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JUAN PABLO CADENA SARMIENTO, portador de la tarjeta profesmnal No. 57.492 del
C.8.J., obrando como apoderado de la sociedad solicitante me permito ‘presentar los
sig mentes documentos para participar en el programa de tramite acelerado de patentes

Copia de la modificacion del sollcnante de fecha 4 de febrero de 2016 junto con su
traduccion en espanol

Copia de la notificacion de concesién (Notice of allowability) en donde se establece
que las reivindicaciones concedidas son las 1-9, 11-13 y 2245 de las modificaciones
presentadas el 4 de febrero de 2016.

" Notice of allowability en donde el examinador expresa sus razones para conceder

la patente junto con su traduccion en espanol

Notificacion de aceptacion {notice of ‘allowance) en donde se establece que la
solicitud ha sido examinada y aceptada para conceder la patente.

Tabla de correspondehcia en donde se evidencia que las reivindicaciones
modificadas en Colombia el dia 5 de-abril de 2017 son suficientemente
correspondlentes a las patentadas por la USPTO.

 Del Sefior Director .

JUAN PABLO CADENA SARMIENTO

TP.No. 57.492 del C.8J.

C.C. 80.410.337 de Usaquén
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Overview of Pharmacokmehc Assessments.

In both parts of the study, blood samples will be collected
at pre-specified times to determme levels of Compound 1 in
plasma. For Cohorts 1C to 1Gof Part 1 (planned dose levels
of 60 mg to 720 mg), urine samples will be collected at
pre-specified times for exploratory metabolite analyses.
Prominent metabolites in plasma and urine will be identified
and Compound 1 in urine may be quantified as part of the
exploratary analyses.

" The following PK parameters will be estimated for Com-

" pound 1, as-appropriate: maximum observed plasma concen- |

tration (C,,,..); time to Cmax (T,,,,.); area under the-plasma
concentration-time curve from time zero extrapolated to
infinity (AUC,); area under the plasma concentration-time
curve from time zero to tie last quantifiable concentration
(AUC,); areaunder the plasma concentration-time curve from
time zero to tau (t), where 1 is the dosing interval (AUC, )y
termmal -phase elimination half-life (t;,,,); apparent total
plasma clearance when dosed orally (CL/F); apparent total
volume of distribution when dosed orally, based on the ter-
minal phase (V/F); ratio of accumulation (RA) based on Day
1 and Day 14AUC

Compound 1 concentrations in urine samples collected in
Part 1 may be further quantified using a validated method if
exploratory analyses indicate that Compound 1 is abundantin
urine. The following PK parameters related to urine analyses
may then be determined, as appropriate: cumulative amount
of drug excreted unchanged in urine during the collection
period from predose (0-hour) to the end of collection (Aé);_

10

20

25

cumulative percentage of the administered dose excrated -

unchanged in urine during the collection peried from predose
(0-hour) to the end of collection (fe); renal clearance (CL,)."

A numberof referenices have been cited, the disclosures of
which are incorporated herein by reference in their entirety.

45

What is claimed is: ,
1. Crystal Form A of Compound 1, or a tautomer thereof:

LA

OH

which has an X-ray powder diffraction pattemn comprising
peaks at approximately 10.55; 13.61 and 19.84° 26.

50

35

60

65
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2. Crystal Form B of Compound 1, or a tautomer thereof:

>[\ *iﬁ/

!

(=1

e

which has an X-ray powder d;ﬂmctlon pattern comprising
peaks at approx1mately 9.80,17.29 and 21.74° 26.

3. Crystal Form C of Compound 1, or 4 tautomer thereof:

OH

which has an X-ray powder diffraction pattern compri sing
peaks at approximately 9.83, 17.26 and 21.86° 26.

4. Crystal Form D of Compound 1, or a tautomer thereof:

, | o
' #“
>[\ Jl\ e
E N NH

OH

v'v]:u'ch has an X-ray powder diffraction pattern comprising
peaks at approximately 10.37, 13.41 and 19.52° 26.
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5. Crystal Form E of Compound 1, or a tautomer thereof: .

NE;

j\\ﬂj\l\/

e .

OH 5

which has an X-ray powder diffraction pattern co_mpﬁsing
peaks at-approximately 9.92, 17.29 and 21.81° 28. 20
6. Crystal Form F of Compound 1, or a tamtomer thereof -
25

1

Q
' 30
o . ,‘1 S NE
j\ J\ =
ﬁ N NH

kL)

OH

40

4

n

which has an X-ray powder diffraction pattern comprising
peaks at-approXirnately 18.53, 20.85 and 21.10° 20.

7. Crystal Form G of Compourid 1, or a tautomer thereof:
’ ' 50

55

60

OH

6!

e

which has an X-ray powder diffraction pattern comprising
peaks at approximately 9.51, 17.90 and 21.28° 26,

US 9,365,524 B2
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8. Crystal Form H of Compound 1, or a tautomer thereof:

'>I\EfJ\N/ NH | ’

*OH

which has an X-rzy powder diffraction pattemn comprising
peaks at approximately 9.74, 17,22 .and 21 76° 26.
9. Crystal Form I of Compound 1, or a tautomer thereof:

S

- v TOH

which has an X-ray powder diffraction pattern comprising
- peaks-at approximately 7.94, 16.00 and 18.27° 26,

10. A method of inhibitinga INK1 or INK2 kinase in a cell °
expressing said INK1 or JNK2 kinase, comprising contacting
said cell with an effective amount of a ciystalform of claim 1.

11. A methed for ireating interstitial pulmonary fibrosis,
systemic sclerosis, scleroderma, chronic allograft nephropa-
thy, antibody mediated rejection, or lupus, comprising admin-
istering an effective amount of 4 crystal form of claim 116 2
subject in need thereof, L

12. A method for treating liver fibrotic disorders, diabetes,
or metabolic syndrome leading to liver fibrotic disorders
comprising administering an effective amount of a crystal
form of claim 1 to a subject in need thereof.

- 13. A method of inhibiting 4 INK1 ar INK2 kinase in a cell
expressing said JINK1 or TNK2 kinase, comprising contacting
said cell with an effective amount of a crystal form of ¢laim 2.

14. A method for treating interstitial pulmonary fibrosis,
Systemic sclerosis, scleroderma, chronic allograft nephropa-
thy, antibody medjated rejection, or lupus, comprising admin-
1stering an effective amount of a crystal form of ¢claim 2 to a
subject in need thereof. : ,

15. A methed for treating liver fibrotic disorders, diabetes,
or metabolic' syndrome leading to liver fibratic disorders
comprising administering an effective amount of a crystal
form &f claim 2 to a'subject in need therecf. -

16.A method of inhibiting a TNK.1 or INK2 kinase in a cell
expressing said INK.1 or INK2 kinase, comprising contacting .
said cell with an effective amount ofa crystal form of claim 3.

17. A methad for treating interstitial pulmenary fibrosis,
systemic sclerosis, scleroderma, chronic allograft nephropa-
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thy, antibody mediated rejection, or lupus, comprising admin-
istering an effective amount of a crystal form of claim 3 to a
subjéct in need thereof. .

18_ A method for treating liver fibrotic disorders, diabetes,
or metabolic syndrome leading to liver fibrotic disorders
comprising administering an effective amount of a crystal

“form of claim 3 to a subject in need thereof. :

19. A method of inhibiting a INK 1 or JNK2 kinase in a cell
expressing said INK1 or INK2 kinase, comprising contacting
said cell with an effective amount of a crystal form of claim 4.

20. A method for treating interstitial pulmonary fibrosis,
systemic sclerosis, scleroderma, chronic allograft nephrapa-
thy, antibody mediated rejection, or lupus, comprising admin-
istering an effective amount of a crystal form of claim 4 1o &
subject in need thereof.

21. A method for treating liver fibrotic disorderé, didbetes, .

or metabolic syndrome leading to liver fibrotic disorders
comprising administering an effective amount of a crystal
form of claim 4 to a subject in need thereof.

22. A method of inhihiting a INK1 or TNK2 kinase in a cell
expressing said INK'1 or INK2 kinase, comprising contacting
said cell with an effective amount of a crystal form of claim 5.

23. A method for treating interstitial pulmonary fibrosis, -

systemic sclerosis, scleroderma, chronic allografi nephropa-
thy, antibody mediated rejection, orlupus, comprising admin-
istering an effective amount of a crystal form of claim S5toa
subject in need thereof. . o

24. A method for treating liver fibrotic disorders, diabetes,
or metabolic syndrome leading to liver fibrotic disorders

comprising administering an effective amount of a crystal

form of claim 5 to a subject in need thereof,

25. A method of inhibiting a INK! or INK2 kinase in a cell
expressing said JNK1 or INK2 kinase, comprising contacting
said cell with an effective amount of a crystal form of claim 6.

26. A method for treating interstitial pulmonary fibrosis,
systemic sclerosis, sclernderma, chronic allograft nephropa-

“thy, antfbody mediated rejection, or lupus, comprising admin-
- istering an effective amount of a crystal forr of claim 6 to a
subject in need thereof. ' _

27. A methaod for treating liver fibrotic disorders, diabetes,
or metabolic syndrome leading to liver fibretic disorders

S 9,365,524 B2

. 130
comprising administering an effective amount of & crystal
form of claim 6 to a subject in need thereof, ‘

28. A method of inhibiting a INK1 or JNK2 kinase in a cell
expressing sajd INK1 or INK2 kinase, comprising contacting
said cell with an effective amount of a erystal form of claim 7.

29. A method for treating interstitial pulmonary {Tbrosis,
systemic sclerosis, scleroderma, chronic allograft nephropa-

- thy, antibody mediated rejection, or lupus, comprising admin-

10

0

25

30

40

"istering an effective amount of a crystal form of claim 7 to a

subject in need thereof.

30. A method for treating liver fibrotic disorders, diabetes,
or metabolic syndrome leading to liver fibrotic disorders
comprising administering an effective amount of a crystal’
form of claim 7 to a subject in need thereof.

31. A method of inhibitinga INK1 or INK2 kinase in a cell
expressing said JNK1 or INK2 kinase, comprising contacting
said cell with an effective amount of a crystal form of claim 8.

32. A method for treating interstitizl pulmonary fibrosis,
systemic sclerosis, scleroderma, chronic allograft nephropa-
thy, antibody mediated rejection, or lupus, comprising admin-
istering an effective amount of a crystal form of claim 8 to a
subject in need thereof.

33. A method for treating liver fibrotic disorders, diabetes,
or metabolic- syndrome leading to liver fibrotic disorders
comprising administering an effective amount of a crystal
form of claim 8 to a subject in need thereof. _

34. Amethod of inhibiting a INK1 or INK2 kinase in a cell
expressing said INK1 or INK2 kinase, comprising comtacting =~ .
said cell with an effective amount of a crystal form of claim 9.

35. A method for treating interstitial pulmonary fibrosis,
systemic sclerosis, scleroderma, chronic allograft nephropa-
thy, antibody mediated rejection, or lupus, coroprising admin-
istering an effective amount of a crystal form of claim 9 toa
subject in'need thereof, .

36. A method for treating liver fibrotic disorders, diabetes,

- or metabolic syndrome. leading to liver fibrotic disorders
comprising administering an effective amount of a crystal

form of claim 9 to a subject in need thereof.
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DATE MAILED: 02/11/2016 -

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applications filed on or after May 29, 2000)

The Office has discontinued providing a Patent Term Adjustment (PTA) calculation with the Notice of Allowance.

Section 1(h)(2) of the AIA Technical Corrections Act amended 35 U.S.C. 154(M0)(3)(B)(1) to eliminate the
requirement that the Office provide a patent term adjustment determination with the notice .of allowance. See
Revisions to Patent Term Adjustment, 78 Fed. Reg. 19416, 19417 (Apr. 1, 2013). Therefore, the Office is no lenger
providing an initial patent term adjustment determination with the notice of allowance. The Office will continue to
provide a patent term adjustment determination with the Issue Notification Letter that is mailed to applicant
- approximately three weeks prior to the issue date of the patent, and will include the patent term adjustment on the
patent. Any request for reconsideration of the patent term adjustment determination (or reinstatement of patent term
adjustmernit) should follow the process outlined in 37 CFR 1.705. C :

Any questions regarding the Patent Term Extension or Adjustment determination should be Vdirec'tegir to the Office of

Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be
directed to the Customer Service Center of the Office of.Pa‘tent Publication at 1-(888)-786-0101 or (57 1)-272-4200. .
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Application No. - : Applicant(s)
S _ ' C ‘ 14/608,314 FERRETT! ET AL.
o P ) | E P o i AlA {First Inventof to
Notice of All owab ility Afgﬂr;qegrzn R. PAGANO ?éél’ i Flle) Status
' 1 o : Yes

- The MAILING DATE of this communicétion appears on the cover sheet with the correspondence address—
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in thisapplication. If not included

herewith {or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWARBILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office-or upon petition by the applicant. Sed 37 CFR 1.313 and MPEP 1308, - )

1.5 This communication is responsive to the Supplementary Amendment filed February 4, 2016.
‘ [ A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on .

2. ] An election was made by the applicant in response to a restriction requirement set forth during the interview on

: the restriction
requirement and election have been incorporated into this action. '

3. B The allowed claim(s) is/are 1-9. 11-13 and 22-45. As a result of the allowed claim(s), you rﬁay. be eligivle to benefit from the Patent.
’ Prosecution Highway program at a participating intellectual propenty office for the corresponding application. For more information,
please see htto:/www.uspto gov/patents/init_eventsipph/index jsp or send an inquiry to PPHfeedback@uspio.gov . ‘

4. [] Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)—’(d) or (f).
Certified copies: l ) ' 4 S
)0 Al . b)[JSome *c) [ None of the: _

1. [ Certified copies of the priority documents have been received. . .
2. [ Certified copies of the priority documents have been received in Application No.
3. [ Copies of the certified copies of the priority documents have been receiv
International Bureau (PCT Rule 17.2(a)). ' '

* Certified copies not received: '

ed in this national stage application from the

Applicant has THREE MONTHS FROM THE “MAILING DATE” of this communication to file a re

noted below. Failure to timely comply will result in ABANDONMENT of this.application. -
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. :

5. ] CORRECTED DlRAWINGS ( as “replacement sheets”) must be submitted.

ply complying with the requirements .

O including changes required by the attached Examiner's Amendment / Comment or in the Office action of
Paper No./Mail Date . -

- Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of
each sheet. Replacement sheet(s} should be labeled as such in the header according 1o 37 CFR 1.121{d).

\

6. (] DEPCSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s) _
1. B Notice of References Cited (PTO-892)

2. [ Information Disclosure Statements (PTO/SB/08),
Paper No./Mail Date 6.29/15; 5/4/2015 ' o ) .

3. [ Examiners Comment Regarcing Requirement for Deposit 7. [ Other .
of Biological Materlal ‘ '

4. [ Interview Summary (PTO-413),

‘ Paper No./Mall Date mailed herewith .

/ALEXANDER R PAGANO/
Primary Examiner, Art Unit 1624

5. Bl Examiner's Amendment/Comment
6. P Examiner's Statement of Reasons for Allowance

U.8. Palent and Trademark Otfice R . . . _
PTCL-37 (Rev. 08-13) B : Notice of Allowability Part of Paper No./Mail Cate 20160209
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The present apphcatlon flted on or after March 16, 2013, is belng examlned under the
first inventor to file provisions of the AlA.

Re;omder _

Claim 1 is directed to ‘an .allowable.product. Pursuant to the procedures set forth in
‘MPEP § 821.04(b), claims 11-13, directed to the process of making or using the
allowable product of claim 1, previously withdrawn frorh consideration es a result of a
restriction requwement are hereby rejoined and fully examined for patentabmty under
37 CFR 1.104. Cla|ms 14-21, directed to the mventlon( ) of Groups III, IV and V do not
‘require all the limitations of an allowable product claim, and are NOT been rejoined.

Because a claimed invention previeusly withdrawn ftom consideratioh under 37 CFR
1.142 has been rejoined, the restriction reqmrement between ‘groups | and Il as set
forth in. the Office action mailed on October 7,2015is hereby withdrawn. In view of
the withdrawal of the restrlctlon requirement as to the rejomed mventlons apphcant( s)
are advised that if any cla|m presented in a contlnuatlon or divisional application is
anticipated by, or includes all the limitations of, a claim that is allowable in the present
- application, such claim may be subject to prowsmnal statutory and/or nonstatutory‘

double patentmg rejectlons over the claims of the instant appllcatlon

Once the restriction reqwrement is W|thdrawn the prowsmns of 35 U.S.C. 121 are no
7 longer applicable. See in re Ziegler, 443 F.2d 1211, 1215, 170 USPQ 129 131-32
(CCPA 1971). See also MPEP § 804.01. ‘

Examiner’s Amendment

CIair_hs 1-8, 11-13,.'and 22-45 are in condition for allowance subject to the Examiner’s
“amendment to the record that aepear's\/below. Should the changes and/or additions be
unaceeptable to applicant; an amendment may be file'c‘:i as provided by 37 CFR 1.312.
To ensure consideration of such an amendment, it MUST be submitted no later than the
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Art Unit: 1624

payment of the issue fee. Authortzatlon for this Examlner’s amendment was glven in a
telephone mtervrew with Mlchael J. Bruner on February 8, 2016.

Amend the Claims Filed February 4, 2016 as Follows:
Amend claim 13 by replacing:

“metabolic syndrome ‘ieading.‘to liver fibrotic disorders, or a conditions
treatable or preventable by inhibition of a kinase pathway,”

in lines 2-3 with: -
“or metabolic syndrome leading to liver fibrotic disorders”.
Aﬁﬁend claim 24 by replacing:

“metabolic syndrome Ieadmg to liver fibrotic disorders or a conditions
treatable or preventable by inhibition of a klnase pathway,”

_in lines 1-3 \Mth?

f‘dr’ metabolic syndrome leading to Ii'ver fibrotic disorqers":
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" Amend cldim 27 by replacing:

"metabolic_syndrom'e leading to liver fibroti_c disorde_rs, or a conditions
: treatable or preyentablé by inhibition of a kinase pathway,”.

in lines 1-3 with:
" “or metabolic syndrome leading to liver fibrotic disorders".
Amend claim 30 by replacing: -

"‘metabol-ic_s'yhdrome leading to liver fibrotic disorders, or Va‘oonditions‘ |
- treatable or preventable by inhibition of a-kinase pathway,”

in lines 1-3 with:
“or metabolic syndrome leading to liver fibrotic d'i-sorders".
Amend claim 33 by re'p-lacing: |

“metabolic syndrome Iieading to liver- fibrotic disorders, or a conditions -
treatable or preventable by inhibition of a kinase pathway,”

’

in lines 1-3 with:

“or metabolic syndrome Iead_ing to liver fibrotic disorders”.
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- Art Unit: 1624

- Amend claim 36.by replacing:

“metabolic syndrome leading to liver fibrotic disorders, or a conditions
' tr_eatablefor preventable by inhibition of a kinase pathway,”

in lines.1-3 with:
‘or metabolic syndrome leading to Iiver'fibrotit_: disorders”. .
~Amend claim 39 by replacihg:

“metabolic syndrome Ieading-to liver fibrotic disorders, or a conditions
treatable or preventable by inhibition of a kinase pathWay,”

~in lines 1-3 with:
“of metabolic syndrome leading to liver fibrotic disbrders”L
Amend claim 42 by replacing’

““metabolic 'sy-ndrl_ome leading to liver fibrotic disorders, or a conditions
treatable or preventable by inhibition of a kinase pathway,”

in lines 1-3 with:
“or metabolic syndrome leading to liver fibrotic disorders”.

'Amend claim 45 by repl'acing:- '
“metabolic syndrorﬁe Ieadihg to liver fibrotic disorders, or a conditions
- treatable or p.reventabl‘e'by inhibition of a kinase pathway,”
in lines 1-3 with:

- “or metabolié syndrome leading to liver fibrotic disorders”.
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Examiner’s Reasons for Allowance

Applicant’s claims are directed to poiymorphs of compound 1,i.e. —2 -(tert- butylamrno)

4-{(1R,3R.4R)-3-hydroxy-4- methyicyclohexylammo) pyrlmldrne 5 carboxam|de— and
methods of use thereof. '

‘\ﬁ compound 1
?f) OH )

'Appllcant discloses an X ray powder dlffractogram for each of these crystal forms at F|g
"1 through Fig. 45." -

The'prior art teaches that specific crystalline forms of complex smail molecule
pharmaceuticals are generally unpredictable.®  Further, identification of specific
crystalllne forms of pharmaoeutlcals is essential in the development of the optimal®

pharmaceutlcal dosage form. SoLiD STATE CHAHACTERIZATION OF PHARMACEUT!CALS
473-491, 490 (R.A. Storey et al., eds., 2011).

The set of lines, their location, and relative intensity, obtained for an X- ray powder pattern of a
crystalline phase, is characteristic for that phase and represents a kind of frngerprlnt for the
parflcular crystallme form.

Souo STATE CHAHACTERIZATION OF F’HAHMACEUTICALS 427-450 (R A Storey et al., eds., 201 1);1d. .
at 444 (“With our current level of understanding of crystalllzatlon and polymorphlsm the selection
of which energetically feasible structures are likely to be realizable polymorphs is not possible
with any degree of confidence”. . ‘
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The closest prior art is B. L. Bennett et al., US 9,139,534 (Sep. 22, 2015) (“Bennett”). |
Bennettdiscloses’ compound 1" as an example of his c-Jun N-terminal kinase {(JNK)
inh'i_bitors of formula'l. Bennett at col. 126 (the comp'ound of Example 32).® Bennett
however,'provides no information regarding specific polymorphtc crystaliine forms.

The primary reason for ellowance is that the 'closes't_lprior art of record provides no _
teachings or direction regerding the sp'ecific crystalline forms of the claimed compound -
" and therefore does not motivate one of ordlnary skill in the art to arrive at the claimed
- (unpredictable) crystalllne forms with a reasonable likelihood of success. See e. g., Ex
parte Reddy, 2009-002678, Application No. 10/816,798 at page 8 (Bd. Pat. App. & Int.
2014) (citing 7 re Rijckaert, 3 F.3d 1531, 1534, 28 USPQ2d 1955, 1987 (Fed, Gir.
1983}, '

Any comments considered necessaty by app‘ticant must be submitteo no iater than the
. payment of the issue fee and, to avoid processing delays, should preferably accompany
| the issue fee. Such submissions shouid be clearly labeled “Comments on Statement of
Reasons for Allowance.”

Conclusion

Any inguiry . -concerning_ this 5communication or earlier communications from the
examiner should be directed to ALEXANDER ‘R PAGANO whose telephone number is
(571)270- -3764. The examlner can normally be reached on Monday through Friday,
8:30 AM - 5:00 PM.

Based on the data set forth in Table 1 of US 9,139,534, compound 1is expected to be an active .
inhibitor of JNK1. Bennett at Table 1, col. 186 et seq. For example, the (1R,38,48)-enantiomer
of compound 1 (which is compound 421 of Bennett at col. 418) displayed an leo activity level of
below 200 nM for JNK1 inhibitian. Bennett at col. 418.
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If attempté. to reach the examiner by telephone are unsuccessful, the éXaminer's
supervisor, Mr. James O. Wilsonh can be reached on ‘(571)272.—0661.'_ The fax phone
number for the organization where this application or proceeding is assigned.is 571-
- 273-8300. o | - |
Voo ’ : -
may be obtained from the Patent
Application Information Retrieval (PAIR) system. Status information for published
applications may be obtained from either Private PAIR or Public PAIR.  Status
information for unpublishéd 'applicati'ons is a\kaifable through Private PAIR only.

Information regarding the status of an application.

For more jnformlation about the PAIR system, sée -http://pair-direct.uspto.gov. Should
you -have guestions on‘ access to the Private PAIR system, co'nta‘ct the Electronic
Business Center (EBC) at 866-217-9197 (toll-free). If 'you would like assistance frbm a
USPTO Customer Service R'epresentative,or access to the automated information
‘systell'n, call 800-786-9189 (IN USA OR CANADA) or-571-272-1000.

ALEXANDER R PAGANO
Examiner |

At Unit 1624 -

* /ALEXANDER R PAGANO)/

Examiner, Art Unit 1624




Respuesta

La reivindicacién 1 se dlrlge a un producto patentable Conforme al- con]unto de

procedimjentos incluidos en el Manual de Procedimiento para el Examen de patentes

(MPEP) § 821. 04(b), las reivindicaciones 11 - 13, dirigidas al proceso de manufactura
0 uso del producto- patentable de la reivindicacién 1, previamente retiradas en

consideracién del requerimiento de restriccién, son unificados en la presente y

completarnente examlnados respecto a su patentabilidad ba]o el Cédigo de Regulaaon
- Federal (CFR) 1. 142. Las reivindicaciones 14 - 21, dirigidas a los grupos inventivos 111,
IVy V no requieren todas las limitaciones de una re1v1nd1cac1on de producto patentable
y NO son respondldas enla presente. ‘

Debido a que ha sido respondida una invencién reclamada que fue previarﬁehte
' retirada en consideraci6n del CFR 1.142, el requerimiento de restriccién entre los
- grupos 1y Il es retirado en la presente, segin se estableci6 en el Oficio enviado el
7 de octubre de 2015, En vista del retiro del requerimiento de restriccién, se aconseja
a la solicitante de que, si ninguna reivindicacién presentada en una solicitud de

s

continuacién o divisional se anticipa por, o incluye todas las llmltacmnes ‘de, una

re1v1nd1cac1on que es concedida en la presente sohmtud dicha reivindicacién puede ser
sujeta a rechazo de doble patente estatutario y/o no estatutarlo provisional sobre las
re1v1nd1cac1ones de la presente solicitud. x

Una vez el requerlmlento de restrlccmn es retlrado, no son apllcables las dlsp051c1ones
de35USC 121, -, -

~ Modificaciones del examinador

Las reivindicaciones 1 -9, 11- 13 y 22 - 45 estdn en, condicién de autorizacién sujeta a

'las modificaciones del examinador (que aparecen abajo). Si los cambios y/o adiciones

1o son aceptables para la solicitante, se debe presentar una modificacién por 37 CFR

1.312. Para asegurar la consideracién de dicha modificacién, se DEBE presentar no més
tarde que la tarifa de ﬁagb de este asunto. Se otorgé la autorizacién para esta
modificacién del examinador en una entrevista telefénica con Michael I. Bruner el 8 de
febrero de 2016 '

La modificacién a las réivigdicéc-igges pre’sehtada; el 4 dg febrero .de 2016
corresponde a;. o ' ' -

Modlflcar la re1v1nd1cac10n 13 reemplazando: ' .

“sindrome metabollco que lleva a destrdenes fibréticos hepatlcos o condiciones
tratables o prevenibles mediante la inhibicién de una via metabélica de quinasa,”

en las lfneas 2 - 3 con:




“0 sindrome metabélico que lleva a desérdenes fibréticos hepaticos”.
- Modificar la reivindicacién 24 reemplazando:’

“sindrome metabélico que llevaa desdrdenes fibréticos hepaticos, o condiciones -
~ tratables o prevenibles mediante la inhibicién de una via metabélica de quinasa,”

en las lineas 1 - 3 con:
“o'sindrome metabélico que lleva a desérdenes fibréticos hepaticos”,
Modificar la reivindicacién 27 reemplazando:

“sindrome metabélico que lleva a desérdenes fibréticos hepéticos, o condiciones
tratables o prevenibles mediante la inhibicién de una via metabélica de quinasa,” -

en las lineas 1 - 3 con: : T
“0 sindrome metabélico que lleva a desérdenes fibréticos hepaticos”.
. Modificar la reivindicacion 30 reemplazando:

“sindrome metabélico que lleva a des.érdene's fibréticdé hepéticos, o condiciones
tratables o prevenibles fnediante la inhibicién de una via metabélica de quinasa,”
enlas lineas 1 - 3 con: i | _ |
“0 sindromé metabélico que lleva a desérdenes fibréticdshepéﬁcos".
Modificar la reivindicacién 33 reemplazando:

“sindrome metabélico que lleva a desérdenes fibréticos hepaticos, o condiciones
‘tratables o prevenibles mediante la inhibicién de una via metabélica de quinasa,”

en laslfneas 1 -3 con: -
“0 sindrome metabélico que lleva a desérdenes fibréticos hepéticos”.
Modificar la reivindicacién 36 reemplazando: -

~ “sindrorhe metabélico que lleva a desérdenes fibréticos hepaticos, o condiciones
tratables o prevenibles mediante la inhibicién de una via metabélica de quinasa,”

en las lineas 1 - 3 con: _
“o0 sindrome metabélico que lleva a desérdenes fibréticos hepaticos”.
Modificar la reivindicacién 39 reemplazando:

“sindrome metabélico que lleva a desérdenes fibréticos hepaticos, 0 condiciones
~ tratables o prevenibles mediante lainhibicién de una via metabélica de quinasa,”




en las lineas 1 - 3 con:
“0 smdrome metabollco que lleva a desérdenes flbrotlcos hepaticos”.
Modificar la reivindicacién 42 reemplazando:

“sindrome metabélico que lleva a desérdenes fibréticos hepdticos, o condiciones
 tratables o prevenibles medlante lainhibicién de una via metabélica de quinasa,”

en las lineas 1 - 3 con:
“o sindrome metabélico que lleva a desérdenes fibréticos hepaticos”.
Modificar la reivindicacién 45 reemplazando: - :

“sindrome metabélico que lléva a desérdenes fibréticos hepaticos, o condiciones
tratables o prevenlb]es mediante la inhibicién de una via metabélica de quinasa,”

en las lineas 1 - 3 con:

“o sindrome metabélico que lleva a desérdenes fibréticos hepaticos”.

Razones del examinador para la concesion -

Las reivindicacionés de la solicitante se dirigen a polimorfos del compuesto l,es demr,
- 2-(ter-butilamino)-4((1R, 3R, 4R)-3-hidroxi-4- -metilciclohexilamino)- p1r1m1d1na 5-
carboxamida y métodos de uso-de este,

‘compuesto 1

La solicitante divulga un difractograma de rayos X en polvo para cada una de esas -
formas cristalinas en las figuras 1a 451

- LEl conjunto de lineas, su ubicacion e intensidad relativa, obtenidas por un patrén de rayos x en polvo de
una fase cristalina, es caracterlstnca para esa fase y representa un tipo’ de huella "fmgerprlnt" para la forma
cristalina particular,




El arte previo ensefia que las formas cristalinas especificas de moléculas farmacéuticas -
pequefias generalmente son impredecibles. Ademds, la identificaciéon de formas
cristalinas - espec1f1cas es esencial en el desarrollo de formas de d051f1cac1on
farmaceutlcas optlmas 2 '

- El arte previo mas cercano es B L. Bennett et al, us 9,139, 534 (Sep. 22, 2015)
(“Bennett™). Bennett divulga el compuesto 1 como un e]ernplo de sus inhibidores de
quinasa N-terminal ¢-Jun (]NK] de férmula I. Bennett en la columna 126 (el compuesto
“del ejemplo 32)3. Sin embargo, Bennett no brmda informacién respecto las forrnas'
_cristalinas polimérficas espec1f1cas

La razon primaria para la concesi6n es que el arte prev1o mas cercano no brmda
ensefianzas o d1recc10nam1ento respecto a las formas cristalinas especificas del
compuesto reclamado y por lo tanto no motivaria a un versado en la materia a llegar a
las formas cristalinas reclamadas (impredecibles) con una probablhdad razonable de
éxito. Ver, por ejemplo, Ex parte Reddy, 2009-002678, Solicitud No. 10/816,798 en.la

* péagina 8 (Bd. Pat, App. & Int. 2014) (c1t1ng inre Ryckaert 9F.3d 1531, 1534, 28 USPQ2D
1955, 1957 (Fed. Cir. 1993)).

Algin comentario que sea considerado necesario por parte de la solicitante debe ser
presentado después-del pago de la tasa, para evitar retraso en los procesos, deberia
estar acompafiada preferiblemente la tasa del asunto. Dicha presentacién debe estar
etiquetada claramente como “Comentarios sobre la Declaracmn de las Razones para la
Concesion”, '

2 SOLID STATE CHARACTERIZATION OF PHARMACEUTICALS 473 — 491, 490 (R.A. Storey et al. eds., 2011); Id.
"En 444 ("con nuestro nivel de conocimiento actual acerca de la cristalizacion y el polimorfismo, la seleceion

de cules estructuras factibles energetlcamente son ideales para ser polimorfos reallzables no es posﬂ:le con

ningln grado de confianza”), - . _
3 Basado en el conjunto de datos de la Tabla 1 del documento US 8,139,534, se espera que el compuesto 1

sea uri inhibidor activo de JNKL. Bennett en la Tabla 1, colurmna 186y siguientes. Por ejemplo, el énantidmero

(1R,35,45) del compuesto 1 (el cual es el compuesto 491 de Bennet en la columna 418) exhlblo un nivel de
actividad de inhibicién a JNKl de ICso por debajo de 200 nM. Bennett enla columna 418.
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PYRIMIDINE-5-CARBOXAMIDE,
COMPOSITIONS THEREOQF AND

- METHODS OF THEIR USE
- AMENDMENT
: Commissioﬁer for Patents
P.O. Box 1450
Alexandna, VA 22313-1450

Sir. |

Applicant submits this amendment to amend the claims ina manner consistent with
discussions between Examiner Alexander_R. Pagano and Attorney for Applicant Michael J.
Bruner during telephone eonversetiohs of February 2, 2016 and February 3, 2016.

Amendments to the Claims are reflected in the listing of claims which begins‘on page 2
of this paper. B o - |

Remarks begin on page 10.of ehis paper..
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g Amendmehts to the Claims:

ThlS ]1st1ng of claims will replace all prior versmns and 11st1ngs of clanns in the
appllcatlon :

Listing of Ciaims

What is claimed is:

1. (Currently Amended) Crystal Form A of&eﬁﬂmlfﬁeﬂn-eem-pfi-siﬂg-Cdmpound l,ora

tautomer thereof
' 0
| N“X" “NH, ,
ST
N N NH

OH

1
which has an X-ray powder diffraction pattem comprising peaks at approx1mate1y
10,55, 13.61 and 19. 84° 20.

2. (Currently Amended) gystal Form B of A—eﬁ*ﬁ%&ﬂ—fet—m—eempﬂamg Compound 1, or a,'

‘tautomer thereof*
‘ CNTTR NHz
SL A
“SNTTNTNH
H .

which has an X-ray powder diffraction pattem compnsmg peaks at approx1mate1y
9.80, 17.29 and 21 74° 20,

NAI-1500820060v1 - ' ' 2




3. (Currently Amended) Crystal F orm C of A—eﬁﬂstai—fefm-eempﬂ-smg Compound l,ora
B tautomer thereof:

~OH

|

which has an X—ray powder diffraction pattern compr1 sing peaks at approx1matelyl
9.83, 17.26 and 21.86° 26.

e

(Currently Amended) Crystal Form D of A—eﬁhs’e&l—fem—eenwﬂﬁng Compound lora
tautomer thereof: : . '
Y o
N “NH,
S AT
“N N™ "NH
et
: OH
1 .
which has an X-ray powder diffraction pattern comprising peaks at approximately
- 10.37,13.41 and 19.52° 26,
5. (Currently Amended) Crvstal Form E of &eﬁ%ﬁa:l—fema—emnpﬂ-s% Compound 1 ora
| tautomer thereof:
‘ .9
Y N7 NH,
M A
N N™ "NH
et
" “OH
1 | s

_ NAJ-1500820060v1 . . 3




‘which has an X-ray powder diffraction pattern comprising peaks at approximately
6921729 and 21.81° 26,

6. (Currently Amended) r_\gstal Form Fof Arer-s%a:l—fefm—eempﬂ-s:,ng Compound 1,ora

tautomer thereof: L o
. O -
' N ONH,
S T
N™ "N” "NH
H f .

which has an X-ray powder dlffracnon pattem compn sing peaks at appromrnately
* 18.53,20.85 and 21.10° 28.

70 (Currently Amended) Crystal Form G of A-erystel-formeemprisitag Compound 1, ora

tautomer thereof: , ‘ -
\ a . O ' -
N NH,
S A
N">N"NH
“ N f

OH

1 .
which has an X-ray powder diffraction pattern compn sing peaks at approxnnately
9.51,17.90 and 21.28° 20.

3. V_ (Currently Amended) C;ystal Form H of Arefy‘&tal—feﬁn-eempmmg Compound l,ora

tautomer thereof
. O
N NH,
S
N N~ "NH
N H . . f

OH

NAI-1500820060vL L ‘ 4




10.

11.

12

13.

1

wh1ch has an X-ray powder diffraction pattern cornpn smg peaks at approx1rnate]y
©9.74,17.22 and 21.76° 29. ‘

(Currenﬂy Amended) Crystal Form I of A—efys%a-l—feﬂﬂ—eeﬂapﬁ-smg Compound l,ora
tautomer thereof:

which has an- X—ray powder dlffractlon pattem comprising peaks at approx1mate1y
7.94,16.00 and 18.27° 29.

(Cancelled)

H : of 1nh1b1t1ng a JNKI1 or
-INK?2 kinase in a cell expressing said JNK1 or INKZ kmase comprising contactmg |

said cell wn‘h an effective amount of a cgystal form of claim 1

{Currently Amended)_A method .for'treating er-—pfevent-i-ng interstitial pulmonary fibrosis,
~ systemic sclerosis, scleroderma, chronic allograft nephropathy, antibody mediated
' rejection, or lupus, comprising administering an effectwe amount of a selid ¢ mstal

form of claim 1 to a subject in need thereof,

(Currently Amended) A method for treating er-preventias liver fibrotic disorders,
diabetes, metabolic syndrome leading to liver fibrotic disorders, or a conditions
treatable or preventable by inhibition of a kinase pathway, comprising administering 7

an effective amount of a selid crystal form of claim 1to a subject in need thereof.

NAI-1500820060v] . C 5




14.
‘1"5.
16.
17.
_18.l
19,
20.

21

22,

23. -

24.

(Cancelled) -

(Cancelled)
(Cancelled)
(anceiled)

(Cancelled)

(€Cancelled) -

(Cancelled)

(Cancelled)

(New) A method of inhibiting a JNK1 or INKZ kinase in a cell expressing séid JNK1 or
INK2 kinase, comprising contacting said cell with an effective amount of a crystal -

form of claim 2.

(New) A method for treating interstitial pulmonary fibrosis, systemic sclerosis,
scleroderma, chronic allograft néphropathy, antibody mediated rejection, or 'lupu_ls,
comprising administering an effective amount of a crystal form of claim 2 to a

subject in need thereof.

(N ew) A method for treating liver fibrotic disorders, diabetes, metabolic syndrome

- leading to liver fibrotic disorders, or a conditions tréatable or preventable by

NAI-1500820060v1 ' 6




25.

26

27.

28,

29,

30.

31

1nh1b1t1011 ofa kmase pathway, compr smg admlmstenng an effective amount of a

crystal form of claim 2 to a subject in need thereof.

(New) A method of inhibiting a JNKl or INK2 kinase in a cell expressin'g'said INK1 or
JNK2 kiriase, comprising contacting said cell with an effective amount of a crystal :

- form of claim 3.

' (New) A method for treating interstitial pulmonary fibrosis, systemic sclerosis,

scleroderma, chronic allograft nephropathy, antibody medlated rejection, or lupus,
compnsmg admlmstenng an effective amount of a crystal form of clairn 3toa

subject in need thereof, .

(New) A rnethdd for treating liver fibrotic disorders, diabetes, metabolic syndrome-
leading to liver fibrotic disorders, or a conditions treatable or preventable by
inhibition of a kinase pathwaty, cnmprising.adnlinistering an effective amount of a

crystal form of claim 3 1o a subject in need thereof.

(New) A method of’inhibiting a INK1 or JNK2 kinase in a cell expressing said JNK1 or

JNK2 kinase, comprising contacting said cell with an effective amount of a crystal

form of claim 4.

(New) A method for treating interstitial pnlmonary.ﬁbrosis, systemic sclerosis,. =
. scleroderma, chronic allograft nephropathy, antibody mediated rejection, or lupus,
comprising administering an effective amount of a crystal form of claim 4 to a

; subject in need thereof.

(New) A method for treating 11ver fibrotic disorders d1abetes metabohc syndrome
leadmg to liver ﬁbrotlc dlsorders ora conditlons treatable or preventable by
inhibition of a kinase pathway, compnsmg adrnlmstermg an effective amount of a

crystal form of claim 4 toa subject in need thereof

(New) A rnethod of inhibiting a IN'KI or JNK2 kinaSe in a cell expressing said JNK1 or
JNK2 kinase, compnsmg contactmg sa.1d cell with an effective amount of a crystal

form of claim 5

NAI-1500820060v1 _ o 7




32, (New) A-method for treating interstitial pulmonary fibrosis, systemic sclerosis,
) scleroderma, chronic allograft nephropathy, antibody mediated rejection, or lupus,

comprieing administering an effective amount of a crystal form of claim 5 to a

subject in need thereof.

’

33, (New) ‘A method for treatmg liver ﬁbro’nc dlsorders diabetes, metabohc syndrome
leading to liver fibrotic disorders, or a condlttons treatable or preventable by
inhibition of a kinase pathway, compnsmg administering an effecnve arnount ofa .

crystal form of claim 5 to a sub] ect in need thereof.

34, (New) A method of inhibiting a INK1 or INK2 kinase in a cell expressing said INKI or
- INK2 kinase, comprising contacting said cell with an effective amount of 2 crystal |

form of claun 6

35 (New) A method for treating 1nters1:1t1al pulmonary ﬁbr051s systemlc sclerosns
scleroderma, chronic allograft nephropathy, antibody mediated rejection, or lupus
' comprising administering an effective amount of a crystal form of claim 6 to a

subject in need thereof. -

36. | (New) A method for treating liver fibrotic disorders, diabetes, metabolic syndrome

N leading to liver fibrotic disorders, or a conditions treatable or preventable by

i

inhibition of a kinase pathway, oompnsmg administering an effecuve amount of a

crystal form of claim 6 to a subject in need thereof,

37. (New) A method of inhibiting a INKI or INK2 k’inase ina oell'expressing said INK1 or
JNK2 kinase, compnsmg contactmg said cell with an effective amount of 4 crystal

form of clalm 7

38. (N ew) A method for treating interstitial pulmonary fibrosis, systemic sclerosis,
“scleroderma, chronic allograft nephropathy, antibody mediated rejection, or lupus
compnsmg admmlstenng an effective amount of a crystal form of claim Ttoa

subject in need thereof

NAI-1500820060v1 - ‘ 8




39, (N ew) A method for treating liver fibrotic disorders, diabetes, metabolic syndrome
leading to liver fibrotic disorders, or a conditions treatable or preventable by .
inhibition of a kmase pathway, comprising admlmstermg an effective amount of a

crystal form of cIa1m 7 toa subject in need thereof,

40. (New) A method of inhibiting a JNK1 or JNK2 kinase in 2 cell expressing said JNK1 or
JNK2 kinase, comprising contacting sa1d cell with an effective amount of a crystal

form of claim 8.

41.  (New) A method for treating interstitial pulmonary fibrosis, systemic sclerosis,
scleroderma, chronic allograft nephropathy,‘ antibody mediated rejection, or lupus,
comprising admlnlstenng an effectlve amount of a crystal form of claim 8 toa -

subject in need thereof.

42, (New) A method for treating liver fibrotic dlsorders d1abetes metabolic syndrome
leadmg to I1ver fibrotic d1s0rders or a conditions treatable or preventable by
1nh1b1t10n of a kinase pathway, comprising administering an effective amount of a _

crystal form of claim 8 to a subject in need thereof,

43. - (New) A method of inhibiting a INK1 or JNK2 kinase in a cell expressing said JNK1 or
INK2 kinase, comprising cbntactirig said cell with an effective amount ofa crystal

" form of claim 9.

3 44. (New) A method for treating interstitial pulmonary fibrosis, 'systemic sclerosis,
scleroderma, chronic atlograft nephropathy, antibody mediated rejection, or lupus,
comprising administering an effective amount of a crystal form of claim 9 toa

subject in need thereof.

45.  (New) A method for treating liver fibrotic disorders, diabetes, metabolic syndrome
leading to liver fibrotic disorders, or a conditions treatable or preventable by
1nh1blt10n of a kinase pathway, comprising admlmstenng an effectlve amount of a

crystal form of claim 9 to a subject in need thereof

NAL-1500820060v1 : ' 9




REMARKS

- Upon entry of the presently made amendments, clalrns 1-9, 11-13 and 22-45 will be
pending. Claims 10 and 14-21 have been cancelled, without prejudice.

Claims 1-9 and 11-13 have been amended, mthout prejudice, to clanfy the claimed

subject matter.
‘New claims 2245 have been added, which eorresperrd to the form of claims 11-13.
No new matter has been added. | | |
Applrcant reserves their right to prosecute the subject matter of any cancelled clmm any
-amended claim, any withdrawn claim or any. .unclaimed subject matter in one or more related
_ applications. .
Applicant respectfully reqaests that the above remarks be entered in the present
_apphcatlon file. No fees are believed to be due in connection W1th this Amendment other than

the addmonal claims fees being paid concurrently via EFS-web:; however in the event that any

fees are due, please charge the required fees to Jones Day Deposit ‘Account No. 50-3013.

Respectfully -submitted,

Date: February 4. 2016  /Michael J. Bruner/ .
I By: Michael J. Bruner ‘(Reg. No. 47,458)
JONES DAY
222 East 41st Street

. - New York, New York 10017
| (404) 581-8614
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Lista de reivindicaciones

Lo que se reivindica es:

1. Modificada) La forma cristalina A del U :
comprende-el-Compuesto 1, o un tautémero del mismo:

que tiene un patrén de difraccién en polvo por rayos X que comprende picos enT
* aproximadamente 10.55, 13.61 y 19.84° 26.

2, Modificada) La forma cristalina B del _
comprende-cl-Compuesto 1, 0 un tautémero del mismo:

i

: que tiene un patrén de difraccion en polvo por rayos X que comprende p]COS en
aprox1madamente 9.80,17.29 y 21.74° 28.

- 3. (Modificada) La forma cristalina C del Uﬂﬂ-ﬁGFﬂ*&d@-GHS—F&]—GE—FEEt@-HZ—&d—a—pGFq-&e
eempa:eﬂde-el-Compuesto 1 oun tautomero del mismo:




N7 M

-- ﬂui“;(i””* |

‘f"é}

1

que tiene un patrén de difraccién en polvo por rayos X que comprende plCOS en .
aprox1madamente 9.83,17.26 y 21.86° 26.

Modificada) La forma cristalina D del :
comprende-el-Compuesto 1, o un tautémero del mismo: -

] i ‘I;HHQ '
e

IRy

~que tiene un patron de d1fracc1on en polvo por rayos X que comprende pICOS en
: aprox1madamente 10.37,13.41y 19.52° 26. :

‘ |M0d1f1cadal La forma cristalina E del Uﬂa—ﬁema—de-eﬁﬁ%al—eaq:aetemada-pepqae
eempFe&de—el-Compuesto 1, 0 un tautémero del mismo:




que tiene un patrén de difraccién en polvo por rayos X que comprende picos en
aproximadamente 9.92, 17.29 y 21.81° 26. ;

(Modificada) La forma cristalina F del

comprende-el-Compuesto 1, o un tautémero del mismo:

que t1ene un patrén de d1fracc10n en polvo por rayos X que comprende picosen
aprox1madamente 18 53,20.85y 21. 10° 28. :

l Modlﬁcadal La fqrma cristalina G del

comprende-el-Compuesto 1, o un tautémero del mismo:




| Modlﬁcada] La forma cristalina I del

o
ALE

[LETR)

que tiene un patrén de difraccién en polvo por rayos X que comprende picos en
aproximadamente 9 51,1790y 21. 28° 26. - :

( Modlflcada] La forma cristalina H del L
eemppendeel-Compuesto 1,0un tautornero del mismo:

que tiene un patrén de dlfraccmn en polvo por rayos X que comprende picos en
aprommadamente 9.74, 17 22y 21.76° 20.

eempa:eﬂdeel-Compuesto 1, o un tautdmero del mlsmo




10.

11.

12,

13.

14,

15.
'_16;

17.

que tiene'un patron de d1fracc1on en polvo por rayos X que comprende picos en

: apr0x1madamente 7.94, 16 00 y 18.27° 26.

. [Cancelada) |

(Modificada) Un método para el tratamlento 0 prevencién de condiciones
tratables o prevenibles por inhibicién de una ruta metabollca de quinasa, que
comprende administrar una cantidad efectiva de una forma sohda de la
re1v1nd1cac10n 1 aun sujeto que necesite de esta.

' Un método para el tratamiento o prevencién de fibrosis pulmonar intersticial,

esclerosis sistémica, escleroderma, nefropatia crénica de aloinjerto, rechazo
mediado por anticuerpos, o lupus, que comprende administrar de una cantidad
efectiva de una forma sélida de la re1v1nd1cac16n 1 a un sujeto que necesite de
esta. ‘

Un método para el tratamiento o prevencwn de desérdenes ﬁbrotlcos hepatlcos ”
diabetes, sindrome metabollco que lleva a desérdenes fibréticos hepaticos o
condiciones tratables o prevenibles por la 1nh1b1c10n de una ruta metabdlica de
quinasa, que comprende administrar de una cantidad efectiva de una forma
sélida de la re1v1nd1cac10n la un sujeto que necesite de esta.

. (Cancelada)

(Cancelada)
'(Cancelada)

(Cancelada)




18.
19.
20.
21,

22,

23.

24,

25,

26.

27.

(Cancelada)
(Canceladz.l)‘ )

{Cancelada)

(Cancelada)

“(Nueva) Un metodo de inhibicién de quinasa |[NK1 o JNK2 en una célula.que
expresa dicha quinasa JNK1 o JNK2, que comprende poneér en contacto dicha
“célula con una cantidad efectiva de una forma cristalina de la reivindicacién 2.

(Nueva) Un método de tratamiento de fibrosis pulmonar intersticial, esclerosis -
sistémica, escleroderma, nefropatia crénica de aloinjerto, rechazo mediado por
anticuerpos, o Jupus, que comprende administrar una cantidad efectiva de una
forma cristalina de la reivindicacién 2 a un su]eto que nece51te de esta.

'(Nueva) Un metodo para el tratamiento de desordenes fibréticos hepaticos,

diabetes, sindrome metabollco que lleva a desérdenes fibréticos hepaticos, o
cond1c1o_nes tratables o prevenibles por la inhibicién de una ruta metabolica de -
quinasa, que comprende la administracién de una cantidad efectiva de una
forma cristalina de la reivindicacién 2 a un sujeto en necesidad de esta. '

- (Nueva) Un método de inhibicién de quinasa JNK1 o JNK2 en una célula que

expresa dich__a quinasa JNK1 o JNK2, que comprende poner en contacto dicha

~ célula con una cantidad efectiva de una forma cristalina de la reivindicacién 3.

(Nueva) Un método de tratamiento de fibrosis pulmonar intersticial, esclerosis
sistémica,‘escleroderma ‘nefropatia crénica de aloinjerto, rechazo mediado por
anticuerpos, o lupus, que comprende administrar una cantidad efectiva de una
forma crlstahna dela relvmdlcacmn 3aun su]eto que necesite de esta.

(Nueva) Un metodo‘ para el tratamiento de desdrdenes fibréticos ‘hepéticos,

diabetes, sindrome metabélico que lleva a desérdenes fibréticos hepaticos, o

cond1c1ones tratables o prevenibles por la inhibicién de una ruta metabdlica de
quinasa, que comprende la administracién de una cantldad efectiva de una s
forma cristalina de la reivindicacién 3 a un sujeto en necesidad de esta.




28.

29.

30.

31.

32,

33.

34.

35.

(Nueva) Un metodo de 1nh1b1c10n de qulnasa ]NK1 0 JNK2 en una célula que
expresa dicha quinasa JNK1 o JNKZ, que comprende poner en contacto dicha
célula con una cantidad efectiva de una forma cristalina de la reivindicacién 4.

(Nueva) Un método de tratamiento de fibrosis pulmonar intersticial, esclerosis
sistémica, escleroderma, nefropatfa cronica de aloinjerto, rechazo mediado por

anticuerpos, o lupus, que comprende administrar una cantidad efectiva de una

forma cristalina de la reivindicacién 4 a-un sujeto que-necé_site de esta.

(Nueva) Un método para el tratamiento de desérdenes -fibréticos hepatlcos,
diabetes, smdrome metabdlico que lleva a desérdenes fibréticos ‘thepdticos, o
condiciones tratables o prevenlbles por la inhibicién de una ruta metabélica de
quinasa, que comprende la administracion de una cantidad efectiva de una

~ forma crlstalma de la re1v1nd1cac1on 4 a un sujeto en nece51dad de esta,

~ (Nueva)-Un método de inhibicién de quinasa ]NKl 0 INK2 en una célula que

expresa dicha quinasa JNK1 o JNK2, que comprende poner en contacto dicha
célula con una cantidad efectiva de una forma cristalina de la reivindicacién 5.

(Nueva) Un método de tratamiento de fibrosis pulmonar intersticial, esclerosis
sistémica, escleroderma, nefropatfa crénica de aloinjerto, rechazo mediado por
anticuerpos, o lupus, que comprende administrar una cantidad efectiva de una
forma cristalina dela re_ivindicacién 5aun sujeto QUe necesite de esta.

(Nueva) Un método para el tratamiento de desérdenes fibréticos hepaticos,

diabetes, sindrome metabélico que lleva a desérdenes fibréticos hepéticos; 0
condiciones tratables o prevenibles por la inhibicién de una ruta metabélica de
quinasa, que comprende la administracién de una cantidad efectiva de una

forma crlstalma de la reivindicacién 5 a un su]eto en nece51dad de esta.

(Nueva) Un método de inhibicién de quinasa JNK1 0 JNK2 en una célula que
expresa dicha quinasa JNK1 o JNK2, que comprende poner en contacto dicha
célula con una cantidad efectlva de una forma cristalina de la reivindicacién 6.

(Nueva) Un metodo de tratamiento de flbl‘OSlS pulmonar 1nterst1c1a1 escler031s
sistémica, escleroderma, nefropatia crénica de alomjertq, rech_azo, mediado por




36.

37.

38,

39.

40.

41.
L sisfgémica, escleroderma, nefropatia crénica de aloinjerto, rechazo mediado por

42.

anticuerpos, o lupus, que comprende admlmstrar una cantldad efectiva de una
forma cristalina de la relvmdlcacmn 6aun su]eto que nece51te de esta.

(Nueva) Un método pa'ra el tratamiento de desérdenés fibréticos hepiticos,
diabetes, sindrome metabélico que lleva a desérdenes fibréticos hepaticos, o
condiciones tratables o prevenibles por la inhibicién de una ruta metabélica de
quinasa, que comprende la administracién de una cantidad efectiva de una
forma cristalina de la reivindicacién 6 a un sujeto en necesidad de esta.

. (Nueva) Un metodo de 1nh1b1c1on de quinasa JNK1 o JNK2 en una célula que

expresa dicha qumasa JNK1 o ]NK2 que comprende poner en contacto dicha
célula con una cantidad efectiva de una forma cristalina de la reivindicacién 7.

(Nueva) Un método de tratamiento de fibrosis pulmonar intersticial, esclerosis
sistémica, escleroderma, nefropatia crénica de alom]erto rechazo mediado por

anticuerpos, o lupus que comprende administrar una cantldad efectiva de una
forma cristalina de la re1v1nd_1cac1on 7aun sujeto que necesite de esta.

(Nueva) Un método para el tratamiento de desérdenes flbrotlcos hepaticos,

. diabetes, sindrome metabdlico que lleva a desordenes fibréticos hepaticos, o

condiciones tratables o prevenibles por la inhibicién de una ruta metabdélica de
quinasa, que comprende la administracién de una cantidad efectiva de una

forma cristalina de la reivindicacién 7 a un sujeto en necesidad de esta.

_(NueVa) Un método de inhibicién de rquinaéa JNK1 o JNK2 en una célula que
expresa dicha quinasa JNK1 o JNK2, que comprende poner en contacto dicha
célula con una cantidad efectiva de una forma cristalina de la reivindicacién 8.

(Nueva) Un método de tratamiento de fibrosis pulmonar intersticial, esclerosis

anticuerpos, o lupus, que comprende administrar una cantidad efectiva de una
forma cris'talina de la reivindicacion 8 a un sujeto que necesite de esta.

~ (Nueva) Un método para el tratamiento de desérdenes fibréticos hepaticos,

diabetes, sindrome metabélico que lleva a desérdenes fibréticos hepéticqs. o

~condiciones tratables o prevenibles por la inhibicién de una ruta metabélica de




43.

44,

45.

quinasa, que comprende la administracién de una cantidad efectiva de una
forma cristalina de Ia reivindicacién 8 a un sujeto en necesidad de esta.-

(Nueva) Un método de inhibicién de quinasa JNK1 o JNK2 en una célula que

- expresa dicha quinasa JNK1 o JNK2, que comprende poner en contacto dicha

célula con una cantidad efectiva de una forma cristalina de la reivindicacién 9.

(Nueva) Un método de tratamiento de fibrosis pulmonar intersticial, esclerosis
sistémica, escleroderma, nefropatia crénica de aloinjerto, rechazo mediado por
anticuerpos, o lupus, que comprende administrar una cantidad efectiva de una
forma cristalina de la reivindicacion 9 a un sujeto que necesite de esta.

(Nueva) Un método para el tratamiento de desérdenes fibréticos hepaéticos,
diabetes, sindrome metabélico que lleva a desérdenes fibréticos hepaticos, o
condiciones tratables o prévenibles por la inhibicién de una rutd nietabélica de
quinasa, que .comprende la administracion de una cantidad efectiva de una

- forma cristalina de la reivindicacién 9 a un sujeto en necesidad de esta.

-
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