf BR IS  nin kB L invdE A A W B An 4L R RB HE My e b . BT
f7.6- (4~ FEEE - ) -1, 2- ZHAH K Z 4% -3- il (ADT) (M0 EBRtL e (5- EEK G R
(EFWNE) H-BHE-2- BE - FRR4- G- -5H-[1, 2] AR LM -3- &) - K
FPR (ATB-429) . KF R AME R IG A L2 T R IR R A L. RS BRFEE. A0
IR 6— FEETRATEE ik LA K RS K B9vE M I i AN e B AL B e SR Bk 2K ST AR R )
RVE AR AR AL sRTIEN o) T4 ERMHE.

[0375)  146. WEZ &, HAF a) & B 56K PPAR Y BIBIF ; F1 b) Nrf2 BE 7, K
WHEDBE.S- T & 4-BERFR.2- T 3 -4- REFFB BHA) T EE
(tBQ) T ZEEEE (tBHQ) +3, 5~ — — T % —4- HEHIK (BHT) .2,6- — - BT & -4~ ¥
FE-2,-FB 2 -1- 8 (2,6~ = - T EERFEAMY. BHT- BE FEAY ) . LHE.
BRTREE.&EST EHE O ST, FEIE. AR . AR TS N HEBRES . nHERE ek
ER EMAR. EBER . ARG BE . 6-(4- FREE -FE)-1,2- ZRAHK
I -3- Bl (ADT) ADEURENLRE 5- RAEKMER (EWHE) 5- BE -2- BE - XFR
4= (5- AKX -5H-[1, 2] ZHRAIR DL 4% —3- 58 ) - FEBS (ATB-429) . Kin % . FIRE RGN
s e W R E R R ZEE . R E KRR, R AR 6- FETRHEBE D6 U & FiRE K
BTSN e B AN GE BE B B L b B L LA R A R R AR £ (IR o) A T4
H RNV

[0376]  147. FR¥E A4 & B St 7 R E &, Hb PPAR v 307 F L B kg
51 R FN 25K 5 o

[0377]  148. R¥FE LRt K SEHEA RO EA &, KPR Nef2 BiEHI2 28 E B
IREEREAE LR — R E D RRES.

[0378]  149. R4E L AR KL A RAKRENE, KA Nef2 BUEFIEESR_F
i1

[0379]  150. ¥A¥7 £ RMEEM G IRILLEEIE (CIS) WA, S hEARE R A2 M
B BRIR PRI LR A B A A I E B — B / 38 DR Al
HIZ5H &Y.

(0380]  151. MRIE LIRSLHETT A / BSLHES 5 150 F—FER BRI 5, KPR E 5
B _REREEE DR _PRNE SR ZBHTRE DR — AR E SR — P
HNEBB— L.

[0381] 152, MR¥E LIRS A M / B E 161 P—MEkE M HP iR ESD
Rl E LR k.

[0382]  153. HRIE CIRSKH7T A / BUSEHETT & 160 B —FEk Z R 7 i%, P Eridig 5
] A2 L 57 W 5 25 s 51V R o

[0383]  154. MRIE_FIRSLHETTRF / S R 150 M—FMRES M TE HPRAE
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VAZELDR _GEREDE DR _FERSE B Z L8, s 71| 8 2 ik k% 5 B 5k 2 5
5\ 8 BBk 25 P 40 & ) R T A O AR SRI RS .

[0384]  155. MR LIRSCHEA R / LA HT R 154 H—FBBHHFE KPP ARED
B e B AR E DR .

[0385] 156. ZAMIA &Y, HEEHIIFME DIR— AN / 38 S A mRfTiE
) — PP a2 P .

[o3s6]  157. MR _LARSLHEA A / BSLHET R 156 H—FiEiZ M ZiA &Y, P
REDR _GEELTEEDR _FRKESR _ BT RESR —RERLEBELR
— AR E SR — LBk,

[0387]  158. MRIE_LABLHETT R / BSEHET R 1656 H—FhEiE MY EY, HP
1 4% 371 B R AL A 1) B 5 A B W

[0388]  159. MR¥E _LIRSCHET R / BELHETE 167 K— MM WAEY, KA
REER R EE DR F L.

[0389]  160. MR _LIARSCHES RA / BSEHET R 156 M—FrEkZ M A A, b
W25 A A A O RRFUEL

[0390]  161. 1RYE_LARSCHEA R / BISEHETT 2% 156 F—Fh sl 2RI &4, Hh i
BREGR _GEREAESR _PHRNELR _CHEAMRESR —REREEELSR
— RS E LR — B8, FTiR#& FIEE 2 A% 71 B 25 2 4% 5 B, BT iR 2548 -5 4 2 DR
B,

[0391]  162. R LIRS R / BUSLRET R 161 I— RSB F WA EY, P
RESR _GEREEE DR FE.

[0392]  163. MR LIRS B/ BLSLHE T & 1650 —FhELZ P 7%k, B ik B
BAEZ RN

[0393]  164. MR¥E LIRS SR / BSLE T 5 160 FI—FELZ PR 73k, H APk &
BAH KIS TE .

[0394]  165. YRITENTNDS B & SRS / Bi HERREARRI 7%, & B e FEMES
% B 4% Z)ET ) PPAR Y IR B2 RIE.

[0395]  166. MR LIARSLHET A / BUSEHETT 3 165 —FrEl B R 73, ke ®
REEFECLZERE.

[0396]  167. MRE LIRSTHEH M / BT 5 165 3 166 1 —FMELZ PRI 775, K
PPAR Y Jsh#% 51| Bk [ ntk k& 5 8 A0 25 4% 51 B o

(03971  168. MRE_LIRZLHETT R / BUSLHETT 8 165,166 B 167 [1)—FPERZ A 77k,
W ATIR B 5 R RERGAD / B R MRS R M E o

[0398]  169. MR¥E_EIARSLHET R / BT 2R 165,166 3X 167 {1 —FhEiE M E 772, H
a5 RIS/ SRR R K.

(0399]  170. &Y, HAE a) kB &HEF MERMNE S 5- BIKBR (FUER) 1
L&A b) ¥ FEH.

(0400] 171. AW, HAHK a) & BEEF MEBILNE S 5- BEKBER (FPHE)
1b&Y)F1 b) EAEFIER .
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[0401]  172. AEY), HES a) & B &EZ AR 5- REKEE (EWHE) §)
e &Y)F b) BREFHIEE .

[0402] 173. ZAMAEY, HEE a) B EHEHES AR S 5- EEKBHR (£
Z ) BIAEY) 0 b) A& FIER , B anotk A% 5 ER 505 48 FUE s FTIER ¢) —FheE R
[0403] 174, V65T B RIB MR R BT, & EE S B E AR SDlE A R 170-173
HIAEW, ERE a) S FEMIEBEILRER b) &I KMAEGY.

[0404]  175. 547 1% B R MEW R BRI 9] 435t 377 14k 45 W 9 F0 5 R0 XT3 RE 1R 7 ¥, 14
ARG BE T ARESLE S £ 170-173 KA, RiE B SO E ek 5- BEKHR
(FEYWRZE ) FMEHERKEH Y.

[0405] FEAKBAM FH—NEHT R, TARB S SBBmmA / s8R R W2 OIS RAES
WA & 9 AE, 9] an ZFuR K T R R BRI R . ZEPLIE I SERE T B, k@ it S e O
Jes 0/ R wk B RV P 35 s ) Bk FL B IR T IR FE BRI, BT R R B st i sk FLE R
B :PPAR Y BRBHF, 141 Q& 50 B, AR IENEA% 51 B B 5 48 5 B 5 0 Ne €2 BS540 20 SE AR BT
T EEERF / BT EEAL R 2K P RE A SO KA H e iE ), (R 3- BT 2 —4- B EF
BRI, 2- A0 T 2 —4- FRE K K (BHA) W AUT ZEEE (tBQ) «BUT EAEE (tBHQ) 23, 5- — -8 T
H-4-FRERE BHD) 2,6- - N T HE-4A-THE-2,5- M -1-H 2, 6- - T E
FRFFEALY). BHT- R EALY) ) 8B R B FRE. ZHE. DS PSR RER.
PR A R T WMl R S W P L e 9 B R R L B R SEARA b AR 4y 5- (4-
FE-FRE)-L2- ZWANKNTE -3-TRE] ADD) Sb-H&E 2- BE-FKFR4-G-T
X -5H-[1, 2] ZHRZIF R 4 —3- & ) - ZKEEE (ATB-429) . K & \ R FRIG A B 2
0l RIRE R AR LB AR R ER 6~ PEUEBIE QB LR EdRiR &S
FURIBEREFBEBEIEBS  BedE BE LA B A B Rt fth . BIREEESERRATUETE
SRR R SR TR0, 490 6, 5 3 2 I v e M ' A TP 300 O RE R B /K R 03 B 4b, B
T VA VBRI BB B SR o B IR TE R AN E TT LB S P A, B/ e, FlundiiE RE o e 7
MEFUER S AL S5 5 T N o AR R % 3R 497 40 2 B RN 7K A% BR B 8 A K A R R R LR
N RE R R NS S BEKE.

[0406]  FR|pt, A<z B 6 1) SE i 75 S8 R VR AN IR I B AL B 7, B S :PPAR BEh7),
B.E%& PPAR Y 35N 50, 451 ks 1 B, A0 45 Lt s %) B 2 251 A% 5 B 5 R0 Ne£2 J5075 01, 48] 3
AR GE T EERRA / sk T EUBEER FRSUASCIR K ETE MR, F A2 3- T
I —4- BERKPEE2- BT E -4- BEXFEE BHA) BUT ZBR (tBQ) I T ZAE B (tBHQ) .
3,5- = - BT H 4-FEPE BHD.2,6- = - T H -4- THHE -2, 5- 4% -1- B
(2,6- — - T 2B PR BHT- EREFEALY) ) . F M BB TRE. . EEHE. AR .
2SR PEEE L POAEER S N mMEER TR vk ik (B BR VB IR R L RB R R R
B 5- (4- BEE - FKE) -1, 2- ZRAMTE -3-E (ADD) J5- & & —2- B - K
B 4- (5- BifC -5H-[1, 2] BB R 4% -3- 5 ) - ZEEAS (ATB-429) . K E .. BMEM
EREE TR R ERE 8. R E RN . iR 6- PR UEEE MU & iR
17 R BIE HERIR b A B R B e B B LR A B R AR, IR — DRI
SEHET R, BTk TEHR S B X LS ) BB BE F P E B 5 ZE i LB
FIERBEEARFN B ERME D 0. 1%, MRIEED 0.5%HED 1.283% (w/w) o
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[0407] ¥ T 4R 26 5 A0 U A R AR 28 R 7 P B9 4R B H#E & 4 Journal of Clinical
Periodontology &5 24 %538 5 83, 1997, 3 287-296 T,

[0408]  ZF J& 2 RN 6R K (IS WA Y 2 A AT A% B BB 40 19, 45040 Journal of Biomedicine
and Biotechnology Volume 2011, Article ID 754857, 8 pages doi:10. 1155/2011/754857.

[0409]  FEACK BHI 5 — ML RISEHE T R4, BT iR PPAR v (Eh 74 an itk % 51 B 50 2
¥ BB 5 Nrf2 BRiG TSR & — R A T1877 B SRR EE / SR RS, HlinR)E
FiRB AT AR R, BN RIBHEXTT R B0 LG ZA A B TR I7 58, Flinsp
LM SEREE KA S E U ERBERFI ST RENE . BIEAK
RS R A& BB A0 PPAR Y 3 sh 345 dn % 510 B « 32 ik A% 57 B 550 25 4% 51 B I AR SR L B
T BRI B 5T

[0410] A% B4 & BRHUIR R (2L B BT U 7E R &R it T 25 S0 ik i 4R g 75 F0
FRIBHE XTI R SIS R R T AR NG R . FEXEYEE S, B A5 BBEE N
PPAR Y 505505 4% 50 B 8 %6 Ek A% 51 I I 25 4% 21 M £ 22L ° 3R) . sl R 71 S ) e A - L 2
HILEE R T B e R R 3.

[0411]  ZEH— MBS G R, ¥ Nef2 BEF G H BREIE £ B K5 PPARY 3
FUB 40 4% 51 ARG A% 2 B B 5 S SR &, LUE R TSI B & ek m A / BiR 1%
PRI » ) an N 3ot R NG i 2R PR R N BT #A . COPD Bl it &R o DL, 5
AEEN Nef2 BUE R e H RS EENE e ESRZ 2 FABH M S Nas 5
PPAR 3351 40 A 75 35 V55 Bt Fe 51 2 L 8 ) BN 57 » 4R 3102 R N PR 3 R i IR o>
A5 FABIE .

[0412]  ntbA% %0 R AT DA LS 2 25 FFAE WO 2011015868 1 W02011098746 H i Rof B S5 #4) {4 4l
B A X A R T XA S R A T O e v R R 1 s R TR A SR RN VS VR T IR
FUFTFE 377 B Ik 0 5 38 P 2L B ) B R sl L 711

(04131  fREHh, A& B H {5 F 9 PPAR S ah37IART Nr 2 BUEFIA B T AE R 28 B A&
M), B Nrf2 B0EFIIE R T 5 PPAR EhHI A RIZEBIAL-E ).

l0414] fRIEBEER THITRERMBI / 38 8 %25 A KB A SRR E O AR EY.
[ A 01 AR 2 2 A AT Ak A PR 6 3% LB 2 85 SR ) B TR R BE AN 701, 4 s ol Ay
(CT) EL¥ER )7 (SCT) JEEEAR 7 (FCT) JHEAR A (BCT) B IREH v (MCT) ( 2@ —
AN UL b FI9E 3 48 B0 B 1 ) 8 ik 7E TS s ) B SORE R ) 5 A1 R ) BORL - 1
B A ESIER A R A G A JERIRF. O A RET R EE ) (B, T fiZ
TR HD . SUELFEEER—ZYAED T PR E MR R 4 O RRFIE.

[0415] IUEREEER_FEE. S LB —PRETiEHEe B / 545372 UM PPAR
EHHRHEY . BANRIEZAESYERTRERPHHE.

[0416] IBIBR(EE RS &, B PPAR Y BI55 Nef2 IEHASH T BT A S
FFEIRAN / R IEIRTR , R T %8 T R BN SRR GREIR) , Fali,
ZAF A LURE WSS S R P RNE MR S — 25 %050 i 72 X4 8 A PPAR Y 35K
FFIFL Nef2 BIEF

[0417]  EARBEH—NSEHEARD, RIF AR BHTE T RBEEFN / R MES 2
WERR/ AERERERSSES —BRERRIE. L&, XRAETAS THFIEE
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5EDBR_PRETRERN/ SFRBHREBEEZ —RBEENRIE. WRAEXFHER
W, BTRKE F B A 0 R B AR, R, RN LS Nef 2 JE R RR A ) BB & 3L 1R B B b
VA T B B — 25 R0 IR 0 AT R BORE A, A3 B v 7 ) B FE AN K BRVR T IT AR A
T EMRER, FEREARERT RN EZRER EMEERLZ F A EZRER,
L& FIEE & S — PR AR T AW . Bk, RErik 8 & e migs /
SRR TR AT 2 RS HLIT IR PPAR S5 2t 4& 51 E ATk Nrf2 J0a 12 & BHER R, Wk
AR IGTT 5RERA S, FalH, &4 24 LR A Y BUE & 35 B P A S R 2 —
IR 72 A AF A el it A PPAR v JBh570AN Nrf2 300G 77

[0418] W ERARIEA KR BHAITHI B S B EIGHN / SR MBS 2R BRAN/ KR Ew S
el 52 —BKER R, WAE—ANEHET R, BT 5B PLE AR L AE 518, 50 2%
FIHA BT Nef2 BUEHIA 2 E SEREE .

[0419] ik &1 Ml R0 22 4% 51 B 1 55 =2 W] T R 45 B EL V] DACAAS 5 A 4% & B I B8 7T

[0420] FE—ASEHEAFRF, MEMAFISEEEXF, HEEHS T ZHIIE] 2ng.4ng
B\ 8mg K SRR D #5ER, F T DUIREEA, R E i T aEEMRS R P 4R 2910.—K
SRR EE R AT 4E KV BE 2 % 3000, JEM A S BR AN . —FALER = EERE AN 1 Rhak
ZRHUWT RS A RAESREAEBIIT AR

[0421]  FE—ASEHETT &R, F T O MR BP0 B 7088 T R A B B 15mg
30mg BY 45mg ML FIET (VENT ) :— /K-EFLHE NP RN 4 25 NFOR PR A 4 2245 NF AN
Tl AR BREE NF .

[0422] L MR 55 US6355676. UST976853 F 6403121 LI 77 RAZ BN H T HlF.

(0423]  ZEARULHF B ET30h, RE“EAE BF K PPARY MEIEWN” KA BEH
PPAR v BI1E 2 TETE Nef2 BUBFIMET A RIRE T , K18 B8N = ¥ 57 I PPAR ¥
WS

[0424]  ZEARUBIHRI_ETF SCF, RIEX Nef2 &5 B2& M7 78St Nef2 388 B3 1%
VEAE R VBT Nef2 VR B2 FIVE A "R 18 7E PPAR v BBNHIRIGT A HIKE T, K53
B B Y87 H R BRI Ncf£2 S « RNE E BB —ft B BE (monoalkyl fumarate) FI'E R —fekE
E& (monoalkyl hydrogen fumarate) J&[&] X iF], i E B — FHEE (monomethyl fumarate)
FE LEE— B (monomethyl hydrogen fumarate) o

S HE15)

[o425]  SiEfsl 1

[0426]  £475 120. Omg & 5 E2 — F R A7 S 28 B v A Tl B0 I 1 ) ) 4%

[0427]  #ZIBEF US7320999, ¥#F 12. 000kg E L ER — Ffg, i i 800 VB4 FH H k. &

J5 4% B T AR IR A (17, 50ke i ATAEY (STA-RX® 1500) 0. 30kg
MR AR E (Avieel® PH 101).0. 75kg PVP ( Kollidon® 120) 4. 00kg Primogel®.
0. 25kg X ARERR (Aerosil®) . 4 & ik — FES I E &3k R IB-S W+, BIL 7 200 18
&5k, R AT RIER R AR (Kollidon® K25) 2% KEWMNT, 153
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S FUFRL, SR JE LTRSS SHMER S . il EH 0. 50kg FEAREREEFN 1. 50kg A A
o

[0428)  IZMREH XM KBS W RS 10mg— B 7.

[0420] 5 T SCER Tt 52 B BR, 45 2. 250kg 4R 2K — R R N & B B A 4 & (HPMCP,
Pharmacoat® HP 50) W 2 #t % F 0 FHEF R A4 -13. 00L K Fd.13. 50L 2 B
(94wt. -%, F 2% ERAEPE ) FT 1. 50L 3k4bK . VE g BESEFR, K BRI (0. 240kg) MIABIERZ
WA, B RE I G H N THE A .

[0430]  ZET IR 5E R, F AR R B oW a0 4 B VR B Y i R AR 0. 340kg TE B HD
0. 400kg 4Lk (VI) Cronus R 56.0. 324kg & 8,154 L-Rot—-1ack86837.4. 800kg Eudragit E
12. 5% F0 0. 120kg 28 2. —F% 6000.pH 11 XI, ZEWN FALKIBEFIESYF 8. 170kg2- THEE .
0. 200kg FKALIKFN 0. 600kg = Z R H MBE ( =ZBEXE )« ZAE= LB RMBL A .

[0431] BEERHERHME TR A EARKRE Y H BZH, BIEAKHANA.
[0432] W] LAARHE US7320999 RIS B4 AL

(0433]  SEHERY 2

[0434]  ARFHEHREENEFIEANE D PR AT S %S

[0435]  H3#E US807113, 4 L BEnb 48 ZIHH (99. 2g) ACEEER AL 4T i K4 (13, 2g) FIELHE
(184. 9¢) KRG W E L HRAALIRFIRINL ( B Powrex Corp. #ili& , Model:LAB-1) 7EH W55
136. 2g A ZELT 42 (6. 81g) K AIRL o 4R S5 1215 B (¥ UL ALY A @ ik B AL R AL ATL
( B Powrex Corp. fili& , Model:LAB-1) 7EIL FMIZ M % FLAE (36g) /LT 148. 6 A A
TR (7.59g) /KB R BN TR IR, 15 3-8 EhER 0L A% 1) 85 (19 B FLAE A i B
PR K. MBS (23. 18g) HH AR B MIBURALAD K AP I AATER R R4 4 2844 (0. 728g)
FIrEREEREE (0. 096g) , 3 HIR A, 15 B & ShR b A FIER R A R KK . FHARIE SE sl 1 18
HWEEEDR_PE.EMFTEY (STA-RX® 1500) HGA %R (Avicel® PH 101)
PVP (Kol1idon (R) 120) . Primogel® s (ks (Aerosil®) g & thagntis sl
R (7R & R FI S E R LK

[0436] ST 3

[0437]  #B4E US7976853, ¥ F2 AR 4T 4 & (26. 4g, Grade SSL, Nippon Soda Co. , Ltd.) (5%
IR WEAE 20°C (PIKE BT :8mPa-s) « 28 £ % 6000 (1. 32g) - FLALEK (2. 64g) FHELER L5 %) Y
(16.5g) s ELT K (297g) 1, BRI BARE R FSLHER 1 153 BRI A FIEEN
HEHREA K2 (Hicoater-Mini, Freund Industrial Co.Ltd.) 3 HH FAIE & HIEKRER
A, B BNEACHIF B JE 44X L A Eh BR ik 4% 51 B K (0 S AR S 2 RIS 78 A\ B B B R
FrPIFHEE, RIBARKANA .

[0438] B, BIELHEG 1, TSRS IHEENE S - PENHER,EEH N
AT B FUE TR . R R AR & BT AR A AR

[0439]  SCjEM 4

[0440] & ERERMLAZFUEE (99. 2g) ATHRAR HELA YR (13. 2g) FAKE (184.92) HIRE
Wi AL R #IRIHL ( F Powrex Corp. #iliE , Model :LAB-1) 7 FWi%E 136. 2¢ A%
LYEE (6.81g) KRN, IREHE15 B HIBUR ALK K& i ALK BRI (B Powrex
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Corp. #ili& ,Model:LAB-1) ZE L LB Z BB FL¥E (36g) HL T 148.6g RN EAF 4 R
(7.59g) /KER P22 IR BIEHIRL, 15 B4 -5 SR ERIAK ZUBR i FH FLAE AR I TR oK
BHEBINPERNTRUN KERANESRBELHEL 1 PEINE SR _FPERHE
KA A FIRIRED, RGHFE

[0441]  SCHEH] 5

[0442] [RIRREPIHAT 20mg /K PREE L EEAEFERNGRILEY Type C, USP H 738
1k, FRE 2 RES PR EBLILEY Type C, USP IIERLL N 4/6, #3118 US2012/022156
HWMTAEY :

[0443] BN 0% A EUAII KRB L RE :11.36%

[0444]  SMCC (90LM, AL T ik 4T 4 %, {0 FDA Inactive Ingredients Guide % A )
36. 36%

[0445] —/KEFLHE :40.91%

[0446] FRAEFREAHR :6.82%

[0447] BIAEZEALEE :0.91%

[0448]  fEAREREE :0.91%

[0449]  + “EEBREREN 2. 73%.

[0450] MLk, [ RREE HIE R SRR SIEE] 4 BB DM ISR NE AL RS E
I ELER BB UM 45mg MEAR SR . 05 B EE, A+

[0451] BN, AT LA B8 B 4L B 40 R I WO VR & M0 I 55 L A% 2) I 90 VR &40 T 41 s A 57 »
ks B A, P HIFILSERGRES . £ AL RS, BREKNAERFL.
[o452] EAHIAK HF

[0453] 4R ¥H FHHMR K, MZE TIPSR F HE7 HE DR PR LR
IR A% 5 B LR B R B AR T 3, B eV Tl B e SRR i 0. 5% 4T 4E 5=
/0.1% Tween80 3 HiB X OREREH 2 REH. T HEFEIT PN R B MK E
Ol — S Eg BRI R S ER 2 E DR PR  ER E . AR AR LN R
AR S ) B R A TR ME USRI PR AR T S IR

[o454] A% BHZH-& 6 AT R ELAR & M8 94 CLL 11 AML = 3280 52 0] LLYE Blood. 2006
11 A 15 H ;108 (10) : 35307 F1 Cancer Res, 2010 4E 6 H 15 H,70 ;4949 k%,

[0455]  FHFiFH PPAR v JBHFUFT Nrf2 J03E 7 B9 4L 4 7F O B S8 0 FIH M % JE B0 55 21 4R
R RIS Rk ik 28 (976 77 FFRS 1B A I sh s A

[0456] AR J. Periodontol. 2000 £E 7 H ;71 (7) : 1167-73 BEYL A& 45 F M JR AR A C3H/
HeN /N 5., 3 ELAR 9% 18 A8 Se pta o 48 H 3@k O AR ) P B IRt A% 570 R S BR R e sl T S AR
SR ER RN 5 B A0 SR ARG e B AR BRIEAR Z I R FL A T BRE R AT . TR A AR
5 BANIE RIS AN 5 R IGTF st Lo S BT 8k EEIR & 1E LA K AR A 1% v o Wik Y
FRIT , FIFTIR S W RIS ok sh ) O s H bk 2 2080, B RIR I e S R

[0457]  FHFiF4) PPAR Y B05IFN Nrf2 BUE T B A 78 28 KB M 57T & P )6 77 A TR
Ve B s A

[0458] #R#EWilder, R. L. 2001 (Streptococcal Cell Wall Arthritis)Current Protocols
in Immunology. 26:15. 10. 1=15. 10. 12 ¥E£& 304 FF HARYRE 18 FH scHa5) 4 H 4 A 2R BR WL 4% %)
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Wi E SR FEsS TR EMERA S BT O REFRST . (FRAMRASHRIT SR NEME
FiXT LEFN 5 K IE T Bh 3T bL T BTG BUEIR & AE A5 RAEA% AR -

[0459]  FYMEEVLETRHT VA ST R IE 7 T I VE A P I R

[0460]  TEE A FFGBEERG (SCID) /N RS AR LLA Tk & e IR 5T NRIBFR T I
73 (Boehncke, Ernst Schering Res Found Workshop 2005, 50, 213-34 ;#1Bhagavathula %
A, J Pharmacol Expt 7 Therapeutics 2008, 324 (3) ,938-947) ,

(0461] SCID/MRAMEHREZH . WH—MIEFBREMERE S BRERASEAER
NRPEMRE. BITAENG 1-2 ARG BEAANEEKEADRSIH 7 NG A
VB H 2 IRIGTT 14 R. FEVRIT ERET, A8V HA IR, ARG LR Fit. FAREHARE
BN U BRI A N AR, - HEZEE 10% /R IR, BRELHTEMSERNE. E
REEE . FESHEEAXRTUR Ki-67 MPUEFIHIA D3+ BB EHR Y, Lk
THEANARFEN THEAME. 54 BEIT comye 1 B - EHREFE AR BUEENYI Ao Xt
VAT T BH e vy 7 2 18 it 4R 8 9 B2 RAE A0~ 350 3% 52 JE P 980/ > IS KT o B Wi B3 55 A Jo
R+ Ki-67 Rk DAHE,

[0462]  FIFVFM) PPAR ¥ BBIFIFN Nef2 A FIM A& A 1697 £ K B FRIIG T /EA /Y
1 F EAE ZhIEE!

lo463] # Z 4 F18-10 I % EAE % & #f Tk C57BL/6 /v i (Harlan
Laboratories, Livermore, CA) 22 7 " £l B F0 J8 BF [A) X 32 4 5 $ Ft F 36 IG 58 & 4 51
(CFA) (B2 4mg/nL &5 8% 5> ¥ AT B (Mycobacterium tuberculosis)) FLA4L A 200 v g HEHE
Jig /b 5 B B 40 M %% & ik (MOG3S-Ss) ( H Invitrogen & Ak ) (1 :1 f&FRLL ) o i ik vF 4
2y - VA2 @R P S B BT K D E S A & FUN . RSk, TR AR
BRMEBIEERFE 2 K, X/DRETEENES 200ng 5 HZH{E (List Biological
Laboratories, Inc, Campbell,CA) . /MR E, IIFEESHEBEREM BT RIEM SR
(BAE) HIGPRARIE . $RALPEREN R FIROK, 3 B— B 5 FF iR R I I m, ITE 27 #0
RIEEY.

lo464]  IfmARIFHT

[0465] MAEBEEMER T RABSHAEDRTS. BKRIFFERWT Miller
Karplus, Current Protocols in Immunology 2007, 15. 1. 1-15. 1. 18) :0 =1E# ;1 =BITE
BB (B XAETENERENETERHHZ REH% ) 2 =BT RBAER K ;3
=& ERME (EXRER EAGEAE, BAT LIS — S M E RE—EEE)
4 =l EAaME b =FRE (BIERTRRRE ) 38T,

lo466]  FH T-P¥4 PPAR v SBIFIAT Nr£2 SUiE B A-& FEIA T 2 R IEREAL - B0va T E R0
B HY

(04671  XFJ® T CH7BL/6 dm REIEE N 17-20g RIAE U 4-6 FRIKIMENE /N RIFAT IR . 1§
Fi >95 % 4R 55 P BE B g 2D S8 e 7 40 B 22 1K 35-55 (MOG35-55, MEVGWYRSPFSRVVHLYRGK
) EEBEFREN B S AR EER (EAE) . BT /DR IF HAF R E 100w L B RE
ZErp R K P FLAL AT 200 1 g MOG KA 15 1 g 3k B EMH (Quilija) B E I EFHRY. f£41
R X 35k 57 T8t 25 w L (A A RERR N2/ RIEST 200w L PBS Hf 200ng B H %5
£, 48/PIEATEZXKMERNE B%E R
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[o468] 4 H G /7 M3 26 RIL(RZE S HEfh 558 36 Ko MAEEERNE 2 0 K58 60
R HREMERFA. T 77 %=X IR % AE 34T V7 23 <0, B8 AR I 2 B 9R 1E
0.5, TImEETT 5 THIN MM ZFAIT N ;1, ERBATR 1.5, BATEBMEREKS (A
FELARFERAEVINE ) 2, B0 AR 2.5, B 5 B BRI 3, WU )5 A% 58 & BK
33,5, J5 I 50 4 R B AN B A BT A RK 5T 54, )5 JE RN AT B 58 2 BESY (Eugster % A, Eur J
Immuno12001, 31, 2302-2312) »

[o469]  FR¥EK B EAE /MR CONS MY A _E AR =1 VR RAER I ESY . 30 B 60 KJ5
REFE/N R, 3% HLEX H SERE R BE, FE EL7E 40°CHOAN 0. 32M FERER VR P i 7 - il 4R 3 By
Fo BhreE) R Je 50 TR R A X . IRACRS FNRE 40 FH T8 95 e 6 R % 4l
B4 A T B RO X . 2R BT LAXUE 77 T4 HeE e 4. 45
YIR 57 BOR R E B 3 B F SIS B, REEFHEETI R EF. BB -CD3+ B3
BEHiiAeinid TAM. BEE. SRS LER - KR HRP —RHikh—8EE. REMk
B, HRARRESZE Y. RS MR AEE R 30 F1 60 KM /NRH 25511
JE 2 it DAER AT 40 A . ARG AR E TR A T PBS IF Hit- 8. B Ll4 3 X 10° M 4mf /
mL () E 5 20 1 g/mL MOG Ik— 2R B L. FHEAK/NR IFN- v HIEIE R4 E kK
BRI 40 R _ B IPN- v R A FUKF.

[0470] BN TILE PR FE VR TT 28 1 e b BV A P B R i

04711 £ M B W B zh W B £ B Jurjus & A, J Pharmaocol Toxicol
Methods2004, 50, 81-92 ;Villegas % A , Int’ | Immunopharmacol 2003, 3, 1731-1741 ; A
Murakami 2§ A\ , Biochemical Pharmacol 2003, 66, 1253-1261 iR, 40, 10 F L7 LA
AT VRN AR B RA A TEYRIT R B A &5 i & P E A .

[0472]  fFAHBENE ICR MR KPR ANGEITH. MEALETK (MEA) ERBFLH
BT AEH KK H) 5% DSS LS &M, 8& TiRT7 . HEHEIT 1 BJG, BB 26T
1 R AE BRAKH R 5% DSS. 7EIRL 45 R, AbSEA /N R HEHE K. 23145
ARSI B Ak EREANE (Bl IL-1a . IL-18 . TNF-a | PGE2 I PGF2 a ) I
BEHRKE. MENMTRRE#EITHAERE BN SR ETED.

[0473] AT VR VAT e P i 4 A BT PR 58

[0474] B BARRE N 2 b B RN A AR (RIS ) (#14n, 2 0L Van Schoor
Fll Pauwels, Eur Respir J 2002, 19, 997-1002) . {f FHBEHLAL UE « 2 BRI R B #938 Jik
e FEANFRIE A O AR bE A 22 ) R SRR — P S AN 5B LA R B BER
BN AS BRI 206 o A R BAEIZE-E -5 97 B SR 0 v MR SR EG X A 77 1y R D4 3%
[0475] B EILE VR Va7 18 ME B 2 M Flge s b VE A P B g

lo476] 5 < HA 4 ok Wt 5 B /s BB S A A 20 W] L F VR 2R VR 77 il AU P B 20
(it , 2 W Martorana 2 A , Am J Respir Crit Care Med 2005, 172, 848-835 ;I Cavarra %
A, Am J Respir Crit Care Med 2001, 164, 886-890) . f#/ 6 FA#¢ C57B1/6] Mt/ N £
SRR,/ NRBETERN TS S XHMEMBEZ F 20 540, EKBEFTH, FMR
RETENTAE I XHFEANREE / K, 6 K/ BLETANH.

[0477] ZEBMHFRP, B/NRD3 MH. REHIXEH SRS 10 RAR 4 ~T4,
WE () ERT/ BHETTER Q) LHRT /2B THRE : (3) EDER_F BRI 5 E K
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HE+ BBETHE A (D) WARTIE + RETHEE 0 G) ELR_FlR+ BRETHEE. &
FE—HP, X EMRESE RS RO trolox HZRBIAMNFIRES . EFE AP,
7E 4 /B B AR P e 40 B R 7 AR B ST R E I E B E R P A B R F AL R BTE
FE=HPAE 24 PEEIFO SORE IR EEVER 40 BRI 4R

[0478]  F-FiFAT PPAR ¥ BTN Nrf2 ByE T A4 -5 7E VAT TR &0 P a7 1E B 3)
VIR

l0479] MPTP i S HIMEH

[0480] MPTP B{ 1- B —4- ZEH -1, 2, 3, 6- VUSALBE 278 53 M A B TR Sh iy b 7= AL bf
EHRESMRMET R, X MPTP M BFUN KR B8 CH KB IZEA BT MPTP B
PETFE BB 3 BAC ) MPP+ IO AR Bl SR B SR B 3 A 55 BELIAT /> BR AN R A 4 (9 MPTP R
F/MPP+XT £ BRRREM AT EFHEA N RS LI HRE TR L BRFIEEDR
HY MPP+, IXFiEia 3 B M BE M L T MPP+ R 23 . 4 88 PP+ A&k B 44
I VEMERIAE X4 S eI, HAEAEET (retenone) GafISEERE AW 1 HFHRESEUL
BEERA . FERWIFR P, 4L B IR MPTP 7] LIFER /DN R AP KSR ATP IRE . &2 BIRELN
R A P Bt P B MPP+ 45 KGR 42 B3 G ATP AR DA K i 5 3L b PR T SUIR IR O FLBR 2R vk
Hm. {23k ATP F=AfL AT LU 1/ B A i MPTP 254 .

lo481]  HHEMMEIAN BT, 0 E SR Z FES. BRI 7B 2k F 5 B — FF ER Fnt k% 51
WA &%/ Bk K R IAYT 3 B, S8R5 A MPTP 3897 » LU X497 & . 25 8] 18 o it B 7 =8
W F MPTP & 1 J&, SRS A0FE . o R 20 4855 A 30 Eh /K BB M (1 2R B8 MPTP, 7EALTESS , Seidi
BB F A SCRAE I BB ER 0. IM FEER. Bi/S @ AT AR, 3 HA¥H 52 ik
IMEMFINBEAREGE. BEEET ZEM.3, - ZREFE LR (DOPAC) EFEEHR
(HVA) . ¥ % BEEAR B RER RN nmol /mg B2 AR .

[0482]  FRIRMIEEE - 5 REVEBIA BAE

[0483]  4L-& i 5% & B R HE B 1 R R IE B LE K U5 Zh A B AT D F0 04 B ARG e
B AT A ABEINMERIEANAY (drags) BIH B J77% Mandhane % A |, Eur.
J. Pharmacol 1997, 328, 135-141) . &k, B FIRE B2 5 5 1/ RIS 34T A Z 11657 B
F1AT LR T -4 44 P FNvE 28 I IR S 2R AT . _

[o484] AT ARBE/DRFEEZEARR P IFBELEN, AFHTRE. WiKET 1
FI1A/NET (1.5), 45/ FRHEA 0. 2mg/ kg TRV BE B2 , 7 I & 0¥ H L1237 hwi b 2 b
50% KR, EIRArERTERAELSHKE. R &BRANRF FEZAMER
T 1505 B R IRER

[0485] I JE T RAEHERR PN I 8 KT IS BNAT A, FTRHE SR 3 X6 [EFI 6 i,
HAE &R EALMEE SE RN 7R . N AR R RS A |/ eI BAGAE 80
BT R ) 6 AR P W AR I2 30T At ), % H 53 Az SR b st = B E 2
Ho

lo486] 6- P2 % Eaah WY

(0487] Bl L EIREEMAE TR 6- REL B (6-0HDA) REFENEE BRGUR AL
TG40 A4 SR A 52 4T 4 10 i X 35 IR S AR WL ER B B AN 4k 2 G P o G a5 BRI T
— N LB B RECR g1, MR B s ME AT AR XS FR . RE BN E ISR ]

54




CN 103998035 A i BB B '50/55 T

CLiEsh B e B | 4E4P, (B RES I — M LA E KL O - SURMEMR 25038 o 1ot &
UK BT TSR &5 BAESE T IX— W A2 5 HE £ EREsh5 B ki gk 55 , 3h4
ERFMAXS T 0 L B RABRIERE. 1LE5WF S 6-0HDA 5245 K iR A o 1l e 1 &
B4 7R A T 25 ZE 6 77 18 & A P B0 R Uk A A

fos88]  {F MM Sprague—Dawley KR AFBEZEME P HHFEN, AGHTRE. £F
ARAT 16 438, 46 F R RIS AT 2 5 AR R AR EGMHI7 B 1A e (25me/ke) ARG IE
REIEL BIEMETT. RIFEIIVRN RS I L AEMR R KREYRRE. —Hk
EEIR, WY AL A58, oo ik 1 S 4 R AR . 1)) S To030 3 L 43 A A 0
B, —HTE, WAL R M 2em KY) O3 B M, RAREUREME . RGEE
AL EREEEE N L. A TIRERRSURBGRE, BENEEEZBHBFRREEMT
A 00 PO B AR AR AT FE 3. 2mm BE B8 B X 45 —1. Smm PR = AR FRERNE S 7. 2mm R
FIREE G 2 08, iA 4 8L 0. 5 u L/ 80 IR e M7E 6-0HDA, 18 B J 445 & 8 u g. ¥4
EERFRAFLE S 8 MEHy 8, RIFZISHEUH . RE4EE6 KK, MLk e
Eshdy, R REE S FRRMAFARAFIKRE 2 B, REHATAT K. FHREHE
B Plexiglas s H (FERIARH) MABRNERIF BHIKZE 29cn mE KR RA (45em
BHA& X15cm &) WERRFEAT N . AT IFNHEE, ¥ KRB ERBBZ RN A E D, rid
B RWIERAL TR B MMAOGE %S, K TR ERE A (46° ) EiEE/k (360° ) JiE
R SR NIES) .

[0489] VAT LA TIE M BIHEMR, AREBATINNR . 4 T3P B2 T 13 51 0 1 {855 & RO Rl $h g
HE, SR AN HOREE (harness) Ho BHEEREGER | /M. £E1%/N R HA A (1) 3844
X g % B B IR B R E DL & AR 251 %L

[o400] R FVRUFEVATT Bl /R MG B h IV 9T 1E I3 i &Y

[0491] 3 X ¥m #1 AD & A% E [F hAPPK6TON B 2% & # F & /) W M671L(Tg2576 ;
Hsiao, Learning & Memory 2001, 8, 301-308) F{EF] /R BRAR IS S ERY . (E D)) e B 1E
B 12:12 568 / B E AT B B A YUK BIARAES AT . 9 M B TFE, ¥/ R
SR2H. THE 6 B, shH B ETT -

[0492] FEAIHRBRAPEENAYFE T FHAHRMIFHS 2 F#EATIT AR (D
TR R 5(2) B35 (3) BAEL&MF ;71 (4) BEBURE.

[0493] FE X I 4L & W) FE A 69 80 5 K #A 18] 1 ) 40 Bardgett % A #E Brain Res Bull
2003, 60, 131-142 FPETIR 7K T— BLRK S PR 0T 2% [8) 2 3 7 R0 R i 2% ST B3R EX . 2656 1-3
FHAE] N BRI F K T- BRE 3 HAES 4 RITHEEIRE. £ 4 R, I/ BRI
EREN—NERE LR T 6, HRHEEEN®RA LHITT 6-8 NMEFEE L. A
JETESE 5 REF T R ZSI8. 7EREE2E ST, Y4/ RAESE 4 RETIRB| SRR T 547
BAEXBEREE R TG . AR R BAT AR R 56 8] [ AR AEAE 45 BRI 3R E .
lo494] P KEREEFMNEIUHE T MREEIARNERREZ RGN,
7E 2 RIREBAE , 7E58 8 RETAE 2% W M1 B BUBRMERL T 28 19 = WIF M KB 30iE 3D, VR
FEEFEMEBNED . 7E 1 /a0 % 43 B 1] B BELWT 0 A BEL 7K 7 77 1 (A 28 1)
BIREL

(0495] M 9 RIFGRAE A BUR &1 7 RS SR ML B2 EE 1. IRER S
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BNE T R T & ST SRS R G nE R IR 1 AR E AT, EE 99X
i 5 43 8h. 3 IRIREE 80db. 2800Hz Fif — R B IF LI . FE 10 KA, @it
FRAPNRBER A EAZ RN EEFENZENHATRE 10 PIERFERATFEEFITAZ
8 AMPIRAN A E IR . BEIEE XA ARIE S, B AR 3 MRS BRBZIR A 2 PR
[0496] ZEFE 11 K, MRZIX AT S HBE YT LR AWM . H 88 FIREUERAM 5+
H R4t 80dB F i, BEARHIE L BT . RIGEARRERIET 2 28RN 2B B
ANIFEBEREN . RFESIRE K H A 8 M ehELLIR M E A3 A EFER AN ZE
R T R
(04971  ZE3E 12 KB, TR 304 LA © A 3 S48 0 i BN 2 |8 o Rkt . 7E4T A0
W& S5 —K, BB It BBGH K, @25 ida, 3 BEdE I T A . e av) s MESS
B - JEH AR B AR
[0498] HAEERG U FHESITEIE.
[0499] A TP EEVEST = WU HP VA 7 16 F K Bh DR B
[0500] M 10 RS FF 2R AL HE N171-82Q §hFR K5 E R ZE 5 HD /N RA SR E R & B
AR EEFE RN BARE P M SR ER . BN RIEREM ( “## (rotarod)”) L. ¥
NFUNEERE VR R R T AE I R A s IR EE . B4 /R EE KSR IER
HREshMNEME . BRx E DB FESFIALAE 5B A A 1677 B e B B2 /s SRR EE
R FFEKME R EERR I B s T L A s S AR v ) B R .
[0501] S ZE A —ER Th AR AY
[0502] ¥ KB4 a2 MIBE A — 2R 5 W 30 AR BT @ I3 2 28 T A M & R MR R
FIEhIRLRY, B i S AR AT 00 . Fal, BB i S RE (Bl ma g E A miss
KBS ) RIMEIRCEMTA ST ETREE.,
[0503]  7EIXFh = I T8 Z R AR AL AL o, DLIE X4 B & 45 25 18] % 0 o 2 %) 1tk
Sprague-Dawley KR VAIT . KA TR 2 B, R ERTA @R, K5 E & 1 &, bl
JEAbFE. B BB TEE LMK, H 0. IMHCL ¥ pHiARZE 7.4, % 1.51 L3 1 mol
P ER AR DANI T P A £ R I A 2. 4mm 0B 0 PR RGE AN i 4. Smm S GURAK I E N ZEMSUIR 18
7E 7 REE T WA AR TES Y, F B PGE B B, 7 B AU 0. 9% 27K . EItR A
HR TR A 2nm (RIBBEO VT SRR RN 2% 2, 3, 5- =3 UM SR, ¥
VI A E SR A B g 30 4747, RFEUH, FF HIBN 4% pH7. SR EFE . X8 —V Y
uZzmE LELHFAERETEBINREIATIEN . B SEREL A/ REETFEEIH
T EEXT LT 2 E .
[0504]  FFiPAEEIR T DS R B4 03697 (E Bl e A
[0505] WFA& T SOD1 584% - #3% ALS (O RBLAY, Hrh R IARRE 93 L ABE Y B0
(SOD) RAAH & - HE BRI/ R (S0DL) . X4 SOD1 /b i B 7= SOD A R R T I8 35 18
mHEHEAES N ALS B3 & e R EFI DI RERR . SODI F AL F/NREL 3 A
i SR 5 R S8 R AE I HAE 4 S ARTSET.. S5 A ALS 3L R MR AE 6.5 B R A BRI A= /)
JE R A (microgliosis)  EALME N B A INEER / A5 R K8, B MR R A
B, HIL B ZEREs AT k. XHBFRIEAN Cu/Zn-S0D G93A 5225 )% FE K /N B (B6S
JL-TgN(SOD1-G93A) 1Gur) FldEsEELE B6/SIL /iR S K EF A R [E] 55 B A= kAT A 9T F /)
56




CON 103998035 A i B P 52/55 7

B EE 12-hr H /WA E (F 46 BRFE) FHAIEEESIRBILEY - 4%
FIRY), BUE , 1 AT R, % J 2 Bl 75 1994 Fe 840 0 L sAH R 95Uk, 30 Gurney 258 A%E
Science 1994, 264 (5166), 1772-1775 P ETRLE 21 H B 34T ZEE 4> 8, o SOD1 /M4 4
I B V697 8 SR .

[os06] FHMNER/NRHIFBFREAKRE. A TIFNEFERR, 8RAREDRIFBAEERHE /
TR BRI P 5 EE B AN L S\ S T AN I 5 A0S A B AR B VE 2 R R
o TEATER AT E A REEEE.

(0507] @I AATIREE AR N T A 500 —FhEk 2 Fh 5B ISF I s s sh th il e . Bl
n, A] PAME A A 200 0 RN s AN . FEMEEES P REHEN 4- AERR
TFIL R R AR AP 0- R EMIE R R (PR KT HER) ;
I-EEAERS (W EEENEREFERRE ) ;2- ke &Kot FRREIEDE ;
3- TR FEEME H 4- BB T —MEZE 30 BRI B R R IIET-. ¥IT LA
FETIAWE, M ZIRAESETHELIPHFBE, 5T 5 REMEET ) WA ERR
=i HidR. AHE QR F AR TEAR 8. ARV T3 EAT HE
(RIRE T, T BERE VAN 12 B 0 1 M R AR AR RS2 IR M o AN A 3em B2 B 3L IEEEAT,
Wan, 12 ¥ / 538, BHHRRNE T/ DR EEZ KN T 4R A EmARKE. 72
£5 120 MEIPREJE A] DUE - AREE . SIYINAE 120 FPRTERIE , I R1ZAT A3 BT Rk
BIRIRE . THE 3 KRR P8 . RIBIT E N R TR IZ 3 ERE .

[0508]  TEMAEIRIG s, 45/ RUBEEA TP 3 #F9) E 3 EME £ (K :37cm, 5 :10. 5em,
fiE 11X lem®) o THEUNRIWGETCE M CE RSO B e Esith AR NEE. &
HREVTITM S EENRERB LGS 2SR L TR 40cn KK FRBREREZ.
B SILATNPES B2 . 1E 3 RIEEA I HAR 0 7 3hW) H I J5 INIE 1% 22 B 75 I ) (8]
(K 60%).

[0500]  FHAREHINEAE (EMG) v LA F M iEshimshtEit. A VB2 as 347 i
e R. TE EMG a3 8], BREsh. WENSHERLEVMESIES AL (CMAP) K
YRR FIAE (R B ZERBAL & #REE fa T 5 HERA VLA B CMAP . 4 2 EL v il A\ BR B P 3l 3 AL
BiEshE L E TRIERH . BB KIEE/DRES L. HE— 0. 2msec kM 7EHE IR IR
SRAE (12, 9mA) RIEAR B A, TEIRME (V) Fum Ry FE R (ns) o RIBRRIESNES)
BALIHE, MEmE RS Ak FEE. ARANASMER B CUER A
YINRE TR . S TIWENIE3) 280 R /ERRIE SODL /B H B9 & B AR Y bR a0 V8 5,
RS (BARERRY) A TRAETERENE / VRN EQRES 26T
(ProteinChip Arrays) F¥ B4 4038 i 3 15 FE 58 B8O E AR AT B B8 RAT B TR U BEAT 04 - 2R
el RES ER FRERM T HEOE A T ARG ANE R RRER . 7L
EHE S A =T E#AT 8.

[os510]  FHFVFMMEERENTC 1 H BE7 /E R sh s il

[0511]  #R#E International Immunology, 55 10 %, 28 9 #5, %5 1359-1365 TiX} EAMG #F
1T S FIE R P

[0512]  YEXUBFIE 45 B6 Fl u MT /NRBHT B2 T S Bt S Fh 100 0 L fIFE CFA FHY
20 u g AChR FF H.7E A 181 B% 7E XUR FIXUbR L 1) 4 A 3AL R T nasE St 2 IR4E CFA i 200 ¢
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AChR. PAXUE 77 BE R IS/ BT EAMG RYUL PR BB S IE MR AE B IRPRAEIRTE 0-3(4) Z[A)
SR 0, THRERINLRESS 1, EF LA IEERE, BEMK EEATINIERSHA
1 20 IRELEMMEABAXKLG S FAGRE L 2, 8 | RALEF LIRSS A 3, FIL, i
IR FARRIEER o T8 73 S VR 37 0 ) 93 R BR B 46 & 1IE SE I PR EAMG . 44/N R - 41 3F B ¥R 7 &
BHIHAMR, RSG5 .

lo513) A FiPUT Al & A 0va 7 4R F I sh s &Y

[0514]  Dundee REMEFTL AR (DEBR) I C3H/HeJ /MR A2 T4 B MBERSIMIETLH A
AT CLA TR RZF I A% 7 T RIRALEIRT 5. 78 C3H/HeJ /MR, AT LAE TR R 77 s
FHA, B TP REAT Sk 8 ZREANRMIRE X RBEANATHIEHEZ E, Hik
HEHFRA R F X & E 1w i m fett. B RoAH A BTE SRR, A G
k.

lo515] BARE T E

lo516] M TR T BT HBETRABT 0.5% R NERELYER (HPMC)K4
M/0.25% Tween 20 12 SR — PEEAE T8 8T kleptose (ZEZZMRAKF ) BIntk4s 51 H7
HAk. Bl H OREW L IRB 2 RERETT . MITHBENT &SN ESR-F
Be bAs 2R BN E BB — P EEMAS A A S . Ak ARZERE S S BRI R R
BT PR SRS VR T B A S SO

[0517]  FHFVF4 PPAR v SBhFIAN Nef2 s HI A& 16T 2 R AL S 3697 7E FHY
EAE B R 1Y

[0518]  HE/F 7-8 B HIMEYE C57BL/6 /M, (Janvier France 8% Charles River) 3 HAE&E
N HASE 9-11 FME A o A8 FH >95 % 4l -5 A BEBE IR /D 5B o 41 R b B2 1 JIK 35-55 (MOG35-55) «
Met-Glu-Val-Gly-Trp-Tyr—-Arg-Ser-Pro-Phe-Ser-Arg-Val-Val-His-Leu-Tyr—-Arg-Asn—G
ly-Lys, Ref SCI 272, NeoMPS) £ F XK M B 5 LW HER (EAE) . BRIES: K/ RIT
BAFHHE S 7 T SR 100 1 L 584 35 TR (Ref263810, Difco) FLi, HAE 2001 ¢
MOG35-55 1 250 1 g 45 H K& B 45#% 53 STFF B H37 Ra, Ref 231141 Difco) o L@
¥ A PISE I Luer 818 OER 13 H A EHEEH & D REREZEE N E5 A
200 1 L PBS # % H) 300ng H H%#HE (Ref BML-G100, Enzo Lifescience) . 48 /NG ER
AHZBSERE. SEREDRHBLE EAE IGFKRMRIE. RAEAMBRKEEMKK.

lo519]  IfGIRVFANY

[0520]1 & H M ah WM& MEEMGE (GRS ) FEE. [RKITESERDT 0 =05
1k ;0. 5 =TIRPAT R ;1 =72 RHIEF ;1.5 =5 HRESS ;2 = LMo 5B ;2.5 =X
845 J ik RIBE 3 = 584 XU 5 ik R B 53, 5 = i SR R 99 AN 522 XU /5 i R 54 =TI 3%
R / THL ;5 =FET EAE.

[0521] 45 ATH'E LB — FNE S I X K0 51 B K46 K367 TR

[0522]  IRIEFTVEE 5 ik B BAE 75 45 40 KM 8-9 J& 19 C57BL/6 /) B Ak J B At
BANBRAY R A AN ERIVEIT 4 (n = 10) FF 4252 F HPMCO. 5% /Tween20 0.25% (& 5
B2 — B ESEIA R )b, i. d. +Kleptose 20% (ML FIEREIAN &R ) q. d. « & MR — 1 EE 60mg/
kg b. i.d. +Kleptose 20 % q. d. . At #% %1) &7 10mg/kg q. d. +HPMC 0.5 % /Tween20 0. 25 %
b.i.d EBE S5 — FRE 60mg/ke b. i. d+ ALH& FIET 10mg/ke q. d. V85T . AEEEN, EE
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i = SR 32 R A VAT B IR A BIRRAEST R 4H . B DR — FF g 60mg/kg bid. M4 %) ER
10mg/kg q. d BUE BER — FFEg + WG 5IEH . 29Y)VAT MARBEREF G2 0 RFF4h. i 1A F
FT7R, 5 C5TBL/6 /N R A i B MOG35-55 i R iz zh Rkt HIRRRIEERZEMEER 9 K
LA,

[0523] fHE (EEM_FE + WAEFIE ) W7 PR REEMFK T & FHRKTS
(B 1A . A5 S5BEMNETHHRELREAREHBERFR I EER . IHIRIEFF
B BV A s T ERGEREA. 4807 (EDR-FES + ARSI ) BT
FEHA RS — iRy BEHE TAE (E 1B),

[0524]  FEE 2 iR T IR TT SHRM R ERIER . BERBAEE X AT R/MRE R
BRIERVESN = | BB TR 2. Bl 2A #5318 7 Kaplan Meier 437, L B Rat AN RMEE 9 R
B 6K 4 EAE, 3 BAEE S BEMEEE 14 R g R, (FAE DR FE + A5 8R4
EVRITH38) T BAE RIEMILR . NEFTE WA S IHT Msh E R AR 200 0 1 ERD e
MG 22 RERAERITE . HETETT KRR AMY Bt 41 L T ELEC B b i A 259 1 & 4
BEGT¥ER. E 2B R—RHERSENARAER. FHmME, AR B0 E DR = Fig
SRR B B 1A 9T B/ SRR S 3 e Pl B KA 5 12-13 RIN R B B4 878 & R IR R 1E , T 48
HEHT, P EAE RIERTEGBRBEMERAE 17 Rt HEWITIERLEeRTAS
RKEART G FERIFEBEAFR. XMHEBRASHETEMRIGTIER, X—48%
HERANET PR MERR.

[0525] EHERZEREHMESCHNE LR FEGT NEER .. 67T MEmlE
LS — HESE T SEEELE B KERE (nacrovilosity) 4. A5 ETF TRERE
tho 'S SR PRSI E A U BRI 22 R/ R B A RRERRE W
SHFR, HERT —HMRE R, EENE, £ LRBRE P Tt FRERSI 5B B
AR R ITER .

{0526]  ff EEfEA

f0527]1 W 1 AFFHE DEEFFES + ntba% 5 BE B9 20 & ¥R 57 LL AR BT 1R 7 45 SN2 Bk
S F ARG T AE P IOR ER VE 2 5 T BG5S i E R 5 T B oA 8 R
BEMGE 0 RFFGEMHAN . E DR PN itk 5§ sk 75 Fh 259 41 & VR JT 1 MOG35-55
NRAERREES A) FEERTE 2 B) . Kruskal-Wallis (JES$ ANOVA) 5 Dunn
ZERBRIENHT AR B [ Student” s t- K55 . KFHKAK P0. 05, HA N ELEA
BRITENTR s v 86T 58 D% FlE QA 587 Stk 5§ .

[0528] [ 2 AFFH & D Ee — g + LA SR 4 & V67 S EU/E LT B & A2
YIBAER AN BURTT IR AR R AE TR . ERBEFN G 0 RABMHN R E LR F
B . NE K ) B S PR R 2 M0 4B 8 VA T B MOG35-55 /s BT R AE R 2k (A) LSRR B AERYF
¥IRE (B) K Kaplan Meier 73-¥7. MEMmERIERE N/ DMRE R ERIERTES = | BREL
Gehan-Breslow-Wilcoxon ¥4 W FH T A H. Kruskal-Wallis.Pf & Dunn £ B AL IF N FH
F B. KFP£KAREKPC.05, Hp M WBABSWHETENR ;v HEHRTSELR_FE
QA GRS 5 ER .

[0520] [ 3 ¥ Al 'E Lh g — FP g \ AH AN FH Phb A% 51 B sR A B BVR T B/ LB B9 B A
WA, 45 40 H CB7BL/6 /N R, %95 85 Fh MOG35-55 3+ H 18 it 4 A HPMC 0. 5% /Tween20
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0.25% b.i.d. +Kleptose 20% q. d. (A, ® 3A) . E B R — FF fi§ 60mg/kg b. i. d. +Kleptose
20% q. d (B) AL#& 51/EH 10mg/ke q. d. +HPMC 0. 5% /Tween20 0. 25% b. i.d. (C,EC) HE S
2 — B 60mg/kg b. i. d+ AL 5IER 10mg/ke q. d. (D, & 3D) MIAE D REIGTT 22 K.
541 A 5 R/NRABRRL SR (R4 MOG35-55 HIFLF ) I H A HPMCO. 5% /Tween20
0.25% b. i. d. +Kleptose 20% q. d. (E, B 3E) ##J7 . EARB KB IHE LS, IABEL =
S ERAEIE TR EARFE 3 RN 7ER B F A REE T X H & 42 R3St R,
PITFOBEALEF AL NRECEET 4% REFE. Bl EImTBRHESR/D
BB, REATHV DREREK T ZHEHHKES B RS KAT SR+ =
fels. BRI KRGEE—Y R IFATTREE. irafEeek s/ ram 1 RAR
KHEMNR. TERBRZETE LM _FES (A.C.E ;205048 3A.3C.3E) HIprA AR
BRANE S, B BN E SR FEEE S 54 A 7A 77 /I B A1 D A1
BB RKEE 25 B RN, FEEAIEERNE FL S (5374 B 3B.3D) .
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A
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& 801 - LA
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Abstract

The invention relates to pharmaceutical compositions
comprising PPAR agonists and Nrf2 activators and methods of
using combinations of PPAR agonists and Nrf2 activators for
treating diseases such as psoriasis, asthma, multiple sclerosis,

inflammatory bowel disease, and arthritis.



