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IMPROVED PROCESS FOR HYDROXYAZAPIRONES ?é

BACKGROUND OF THE INVENTION

Certain azapirones, such as the compounds of Formula II, have been shown to
have therapeutic potential when hydroxylated to form hydroxyazapirones of Formula
L. Two examples of hydroxyazapirones are 6-hydroxybuspirone (R' and R?
arel,4-butandiyl and n is 4) and 3-hydroxygepirone (R' and R are methyl and n is 4).
Initially discovered as metabolites (see Mayol et al. Clin. Pharmacol. Ther. 1985
37, 210 and Kerns et al. J. Pharmaceut and Biomedical Analysis 1999 20, 115-128),
these compounds are now believed to be biologically active and their use in treating
anxjety disorders and depression has been disclosed (Mayol, R. F. U.S. patent
6,150,365, 2000; Rider, P.H. PCT appl. WO 02/16347, 2002). As these compounds
show promise in therapy, improved methods for their production would be of benefit.

NolNe
\'¢,¢>Ha.. '\}iﬁi%
R! R
A2 OH R?
1 I

Processes which selectively hydroxylate Formula II azapirones into Formaula I
hydroxyazapirones have been disclosed (Mayol, R. F. U.S. patent 6,150,365, 2000;
Rider, P.H. PCT appl. WO 02/16347, 2002). One process for hydroxylating both
buspirone and gepirone is illustrated in Scheme 1. In this process, the imide enolate
derived from imide IT was generated and trapped by di-4-nitrobenzyl
peroxydicarbonate [(PNBOCO);] to produce intermediate X, After chromatographic
purification, hydrogenation of intermediate X afforded the Formula I compound.
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A second process, shown in scheme 2, was employed for buspirone hydroxylation.
In this process, the imide enolate derived from II was reacted with 2-
(phenylmulfonyl)-3-phenyloxaziridine (the Davis reagent) to form the postulated
intermediate V. Acidic workup provided the Formula I product.

Drawbacks of both these processes include the requirement to synthesize the
starting reagents and the necessity of chromatographically purifiying the products.
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A third process involving enzymatic conversion in certain mammalian liver
5 microsomes was not amenable to large-scale synthesis.

By contrast, the invention disclosed below improves upon these processes by
employing a one step procedure using commescially available reagents and air. The
process also provides direct crystallization of the product rethex than

10 chromatographic purification.

SUMMARY OF THE INVENTION

This invention describes an improved one-pot process for hyydroxylation of certain
15 useful azapirone psychtropic agents, such as buspirone and gepirone. The process
uses commercially available reagents and air. The pure product is crystallized directly
from the reaction mixture, and the process is amenable to large-scale synthesis.
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DETAILED DESCRIPTION OF THE ON

The invention provides a process for the preparation of hydroxyazapirones of

Formula I,
Y
N\,rfN
O
o
ACH2)n
a!
2
R OH
5 I
wherein

R! and R? are independently hydrogen or C;.¢alkyl, or where
R! and R? teken together are —CH3(CHz)g sCHy~, and
n is an integer from 2 to 5,

10  from szapirones of Formula IL.

The process is shown in scheme 3. Briefly, a Formula IT azapirone compound is
15 dissolved in an appropriate solvent containing 1-5 equivalents of a suitable reductant.
A strong base is added, generating an imide enolate of Formnla HI. A source of
oxygen is added until the generation of Formula I compound is complete. In the
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course of the experimental workup, the product is crystallized and isolated. This i.ﬂ\

process is described in detail below.
Scheme 3.
ﬁ:?" 1.0y cralr, <-40°C Q
Q ) | srem Q
-lé"ﬂll 2 neukelie pH
Al :.&L’ NaHMDS, -70°C n 4, crynilies "‘#‘L
- -
n 1) 1

A Formule II compound is dissolved in a suitable aprotic solvent to a preferred
rafio of 10-20 mL/g. Suitable solvents for enolate generation include ethereal solvents
such as diethylether, 1,2-dimethoxyethane, dioxane, and 2-methyltetrshydrofuran.
Tetrahydrofuran (THF) is a preferred solvent for this reaction. A suitable reductant in
the range of 1-5 equivalents is added to the solution. Suitable reductants are those
that recdluce organic hydroperoxides to alcohols. These reductants include
1ri(C;-s)alkylphosphites as well as other reductants such as triarylphosphites, triaryl-
and trialky] phosphines, thiourea, sodium borohydride, copper (II) chlaride with iron
(II) sulfate, iron (IT) chloride, titanjum isopropoxide, dimethyl sulfide,
diethyldisulfide, sodium sulfite, sodium thiosulfate, zinc and acetic acid, and
1-propene. While the reductant may be added at any convenient stage of the process,
itis preferably present when the oxygenation reaction proceeds. The solution is
cooled to —40 to ~100 °C, preferably to & range of —68 to -75 ®C, and allowed to
completely stabilize.

About one equivalent of an appropriate strong base is added. The base mediates
deprotonation and formation of an imide enolate anion (III). Preferred bases suitable
for this type of deprotonation include disilazanes, such as lithium
bis(trixnethylsilyl)amide, sodivm bis(trimethylsilyl)amide, and potassium
bis(trimethylsilyl)amide. Other strong bases which may be nsed include dialkylamide
bases (such as lithium diisopropylamide), metal hydrides, and metal alkoxides.
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Generation of a stoichiometric amount of enolate is critical for optimizing the
process—undergeneration of enolate resulted in poor conversion and recovered
starting material, while overaddition of base resulted in the production of
dihydroxylated side products. The vse of reaction monitoring, in particular
employing FTIR, to directly observe conversion of the starting imide to the
corresponding enolate solved this issue. Direct observation of anion generation
allowed the base to be charged unti] the IR signal for starting material no longer
declined, indicating complete consurnption of the starting material. Starting material
was then incrementally charged unti] a steady IR signal of starting material was
observed, indicating no excess base was present. This provided a solution of enolate
with a slight excess of starting material (1% to 3%). Because excess starting material
was easier 1o purge than dihydroxylated side products (the impurities that resulted
when excess base was present), this was the preferred situation. Variations in the base
titer, water content, and phosphite quality were antomatically corrected because the
phosphite was charged before the base.

In general, the enolate compound of Formula III was formed in sifu and reacted
immediately with an electrophile. However, the invention includes stable enol
compounds which can later be reactivated. For example, enol acetates and enolsilanes
are suitable substrates for the process.

After enolate generation, air or oxygen was sparged into the reaction mixture,
controlling the initial rate of sparging to maintain the temperature of the reaction
mixture less than -40 °C. The sparging was continued until the reaction was complete
as indicated by FIPLC. Although air and oxygen gas are preferred sources of
molecular oxygen, other oxygen sources can be used including gaseous mixtures
containing molecular oxygen, liquid oxygen, and solutions containing liquid oxygen.

The mixtre was diluted with a suitable solvent such as methyl terz-butylether
(MTBE), ethyl acetate, or 2-methyl-THF, warmed to roorn temperature, and
neutralized with 1M hydrochloric acid until the pH was 6.0 to 7.0, preferably 6.5 to
6.9. Other acids can be used and the final pH can also be adjusted with various bases
including sodium phosphate. The reaction mixture was then partitioned, and the

\J
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organic Jayer separated. The organic solvents were replaced by isopropanol, and the
solution was cooled to crystallize the product. The product wes normally isolated in
64-90% with greater than 95% purity.

Occasionally the reaction product contained recovered starting material or a 6;10-
dihydroxylated side product. In these cases, one of two crystallization procedures
improved the purity. These procedures are described in the Specific Embodiments

section.

DESCRIPTION OF THE SPECIFIC EMBODIMENTS

EXAMPLE 1
6-Hydroxybuspirone

Buspirone (8—[4-[4-(2-pyrimidinyl)—1-pipm'azh;yl]butyl]-s-azaspi:o(4.5)-decane-
7.9-dione) (246.5 g, 639.6 mmol) was charged to a 12 L flask equipped with a
mechanical stirer and a React-IR probe under inert gas. Tetrahydrofuran (4.383 kg,
60.8 mol, 4.930 L, 20 mI /g) was charged and the mixture agitated at ambient
temperature until homogeneous. Triethyl phosphite (371.9 g, 2.238 mol, 383.8 mL,
3.5 eq) was added and the mixture was cooled to -68 to -75 °C. The mixture was
agitated at this temperature for at least 10 minutes to allow the React-IR signal to
stabilize. 1.0 M Sodium bis(trimethylsilyl)amide in THF (600.4 g, 664.1 mmol, 664.1

~ mL, 1.00 eq) was charged to the mixture at such a rate 50 as to maintain the

temperature less than —60 °C. Small amounts of sodium bis(trimethylsilyl)amide
were charged to the mixture until the IR signal for buspirone reached a minimum
indicating complete deprotonation of buspirone. Additional buspirone in THF (10-20
ml/g) was then charged to the reaction mixture in small increments until the IR
signal indicated a 0.5 % to 5 % excess of buspirone. Air was sparged into the reaction
mixture, controlling the initial rate of sparging so as to maintain the temperature of
the reaction mixture less than -60 °C. The sparging was continued until the reaction
was complete as indicated by HPLC. Methyl rert-butyl ether (384.8 g, 4.365 mol,
520.0 mL) was added followed by 1M hydrochloric acid (1350.8 g, 1.328 mmol,

7
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1328 mL) snd the solution was warmed to ambient temperature. The pH was adjusted
to between 6.5 and 6.9 using hydrochloric acid and Na;PO4. The phases were
separated and the organic phase was washed twice with brine (542.3 g, 493 mL). The
solvent of the rich organic layer was then replaced by isopropyl alcohol and the
solution was cooled to crystallize the reaction product. There is an option to seed

with 0.01 to 5 % buspirone at approximately 54 to 56 °C. The crystalline slorry w as
then filtered and the wet cake was washed with isopropyl alcohol and dried to

provide 6-hydrox ybuspirone (220.0 g, $2%), mp 109.5 °C.

Alternatively the product can be crystallized by either of these two methods:
(2) concentration and solvent replacement into heptane or hexanes, or (b) solvent
replacement into EtOAc and crystallization by the combination of cooling and
addition of heptane or hexanes.

EXAMPLE 2

Crystallization of 6-hydroxybuspirone to reduce 6,10-dihydroxybuspirone and
buspirone.

6-hydroxybuspirone (35.0 g, 90.8 mmol) was slurried with anizole (385 ml, 11
mi/g, 10-15 mL/g may be used). The mixture was heated to 80-100 °C and stirred to
obtain a clear solution. The solution was then cooled to 75-85 °C before
6,10-dihydroxybuspirone seeds (87.5 mg, 0.25 wt%, 0-2 wt% may be vsed) were
added. The mixture was then cooled to ambient temperature over 2-6 h and stimed
ovan;ight The resulting slurry was filtered and the filtrate was concentrated to
approximate]y half its initial volume, Heptane (400 mL) was then added over 1 h
and the resulting slurry was stirred at ambient temperature overnight. The sluzy was
filtered and the resulting filter cake was washed with heptane. After drying, 23.04 g
of 6-hydroxybuspirone was obtained (66% recovery). In some experiments, this
recrystallization reduced 6,10-dihydroxybuspirone from ~9% to ~1.5%.

EXAMPLE 3
Crystallization of 6-hydroxybuspirone to reduce buspirone.
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6-hydroxybuspirone (220.0 g, 547.9 mmol) was slurried with absolute ethyl
alcohol or isopropyl alcohol (2.20 L, 10 mlL/g. 10-20 mL/g may be used) in a
3-necked round bottom flask equipped with a mechanicel stirrer. The mixture was
heated from ambient tempersture to form a solution (55-70 °C). The resulting
solution was then cooled to form a shurry. The solid was filtered, washed, and dried
to provide purified 6-hydroxybuspirone (165.0 g, 75% recovery). In some
experiments, this recrystallization reduced buspirone from ~3% to ~1.4%.

EXAMPLE 4

Alternate protocol for 6-hydroxybuspirone

Buspirone (350.0 g, 0.908 mol) was dissolved in THF (6.9 L) in & 10 L vessel
under argon. The mixture was cooled to —70 °C using a dryice/IPA bath. A THF
solution of NaFHHMDS (0.908 mol, 1.00 equiv [0.762 mol titrated to be 0.953 M and
0.146 mol titrated to be 0.91 M]) was added over 12 min while maintaining the
temperature below — 40 °C. Triethylphosphite (3.18 mol, 3.5 equiv) was added in
one portion over approximately one min. The solution was stirred at —60 °C for
approximate]y 45 min. The solution was then cooled to -70 °C. Oxygen (nltra high
purity [UHP]) was bubbled into the reaction mixture using a gas dispersion tube.
(Note: the bubbler and a Nitrogen inlet were configured so that nitrogen passed
through the vessel during the entire reaction). An exothermn of approximately 5 °C
was observed and the rate of oxygen sparging was controlled so as to maintain the
temperature below —64.6 °C. The reaction was monitored using HPLC by taking
aliquots of the reaction mixture and quenching into the organic mobile phase. When
the AP of the starting material no Jonger declined (AP approxirnately 2), the reaction
was quenched with HCl (6 M, 0.5 L, the pH was measured to be approximately 3 at
approximately —10 °C) and allowed to warm to room tempersture overnight. The pH
was adjusted to approximately 2.0 by the addition of NaOH (2 NV, 40 mL) and the
solution was observed to be cloudy and somewhat heterogeneous. HPLC analysis
indicated 6-hydroxybuspirone (92.6 AP) and buspirone (127 AP). The mixture was
transferred to a 22 L, jacketed 3-neck flask equipped with mechanical stirrer, gas
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adapter, reflux condenser, aud thermocouple. Water was added (650 mL) and the
mixture was heated. At approximately 35 °C, the mixture became homogeneous.
(Note: altemnatively one can add 2.5 M HC] instead of 6 M HCl and water to adjust
the pH t0 2.0). The mixture was then warmed to approximately 58 °C for a total of
approximately 30 h end held at ambient temperature for approximately 124 h.

During the heating, samples were periodically taken for **P NMR and HPLC analysis
(monitoring for extent of hydrolyzis of diethylphosphite to HP(O)(OH)(OEt) and
HPLC analysis of 6-hydroxybuspirone).

The solution was then neutralized to a pH of 6.84 by the slow addition (25 min) of
a NaOH/saturated brine solution (3.5 N, 1.0 L (700 mL of 10.0 N NaOH and
saturated brine added until the volume reached 2.0 L]). MTBE (650 mL) and
saturated brine (500 mL) were added in order to assist the phase split The aqueous
layer (2900 mL.) was removed and saved for analysis and a sample of the organic
layer was saved for analysis as well. To the organic layer was added saturated brine
(650 mL) and MTBE (150 mL) and the phases were allowed to separate. The second
aqueous layer was removed (800 mL) and saved for analysis. Samples of the phases
were analyzed via P NMR (monitoring for diethylphosphite content) and HPLC
(monitoring the amount of 6-hydroxybuspirone within a given phase).

A 4 L cylindrical, glass reactor equipped with mechanical stirrer, condenser, and
thermocouples (for both. batch and distillate ternperature) was charged with 3800 mL
of the solution. Distillation was conducted under reduced pressure (the pressure
ranged from —19.5 to-20 in Hg) until the volume was approximately 500 mlL. The
remaining product-rich organic phase was added and distillation resumed, reducing
the volume to approximately 1000 mL. IPA was added (2000 mL) and distillation at
reduced pressure was resumed until the volume was reduced to approximately 1000
mL. An additional 1000 mL of IPA was added bringing the volume to approximately
2000 mL (no THF was detectable via GC and the water content was measured to be
0.13%). The mixture was heated to 75 °C to dissolve all solids and then subdivided
into two batches detailed in A and B below.
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Batch A. Approximately 1000 mL was transferred to a vessel equipped with a
magnetic stirrer and water was added (15 mL, Karl Fischer titration indicated 3,.94%
water). This solution was then slowly cooled to ambient temperatre while stirring,
and seeded with 6-hydroxybuspirone (approximately 20 mg). The mixture was
filtered seven days later on a 4-6 micron glass sintered filter and the mother liqoor
saved for analysis (740 mL). The off-white solid was subsequently washed with IPA
(2 x 260 mL). The white solid was suctioned dried for 1 h and then placed into a an
oven at 45 °C (27 in Hg with an N3 bleed for 69 h). 6-Hydroxybuspirone was
obteined as an off-white solid (166.0 g, purity = 99 AP, buspirone AP = 0.35, and a
trans-diol side product AP =0.54).

Batch B. The remainder of the solution (water content 0.13%) was allowed to
cool to ambient temperature and seeded with 6-hydroxybuspirone (20 mg) at
approximately 56 °C. The mixture was filtered seven days later on a 4-6 micron glass
sintered flter apd the reactor insed (four times with the mother liquor in order to
recover all solids). The mother liquor was saved for analysis (620 mL). The
off-white solid was subsequently washed with IPA (2 x 260 mL). The white solid
was suctioned dried for 1 h and then placed into a an oven at 45 °C (27 in Hg with an
N; bleed for 69 hours). 6-Hydrox ybuspirone was obtained as an off-white solid
(156.6 g, AP = 99, buspirone AP = 0.35, and a trans-diol side product AP = 0.54).

EXAMPLE 5

3-Hydroxygepirone

Gepirone (4,4-dimethyl-1-[4-[4-(2-pyrdimidinyl)-1-piperazinyl]butyl]-2,6-
piperidinedione) (10.0 g, 27.8 mmol) was charged to a 500 mL flask equipped with a
mechanical stirrer and a React-IJR. probe under inert gas. Tetrahydrofuran (250 ml,
25 ml/g) was charged and the mixture agitated at ambient temperature until
homogeneous. Triethyl phosphite (28.9 g, 174 mmol, 29.8 mL, 6.25 eq) was added
and the mixtire was cooled 1o -65 to -80 °C. The mixture was agitated at this
temperature for at least 10 minutes to allow the React-IR signal to stabilize. 1.0 M
Sodium bis(trimethylsilyl)amide in THF (27.8 mL, 27.8 mmol, 1.00 eq) was charged

11
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to the mixture at such a rate so as to mzintain the temperature less than ~60 °C. Small
amounts of sodium bis(trimethylsilyl)amide were charged to the mixture until the IR
gignal for buspirone reached a minimum indicating complete deprotonation of
gepirone. Additional gepirone in THF (25 m1./g) was then charged to the reaction
mixture in small increments until the IR signal indicated a 3.24 % excess of gepirone.
Air was sparged into the reaction mixture, controlling the initisl rate of sparging so as
to maintain the temperature of the reaction mixture less than -60 °C. The sparging
was continued unti] the reaction was compl‘ete as indicated by HPLC. Methyl
tert-butyl ether (40.0 mL) was added followed by 1M hydrochloric acid (45.0 mL)
and the solution was warmed to ambient temperature. The pH (9.48 at 20.6 °C) was
adjusted to between 6.5 and 6.9 using hydrochloric acid and NasPO, (pH = 6.95 at
22.7 °C). The phases were separated and the organic phase was washed twice with 25
wt % brine (40.0 mL). The solvent of the rich organic layer was then replaced by
isopropyl alcohol and the solution was cooled to ambient temperature to crystallize
the reaction product. The crystalline slury was then filtered and the wet cake was
washed twice with isopropyl alcohol (15.0 m1L) and dried to provide
3-hydroxygepirone (9.32 g, 89%), mp 128 °C.

12
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CLAIMS

We claim:

1. A process for preparing hydroxyazapirones of Formula I,

wherein

R! and R? are independently hydrogen, C;.galkyl, or
R! and R? taken together are —CH;(CF2)o.sCHz—, and
nis an integer from 2 {0 5, |
mmpﬁﬁng reacting a compound of Formula I

!
)
e

CHg)y
R! \
2 ®&M
2

R

m
wherein M@ is an alkali or alkaline earth metal cation

PCT/US2003/024934

10

with molecular oxygen in the presence of a reductant to provide a Formula I product.

2 The process of claim 1 wherein the source of molecular oxygen is air or

oXYZen gas.

3. The process of claim 1 wherein the reductant is selected from the group
consisting of triarylphosphites, trislkyl- and triary] phosphines, thiourea, sodium

13
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borohydride, copper (1) chioride with iron () sulfate, iron (I} chlaride, titanium \
isopropoxide, dimethyl sulfide, diethyldisulfide, sodium sulfite, sodium thiosulfate,
Zinc and acetic acid, and 1-propene.

4. The process of claim 1 wherein the reductant is tri(C,.g)alkylphosphite.
5. The process of claim 4 wherein the reductant is triethyl phosphite.

6. The process of claim 1 where R! and R? are independently selected from
hydrogen and Cygalkyl.

7.  The process of claim 6 where R! and R? are methy] and n is 4.
8.  The process of clsim 1 where R' and R? taken together are -CH(CHo)o.sCHi-.

9.  The process of claim 8 where R' and R? taken together are
-CH,CH,CH;CH,- and nis 4.

10. A process for preparing hydroxyazapirones of Formula I,

»

N...=zN

EN/
o N
N,(CHz)n

H1

2
ROH

1
wherein
R' and R? are independently hydrogen, C,_¢alkyl, or where
R' and R? taken together are —CH;(CHa)osCHz—, and
n is an integer from 2 to 5,

comprising

14
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(a) reacting an azapirone compound of Formula II

Y

N. 2N

l/]
o
ACH),
H17EEN§)
R?

n
with a strong base to form an intermediate imide enclate anion of Formula I

MY

NY/N
N
e
N,(CHz)n
“1;,§>\§ @M

m

(b) reacting the imide enolate III with molecular oxygen in the presence of a
reductant.

11.  The process of claim 10 wherein the source of molecular oxygen is air or
OXygen gas.

12.  The process of claim 10 wherein the strong base is selected from the group
consisting of lithium bis(trimethylsilyl)amide, sodium bis{timethylsilyl)amide,
potassium bis(trimethylsilyl)amide, lithium dialkylamide, sodium dialkylamide,
potassium dialkylamide, sodamide, lithiom alkoxide, sodium alkoxide, potassium
alkoxide, lithium hydride, sodium hydride, and potassium hydride.

13.  The process of claim 12 wherein the base is sodium bis(trimethylsilyl)amide.

15
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14. The process of ciaim 10 wherein the imide enolate anion III formation is 1 3
maximized by the use of spectroscopy to monitor conversion of II to IIL

15. The process of claim 14 wherein IR spectroscopy is used to monitor

conver_si_el_: of I to 1.

16.  The process of claim 10 wherein the reductant is selected from the group
consisting of triarylphosphites, trialkyl- and triaryl phosphines, thiourea, sodium
borohydride, copper (II) chloride with iron (IT) svifate, iron (III) chloride, titanium
isopropoxide, dimethyl sulfide, diethyldisulfide, sodium sulfite, sodium thiosulfate,
zinc and acetic acid, and 1-propene.

17."" The process of claim 10 wherein the reductant is txi(C,.g)alkylphosphite.
18.  The process of claim 17 wherein the reductant is triethyl phosphite.

19.  The process of claim 1 where R’ and R? are independently selected from
hydrogen and C, galkyl.

- 20.  The process of claim 19 where R andR’arel_nethyl and nis 4.

21.  The process of claim 10 where R' and R? taken together are
~CHz(CH;)o sCHz-. '

22.  The process of claim 21 where R' and R? taken together are
-CH;CH,CH;CHz- and n is 4.

16
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PROCESO MEJORADO PARA HIDROXIAZAPIRONAS

ANTECEDENTES DE LA INVENCION

Clertas azapironas, tales como los compuestos de
Férmula 1II, han sido mostradas por tener ©potencial

terapéutico cuando son hidroxiladas para formar

" hidroxiazapironas de Férmula I. Dos ejemplos de

hidroxiazapironas son 6-hidroxibuspirona (R® v R® son 1,4-
butandiilo y n es 4) y 3-hidroxigepirona (R! y R?® son metilo y
n es 4). Inicialmente descubiertos comc metabélitos (véase
Mayol et al. Clin. Pharmacql. Ther. 1985 37, 210 y Kerns et
al. J. Pharmaceut and Biomedical Analysis 1999 20, 115-128),
estos compuestos se cree ahora que son biolégicamente activos
y se ha descrito su uso en trastornos de ansiedad y depresioén
{(Mayol, R.F., Patente estadounidense 6,150,365, 2000; Rider,
P.H. Solicitud PCT WO 02/16347, 2002). Como estos compuestos
muestran promesa en terapia, podrian ser de beneficio,

métodos mejorados para su produccidn.
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Y
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Se han descrito procesos los cuales selectivamente
hidroxilan azapironas de Férmula II en hidroxiazapironas de
Férmula I (Mayol, R.F. Patente estadounidense 6,150,365,
2000; Rider, P.H. Solicitud ECT WO 02/16347, 2002). Un proceso para
hidroxilar tanto buspirona camo gepirona se ilustra en el Esquema de
Reaccién 1. En este proceso, el enolato de imida derivado de imida II
se generd y atrapd por peroxidicarbonato de di-4-nitrobencilo
[ (PNBOCO)2;], para producir el intermediario X. Después de la
purificacién cromatografica, la hidrogenacién del

intermediario X proporcioné el compuesto de Férmula I.

.Esquema de Reacciédn 1.

R 3 cmn'rl_lograﬂa R
2
n P X
1. Hp, 10% PWC
2, cromatogrefia
Y
, 13
’WG
R

Un segundo proceso, mostrado en el esquema de

reaccién 2, se empled para hidroxilacién de busplrona. En
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este proceso, el enolato de imida derivado de II, se hifb

reaccionar con 2-(fenilsulfonil)-3-feniloxaziridina (el
reactivo Davls) para formar el intermediario V postulado. El
funcionamiento agidico proporciona el producto de Férmula I.

Las desventajas de ambos de estos procesos, incluyen el
requerimiento para sintetizar los reactivos iniciadores y la necesidad
de purificar cromatogrdficamente los productos.

Esquema de Reaccién 2.

j[jj :KHMG?JB*: N atj-

’\—‘"\IL::T' " ”(zLﬁKHm L;E;ig:vfa\’£,\ "
R! (reactivo Davis) A
. . L e i
) v

3. HCl acuoso
. 4. cromatografla

s

Un tercer proceso gque involucra una conversién
enzimatica en ciertos microsomas de higado de mamifero, no es
receptivo para la sintesis a gran escala.

Por el contrario, la invencién descrita abajo,

mejora después dg estos procesos empleando un procedimiento

- - T e G ARSI PATTERSTT AG, Be POVE S0h S SRS T T T S SMEAT TR Y B el - R RnLme
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de wuna etapa usando reactivos y aire comercialmente

disponibles. El1 proceso tambi#én proporciona cristalizacién

. directa del producto, preferentemente, purificacién

cromatografica.

SUMARIO DE LA INVENCION

Esta invencién describe un proceso de un envase
mejorado por hidroxilacién, de ciertos agentes psicotrépicos

de azapirona Wutiles, tales como buspirona y geplrona. El

proceso usa reactivos y aire comercialmente disponibles. E1

producto puro es directamente cristalizado de la mezcla de

reacclén, y el proceso es receptivo para la sintesis a gran
escala.

DESCRIPCION DETALLADA DE LA INVENCION
La presente invencidédn proporciona un proceso para

la preparacién de hidroxiazapironas de Férmula I,

.J?'.
(J

Pi N,(gnon

H1
2

en donde

R! y R? son independientemente *hidrégenc o alquilo C;¢, © en

. donde

R' y R? tomados en conjunto son —CHj(CHj)o-sCHa—, Y

N
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de azapironas de Férmula II.

Y

2

I

El proceso se muespra en el esquema de reaccidn 3.'
Brevemente, un compuesto de azapirona de Férmula II se
disuelve en un solvente apropiqdo que contiene de 1-5
equivalentes de un agente reductor adecuado. Se agrega una
baée fuerte, generando un enclato de imida de Férmula ITI. Se

agrega una fuente de oxigeno” hasta que la generacién del

* compuesto de Férmula I se completa. En el curso del

levantamiento experimental, el producto es cristalizado y
ailslado. Este proceso se describe en detalle abajo.

Esquema de Reacciédn 3.
] O] ]
r g %. Og oalma, <-40°C g
. 5@ N
RL:Efjto NsHMDS, -70°0 n 4. crietalizado A

L - H
I

L e LD I L TUR R - - . - - =
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Se disolvié un compuesto de Formula II en un
solvente aprbético adecuado a‘una relacién preferida de 10-20
mL/g. Solventes adecuados para la generacién de enolato
incluyen solventes etéreos tales como dietiléter, 1,2-

dimetoxietano, dioxano Y 2-metiltetrahidrofurano.

Tetrahidrofurano (THF), es un sclvente preferido para esta

reaccién. Un agente reductor adecuado en el intervalo de 1-5

equivalentes se agrega a la sclucién. Los agentes reductores
adecuados son agquellos que reducen hidroperéxidos orgénicos a
alcoholes. Estos agentes reductores incluyen
trialquilfosfitos(Ci-a), asi como también otros agentes
reductores tales como triarilfosfitos, triaril y trialquil
foefinas, tiourea, borohidruro de sodio, cloruro de cobre{II)
con sulfato de hierro (II), clorurc de hierro (III),
igsopropéxido de titanio, dimetilsulfuro, dietildisulfuro,
Bulfito de sodio, tiosulfato de sodio, zinc y &cido acético,
Y l-propeno. Mientras el agente reductor puede ser agregado
en cualquier etapa conveniente del proceso, estd
preferiblemente presente cuando la reaccién de oxigenacidn
procede. La solucién es enfriada de -46 hasta -100°C,
preferiblemente a un intervalo de -68 a 76°C, y se deja
estabilizar compietamente.

Se agrega aproximadamente un equivalente de una
base fuerte apropiada. La bgse media la desprotonacién y

formacién de un anién enoclato de imida (III). Las bases

aps e T TS

~
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preferidas adecuadas "'para este tipo de desprotonacién I\/\

incluyen disilazanos, talee como bis{trimetilsilil)amida de
litio, bis(trimetilsilil)amida de sodio, Y
bis(trimetileilil)amida de 'potasio. Otras bases fuertes las
cuales pueden ser usadas incluyen, bases de dialquilamida
(tal como diisopropilamida de litio), hidruros metélicos y
alcéxidos met&licoa.

La generaciéfn de una cantidad estequiométrica de
enolato es critica para optimizar el procesoc de sobre
generacién de enolato que resulta en escasa conversién y
material iniciador recuperado, mientras la adicifn excesiva
de base resulta en=la produccidn de productos colaterales
dihidroxilados. .El uso de monitoreo de reaccibén, en
particular, empleando FTIR, para observar directamente la
conversién de la imida iniciadora al enolato correspondiente,
soluciona este tema. La observacifn directa de la generacién
de anién, permite a 1a.1 base ser car'gada hasta que la sefial IR
para el material iniciador no declina més, indicando completo

consumc del material iniciador. El material iniciador fue

_entonces incrementadamente cargado hasta que se observé una

sefial IR lista de material iniciador, indicando que no estuvo
presente exceso de base. Esto proporciondé una solucién del
enolato con un ligerc exceso de material iniciador (1% a 3%).
Debido a que el exceso de material iniciador fue m&s f&cil de

purgar que los productos "colaterales dihidroxilados (las

. Ml e o7t WL i wltalE E  gne™ T C G L A CIFRSRR I T S e gk A bl A R W e o R Tpm s S B
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impurezas que resultan cuando estuvo presente el excesc d (/\,

base), esta fue entonces la situacién preferida. Variaciones
en el titulador base, contenido de agua, y calidad de
fosfito, fueron automdticamente corregidas debido a que el
fosfito se carg6 antes de la base.

En general, el compuesto enolato de Férmula III,
fue formado in situ y se hizo reaccionar inmediatamente con
electr6filo. Sin embargo, la 'invengién incluye compuestos de
enol estables, los cuiles pueden ser después reactivados. Por
ejemplo, acetatos de enol y enolsilanos, son sustratoal
adecuados para el proceso. )

Después de la generacifn del enclato, el aire u
oxigeno se rocid en la mezcla de reaccidn, controlando la
relacién inicial de rociado para mantener la temperatura de
la mezcla de reaccién menos de -40°C. El rociado Ise continué
hasta que la reaccién fue gompleta como se indica por CLAR.
Aunque el gas de oxigeno y aire son fuentes preferidas de
oxigeno molecular, pueden ser usadas otras fuentes de oxigeno
incluyendo, mezclas gaseosas que contienen oxigeno molecular,
oxigeno lfiquido y soluciones que contienen oxigeno liquido.

La mezcla fue diluida con un solvente adecuado tal
como terc-butiléter metilico (MTBE), acetato de etilo, o 2-
metil-THF, calentada a temperatura ambiente, y neutralizada
con 1M de &cido clorhidrico, hasta que el pH fue de 6.0 a

7.0, preferiblemente 6.5 a 6.9. Otros &cidos pueden ser

Pl L T LN W w=aor L4 == W el DLy . - P Y L
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usados y el pH final puede tambiéﬁ ser ajustado con varilas

bases que incluyen fosfato de sodio. La mezcla de reaccién

-

entonces fue dividida, y la capa orgfnica separada. Los

" solventes orginicos fueron reemplazados por iscpropanol, y

la s8olucién se enfri$ para cristalizar el producto. El
producto fue normalmente aislado en 64-90% con mies de 95%
de pureza.

Ocasionalmente, el. producto de reaccién contiene el
material iniciador recuperado, o un producto cclateral 6,10-
dihidroxilado. En estos casos, uno de los dos procedimientos
de cristalizaci6én mejord la pureza. Estos procedimientos se
describen en la seccifén de Modalidades Especificas.

DESCRIPCION DE LAS MODALIDADES ESPECIFICAS

EJEMPLO 1
6-Hidroxibuspirona

Se cargé_  buspirona (8- [4-[4-(2-pirimidinil)-1-
piperazinillbutil] -8-azaespiro(4.5) -decan-7,9-diona) (246.5
g, 639.6 mmol), a un matraz de 12L equipado con un agitador
mec@nico y una sonda Reac~IR bajo gas inerte. Se cargd
tetrahidrofurano (4.383 kg, 60.8 mol, 4.930 L, 20 mL/g), Yy la
mezcla se agitd a temperatura ambiente con homogeneidad. Se
agregb trietilfosfito (371.9 g, £.238 mol, 383.8 mL, 3.5
equivalentes) y la mezcla se dej6 enfriar de -68 hasta -75°C.

La mezcla fue agitada a esta temperatura por al menos 10

minutos para dejar estabilizar la sefial Reac-IR. Se cargd a

- . BN M N Nl efed e - - [T T TP ARETL PREPY R
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la mezcla, 1.0M de bis({trimetilsilil)amida de sodio en THF
(600.4 g, 664.1 mmol, 664.1 mL, 1.00 equivalentes), a tal
relacién para mantener la temperatura menoa de -60°C. Se
cargaron pequeflas cantidades de bils(trimetilsilil)amida de
sodio a la mezcla, hasta que la sefial IR para buspirona
alcanzé un minimo, indicando la completa desprotonacién de
buspirona. Se cargé entonces a la mezcla de reaccidn,
buspirona adicional. en THF (10-20 mL/g). en incrementos
menores hasta que la sefial IR indicé un 0.5% a 5% de exceso
de buspirona. S.e roci®é aire en la mezcla de reaccién,
controlando 1la relacién inicial de rociado para mantener la
tenperatura de la mezcla de reacc:.én menos de -60°C. El roclado se
continub hasta que la reacclén fue completa como se indica por CLAR. Se
agregd terc-butil éter rtei.:ilico (384.8 g, 4.365 mol, 520.0 mL}, seguido

por &cido clorhfdrico 1M (1350.8 g, 1.328 mmol, 1328 nl), y la solucién

se calentd a temperatura ambiente. El pH se ajustd entre 6.5 y 6.9

usarkdlo &cido clorhidrico y NayRO;. Las fases fueron separadas y la
fase grganica fue lavada dos veces con salmuera (542.3 g, 493
mL). El solvente de la capa orxgénica rica, fue entonces
reemplazado por alcohol isopropilico y la solucién se enfrid
para cristalizar el producto de reaccién. Hubo una opcién
para impregnar con 0.01 a 5% de buspirona a aproximadamente
54 a 56°C. La suspensién cristaliza fue entonces filtrada y la
pasta himeda fue lavada con alcohol isopropilico y secada para

proporcionar 6€-hidroxibuspirona (220.0 g, 82%), pf 109.5°C,

I e P e M=t s oms
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Alternativamente, el producto puede ser
cristalizado ya sea por estos dos métodos: (a) concentracién

y reemplazo de solvente en heptano o hexanos, o (b) reemplazo

de solvente en EtOAc y cristalizacién por la combinacidn de

enfriamiento y adicién de heptano o:hexanoa.
EJEMPLO 2
Cristalizacién de 6-hidroxihuspirona para reducir 6,10-
diﬁidroxibuspirona y buspirona

Se formé en suspensidén 6-hidroxibuspirona (35.0 g,
90.8 mmol) con anisol (385 mL, 11 mL/g, pueden ser usados 10-
15 mL/g). La mezcla se calent§ a 80-100°C y se agit6 para
obtener una solucifn clara. La solucién entonces se enfrib a
75-85°C antes fueron agregadas impregnaciones de 6,10-
dihidroxibuspirona (87.5 mg, 0.25% p, pueden ser usados 0-2%
en p). La mezcla fue entonces enfriada a temperatura ambiente
durante 2-6 horas y se agité durante la noche. La suspensién
regultante fue filtrada y 1lo filtrado se concentrd a
aproximadamente .la mitad de su volumen inicial. Se agregb
entonces heptano (400 mL) .durante 1 hora y la suspensién
resultante se agité a temperatura ambiente durante la noche.
La suspensién fue filtrada y la pasa de filtro resultante fue
lavada con heptago. Después de secar, se obtuvo 23.04 g de 6-
hidroxibuspirona (66% de recuperacién) . En algunos

experimentos, esta recristalizacién redujo 6,10-

dihidroxibuspirona de ~9% a ~1.5%.

3£
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EJEMPLO 3

Cristalizacién de G-h:l..droxihuspirona para reducir buspirona

Se formé en suspensidn 6-hidroxibuspirona (220.0
g, 547.9 mmol) con alcohol etilico absolutoc o alcohol
isopropilico (2.20 L, 10 mL/.g, pueden ser usados 10-20 mL/g),
en un matraz de bola de 3 cuellos, equipado con un agitador
mecidnico. La mezcla fue calentada de temperatura ambiente
para formar una solucién (55-70°C). La solucifén resultante
fue entonces enfriada para formar una suspensién. El1 aélido
ge filtré, se lavd y 8e 8ec6 para proporcionar 6-
hidroxibuspirona purificada (165.0 g, 75% de recuperacién).

En algunos experimentos, esta recristalizacién reduce 1la

buspirona de ~3% a ~f.4%.
EJEMPLO 4
Protoceolo alterno para 6-hidroxibuspirona
Se disolvié buspirona (350.0 g, 0.908 mol) en THF
(6.9 L) en un recipiente de 10L bajo argén. La mezcla se
enfrié a -70°C usando un baflo de hielo seco/IPA. Se agregé
una solucitn de THF de NaHMDS (0.908 mol, 1.00 equivalentes

[0.762 ml, titulada para ser §.953 M y 0.146 mol, titulada

para ser 0.91 M]) durante 12 minutos, mientras se mantiene la

temperatura por debajo de -40°C. Se agregd trietilfosfito
(3.18 mol, 3.5 equivalentes) en una porciém durante
aproximadamente un minuto. La solucién se agité a -60°C por

aproximadamente 45 minutos. La soluci6n fue entonces enfriada

2.
N
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a -70°C. Se burbujed oxfgeno (pureza ultra alta [UHP]) en la
mezcla de reaccién usando un tubo de dispersién de gas.
(Nota: el burbujeador y una entrada de Nitr6geno £fueron
configurados de manera que el nitrégeno pasa a través del
recipiente durante la reaccién completa). Un exoterma de
aproximadamente 5°C fue observado y la relacién de rociado de
oxigenoc fue controlada para mantener la temperatura por
debajo de -64.6°C. La reaccién se monitore6é usando CLAR
tomandoc alicuotas de la mezclé de .reaccién y enfriandola en
la fase m6vil orgénica. Cuando el AP del material iniciador
no decliné més (AP aproximadamente 2), la reacciétn se enfrid

-

radpidamente con HCl1l (6M, 0.5 L, el pH fue medido por ser

.aproximadamente de 3 hasta aproximadamente -10°C), y se dejé

calentar a temperatura ambiente durante la noche. El pH se
ajustd a aproximadamente 2.0 por la adicién de NaOH (2N, 40
mbh) y la solucién se observé por ser turbia y algo
hetérogénea. El anflisis de CLAR indicé 6é-hidroxibuspirona
(92.6 AP) y buspirona (1.27 AP). La mezcla fue transferida a
un matraz de 3 cuellos enchaquetado de 22L, equipado con un
agitador mecdnico, adaptador de gas, condensador de reflujo,
y termopar. Se agreg6 agua (650 mL) y la mezcla se calentd. A
aproximadamente 35°C, la mezcla llegé a ser homogénea. (Nota:
alternativamente, se pueden agregar 2.5 M de HCl en lugar de
6M de HCl y agua para ajustar el pH a 2.0). La mezcla fue

entonces calentada a aproximadamente 58°C para un total de

- - = - P Rl e L e T e N et A b
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aproximadamente 30 horas y mantener a temperatura ambiente
por aprc;ximadamente 124 horas. Durante el calentamiento, las
muestras fueron periédicamente tomadas para andlisis de 3ip

RMN y CLAR (monitoreando para la extensién de hidr6lisis de

dietilfosfito a HP(Q) (OH) (OBEt) y andlisis de CLAR de 6-

hidroxibuspirona) .

La solucién fue entonces neutralizada a pH de 6.84
por 1la adicién 1lenta (25 min) de wuna solucién de
NaOH/salmuera saturada (3.5 °N, 1.0 L [700 mL de 10.0 N NaOH y
salmuera saturada agregada hasta que el volumen alcanzé 2.0
L). Se agregaron MTBE (650 mL) y salmuera saturada (500 mL)
para asistir en la divisién de fase. La capa acuosa (2900 mL)
ge removidé y regervd para andlisis y una muestra de la capa
orginica se reservS para anflisis también. A la capa org&nica
fue agregada salmuera saturada (650 mL) y MTBE (%50 mL) y las
fases fueron dejadaa separarse. La sBegunda capa acuosa se
removidé (800 mL) y se reservé para an&lisis.. Las muestras de
las fases fueron analizadas via *'P RMN (monitoreando para
contenido de diel.:ilfosfito) y CLAR (monitoreando la cantidad
de 6-hidroxibuspirona dentro de una fase dada).

Un reactor de vidrio, cilindrico de 4L, equipado
con un agitador mecénico, condeifsador Yy termopar (para
temperaturas tanto de.l lote como destilado), se cargé con

3800 mL de la solucién. La _destilacién se condujo bajo

presién reducida {(la presién varié de -19.5 a -20 en Hg),

’
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hasta que el volumen fue dé aproximadamente 500 mL. La fase
orgénica rica en producto restante se agregé y la destilacidn
e resumid, reduciendo el volumen a aproximadamente 1000 mL.
Se agregs IPA (2000 mL) y la destilacién a presién reducida
fue resumida hasta que el volumen se redujo a aproximadamente
1000 mL. Se agreg6 1000 mL adicionales de IPA llevando el
volumen a aproximadamente 2000 mL (no fue detectable THF via
GC y el contenido de agua fue medido por ser 0.13%). La
mezcla se calentd a“75°C para disolver todos los sélidos y
después se subdividié en dos lotes detallados en A y B abajo.
Lote A. Aproximadamente 1000 mL fueron tranaferidos

a un recipiente equipado c.on un agitador magnético y sae
agregd agua (15 mL, titulaci6émn Karl Fischer indic6é 3.94% de
agua) . Esta solucién fue entoncé_s enfriada 1lentamente a
temperatura ambiente mientras se agitaba, y se impregné con

6-hidroxibuspirona (aproximadamente 20 mg). La mezcla fue

.filtrada siete dfias después en un filtro sinterizado de

vidrio de 4-6 micrones y se reservé el licor madre para
andlisis (740 mL). El s6lido blancuzco fue subsecuentemente
lavado con IPA (2 x 260 mL). El s6lido blanco fue succionado
en seco por 1 h y después colocado en un horno a 45°C (27 en
Hg con una purga de N; ) por 69 horas). Se obtuvo 6-
hidroxibuspirona como un sélido blancuzco (166.0 g, pureza =

99 AP, buspirona AP = 0.35, y un producto colateral trans-

diol AP = 0.54).
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Lote B. El resto de la solucién (contenido de agua '
0.13%) se dejé enfriar a temperatura ambiente y se impregné
con 6-hidroxibuspirona (20 mg) a aproximadamente 56°C. La
mezcla se filtr6 siete dias después en un filtro sinterizado
de vidrio de 4-6 micrones y'el reactor se enjuag6 (cuatro
veces con el licor madre para recuperar todos los sblidos).

El licor madre se reserv® para andlisis (620 mL). El s6lido

blancuzco fue subsecuentemente” lavado con IPA (2 x 260 mL).

- E1l s6lido blanco fue succionado en seco por 1 hora y después

colocado en un horno a 45°C (27 en Hg con una purga de N; por
69 horas). Se obtuve 6-hidroxibuspirona como un 86lido
blancuzco (156.6, AP = 99, buspirona AP = 0.35, y un producto

colateral trans-diocl AP = 0.54).

BEJEMPLO 5
3-Hidroxigepirona
Se cargd Gepirona (4,4-dimetil-1-[4-[4-(2-

pirimidinil) -1-piperazinillbutil] -2,6-piperidindiona) (10.0
g, 27.8 mmol), a un matraz de 500 mL equipado con un agitador
mecénico y una sonda Reac-IR bajo gas inerte. Se cargd
tetrahidrofurano (250 mL, 25 mL/g), y la mezcla se agité a
temperatura ambiente hasta ser homogénea. Se agregd
trietilfosEito (28.5‘9, 174 mol, 29.8 mL, 6.25 equivalentes)
y la mezcla se -enfrié de -65 hasta -80°C. La mezcla fue
agitada a esta temperatura pqr al menos 10 minutos para dejar

estabilizar la sefial Reac-IR. Se cargd a la mezcla, 1.0M de
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" bis({trimetilsilil)amida de sodio en THF (27.8 mL, 27.8 mmol,

1.00 equivalentes) a tal relacién para mantener la
temperatura menos de -60°C. Se cargaron pequefias cantidades
de bis(trimetilsilil)amida de sodio a la mezcla, hasta que la
sefial IR para buspirona alcanzé un minimo, indicando la
completa desprotonacién de gepirona. Se cargd entonces a la
mezcla de reaccién, gepirona adicional en THF (25 mL/g) en
incrementos menores hasta‘que la sefial IR indic6 un 3.24% de
exceso de gepirona. Se rocié aire en la mezcla de reaccién,
controlando la relaciém inicial de rociado para manfener la
temperatura de la mezcla de reaccién menos de -60°C. El
rociado se continué hasta que la reaccién fue completa como
se indica por CLAR. Se agregd terc-butil éter metilico (40.0
mL), 8eguldo por 4&cido clorhidrico 1M (45.0 mL), y la
solucién se caléntd a temperatura ambiente. E1 pH (9.48 a
20.6°C), se ajustd entre 6.5 y 6.9 usando &acido clorhidrico y
NaaPO, (pH = 6.95 a 22.7°C). Las fases fueron separadas y la
fase orgdnica fue lavada dos veces con 25% en peso de
salmuera (40.0 mL). El solvente de la capa orgédnica rica, fue
entonces reemplazado por alcohel isopropilico y la solucidn

L

fue enfriada a temperatura ambiente para cristalizar el

" producto de reaccién. La suspensién cristaliza fue entonces

filtrada y la pasta himeda fue lavada dos veces con alcohol
isopropilico (15.0 mL) Yy secada para proporcionar 3-

hidroxigepirona (9.32 g, 89%), pf 128°C.
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REIVINDICACIONES

1. Proceso para preparar hidroxiazapironas de

Formula I, ﬂﬁ§l
5 b

Lra,

caracterizado porque

10 R' v R? son independienteﬁente hidrégeno o alquilo Ci-s, O
R! y R? tomados en conjunto son'-CHz(CHz)mchz—, y
n €s un numero enterc de 2 a 5,

que comprende hacer reaccionar un compuesto de de Férmula III

!
15 . IT
Ne
R <))
z -
m
20 en donde M® es un catién de metal &lcali o
alcalinotérreo
con oxigeno molecular en la presencla de un
agente reductor para proporcionar un producto de
Férmula TI.

25 2. Proceso de conformidad con la

- - P mamm ey P e mrew [
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reivindicacién 1, caracterizado porque la fuente at
oxigeno molecular es aire o gas'ﬁe oxigeno.
3. Proceso de conformidad con la reivindicacién 1,

caracterizado porque el agente reductor se selecciona del

_grupo que consiste triarilfosfitos, triaril vy trialquil

fosfinas, tiourea, borohidruro de sodio, cloruro de cobre(II)
con B8ulfato de hilerro (II), cloruro de hierro (III),
isoprop6xido de titanio, dimetilsulfuro, dietildisulfuro,

gulfito de sodio, ticaulfato de sodio, zinc y &cido acético,

Yy l-propeno.

4. Proceso de conformidad con la reivindicacién 1,
caracterizado porque el agente reductor es trialquilfosfito
(C1-8) .

5. Procesc de conformidad con la reivindicacién 4,
caracterizado porque el agente reductor es trietilfosfito.

6. Proceso de conformidad con la reivindicacién 1,
caracterizado porque R' y R? se seleccionan independientemente
de hidrégeno y alquit*o C;-¢.

7. Proceso de conformidad con la reivindicacién 6,
caracterizado porque R! y R? son metilo y n es 4.

8. Proceso de conformidad con la reivindicacién 1,
caracterizado porque R' y R? tomados en conjunto son
—CHj; (CH3) o-sCHz-.

9. Procesc de conformidad con la reivindicacién 8,

caracterizado porque R?! b4 B’ tomados en conjunto son

A geapa ey Tgmas  egw "
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—CH;CHCHaCH2- ynes 4.

10. Proceso para preparar hidroxiazapironas de

h

I
J

Férmula I,

0
N,(éHa..

Ri

ol

caracterizado porque
R! y R? son independientemente hidrégeno o alquile Ci-¢, ©
en donde
R! y R? tomados en conjunto son -CHz(CHz)o-sCHa~, Yy
n es un nimero entero de 2 a 5,
Que comprende
(a) hacer reacclonar un compuesto azapirona de
2
)
()

ﬁifm..
1
"%

e

Férmula II

11

con una base fuerte para formar un anién enolato de

imida intermediario de Férmula III
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(b} hacer reaccionar el enolato de imida III con
oxigeno molecular en la presencia de un agente reductor.

11. Proceso de conformidad con la reivindicacién
10, caracterizado porque la fuente de oxigeno molecular es
aire o gas de oxigeno. .

12. Proceso de conformidad con la reivindicacién
10, caracterizado porque la base fuerte se selecciona del
grupo que consiste de bis(trimetilsilil)amida de litio,
bis(trimetilsilil)amida de sodio, bis(trimetilsilil)amida de
potasio, dialquilamida de 1litio, dialquilamida de sodio,
dialquilamida de potasio, sodamida, alcéxidq de 1litio,
alcédxido de sodio, alcdéxido de potasio, hidruro de 1litio,
hidruro de sodio e hidruro de potasio.

13. Proceso de conformidad con la reivindicacién
12, caracterizado porque la base es bis(trimetilsilil)amida

de sodio.

Nt L wmaletttak o maE FE N T ] - - L T e L P T ]
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14. Proceso de conformidad con la reivindicaci
10, caracterizado porque la formacién del anifn enolato de
imida III es maximizada por el uso de espectroscopia para
monitorear la conversifén de II a ITI.

15. Proceso de conformidad con la reivindicacién
14, caracterizado porque la espectroscopia de IR es usada
para monitorear la conversidén de II a III.

16. Proceao de conformidad con la reivindicacidn
10, caracterizado porque el agente reductor se selecciona del
grupo que congiste trlarilfosefitos, triaril vy trialquill
fosfinas, tiourea, borohidruro de sodio, cloruro de cobre(II)
con sulfato de hierro (II), cloruro de hierro (III),
isopropéxido de titanio, dimetilsulfuro, dietildisulfuro,
sulfito de sodio, tipsulfato de sodio, zinc-y dcido acético,
Y l-propeno. .

17. Prbceso de conformidad con la reivindicacién
10, caracterizado porque el agente reductor es
trialquilfosfito (Ci-s).

18. Proceso de conformidad con la reivindicacién
17, caracterizado - porque el. agente reductor es
trietilfosfito. .

19. Proceso de conformidad con la reivindicacién 1,
caracterizado porque R Y R? son seleccionados
independientemente de hidrSgeno y alquilo C;-¢.

20. Proceso de conformidad con la reivindicacién

. . . - - . - R g mmmae gy T YT S OSSR W o™ g = Ly T R Y M ¥ W A
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19, caracterizado porgue R! y R? son metilo y n ea 4. |/\
21. Procesc de conformidad con la reivindicacidn

10, caracterizado porque R' y R? tomados en conjunto son

~CH; (CHz) ¢-5CHa-.
22. Proceso de conformidad con la reivindicacién

21, caracter:i:zado porque R!' y R?® tomados en conjunto son

-CH,CH,;CH,CHz- ¥y n es 4.
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RESUMEN DE LA INVENCION

44

La presente. invencién se :refiere a un procesc para
preparar hidroxiazapironas de F6érmula I, a partir de

azapironas de F6rmula II. "El proceso comprende tratar

- azapironas con una base fuerte, monitorear la formacibén de

enolato de la azapirona por espectroscopia de IR, y hacer
reaccionar el enolato con una fuente de oxigeno molecular en
la presencia de un agente reductor. El proceso es adecuado

para produccién a gran escala de hidroxiazapironas.

LA Ll T LR N
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PATENT COOPERATION TREA. Y COR_ As:7.238

PCT

0. NOTIFICATION OF TRANSMITTAL OF

FRINCETON. RE*1'D 7004 INTERNATIONAL PRELIMINARY 50
EXAMINATION REPORT

PDocketed Item _ﬂgé‘_gé— (°CT Ruis 71.1)

Mttamey _Copadal _  |[mezss, 17 AUG200F

Applicant’s or agerg’s file refarence

U IMPORTANT NOTIFICATION
Tnternational applicetion No. Inmermational filing date (dey/month/pear) | Priority dete (day/month/yecr)
PCTIUSIV 4934 07 August 2003 (07.08.2003) 12 Angust 2002 (12.08.2002)
Applicare

BRISTOL-AYERS SQUIHB COMPANY

1. The spplicant Is hereby notified that this International Prefiminery Examining Authority transmits berewith the
internztional preliminary examination report and its amnexes, if any, cstablished on the internations) application.

2. A'mofhmminm. if my, is being tranamitied to the Internatiosal Buresn for comummication ©
all the elected Offices.

3. Where required by any of the elected Offices, the Interpational Buresn will prepare an English transistion of the
report (but not of any annexes) and will trapsmit sech transiation to those Offices.

4. REMINDER

The spplicant oust enter the nations] phase before each elected Office by performing certain acty (filing
translations and paying national fees) within 30 months from the priority date (or later in some Offices)(Article
35(1))(ste alno the remmder sent by the Internationsl Burean with Form PCT/IR/301).

Where a tramiation of the international spplication mmst be farnished to an elected Office, that translation must
cootain » trensiation of any axnexes to the international preliminary examination report. It is the applicant’s
responsibility to prepare and furnish such transiation directly to each elected Office concerned.

For further details on the applicable time limits and requirements of the elected Offices, see Volume IT of the PCT

o RECT. .

SEP 8 2004
BRISTOLAT.CF S 0.8 _.;'-‘ LT AN
PRI {ire. st "2 kps
WA!JJNuFURD Hi
Namne and meiling address of the IPEA/US : m
Makl Siop PCT, Atm: IPEA/US
Commissioser for Paents “Wﬂ, %—
R oany Vigiah 22313-14% Telephone No. 571
Facsimile No. (703) 305-3230

Form PCT/IPEA/416 (Tuly 1992)
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PCT 2

INTERNATIONAL PRELIMINARY EXAMINATION REPORT \"ﬂ
(PCT Axticle 36 and Rule 70)
Applicant's or ageas's fle refererce See Notificarian of Transmbal of Imernatiozal
Crzs : FOR FURTBER ACTION o ooy Examination Report (Form PCT/APEAMLE)
Internarional spplicarion No. Imematioml filing date (day/month/year) Priority axe (day/month/year)
PCT/USIV24534 07 August 2003 (07.08.2003) 12 August 2002 (12.08.2002)

International Patemt Classification (IPC) or national clessificasion snd TIPC
: AS1K 31/495, 31/30. 31500 and US C1.: 314/252.18
Applicant
BRISTOL-MYERS SQUIRB COMPANY _

1. This international preliminary examination report has been prepared by this International Preliminary
Examining Authority apd is trangmitted to the applicant according to Article 36.

2. mmrmﬁmﬁamémmmmu

Dmmhmwwm.is..muummdﬂmwumm
which have been amended and are the basis for this report and/or sheets containing rectifications made
before this Authority (see Rule 70.16 and Section 607 of the Administrative Instroctions ender the PCT).

These axmexes consist of a total of ___ sheem,

3. This report containg indications relating to the following items:

1 [X] Basis of the repon

o [] Priciy

m [ Noo-esmblishment of report with regand m novelty, inventive mep and industrial applicability
v [] Lack of unity of invemion

v [X] Ressoned smaement mder Article 35(2) with regard 1 novelty, imrvestive step or industrial

applicability; citations snd explamations supporting such smwement

V1 [] Certin documesms ched '

VIl [] Cermin defects in the imernational application
VIl [ ] Cernin observations on the inernational spplication

Date of submiission of the demand Date of completion of this report

20 Febrwary 2004 (20.02.2004) 25 July 2004 (25.07.2004)
Name and mailing address of the IPEA/US

Commisioner for Paeniy
Aluamira, Virplal T2313-1450
Facsimlle No. (A1) 305-3230 Telephone No. 571-272-1600

Form PCT/IPEA/4D9 (cover sheet)(July 1998)




INTERNATIONAL PRELIMINARY EXAMINATION REPORT | perrrsmanse 61/
[
L Baais of ths report v
1. With regard t the slamets of the imernational applicasion: * ‘f\
D<) the internarional application as originalty filed.
DX the description:
pages 1-12 s originally filed
pages NONE , filed with the demand
pages NONE , fied with the leter of
X e ctaims:
pages 13-16 , &% ariginally filed
pages NONE » 88 amended (together with any starement) ander Aricle 19
pages NONE , flled with the demand
pages NONE , filed with the letter of
D the drawings:
pages NONE ; A8 originally filed
pages NONB  , filed with the demand
pages NONE , fied with the leter of
[ e licing part of the description:
pages NONE 5 4 atiginaily filed
pagesNONE ~ , filed with the demand
pages NONE ., filed with the letter of

2. mewmmmhMMMwmumwammhAMmh
Ianguage in which the internations) spplication was filod, unlcss otherwise indicated nnder this tem.
These clements were available or farnished w© this Amthority in the following language which is:
the language of s translation fonished for the purposes of ieeraational search (vnder Raole23. 1(b)).
the Ianguage of publicaton of the intermational spplicetion (umder Rule 48.3(b)).

the language of the translation furnished for the purposes of international prefiminary exaroioation{under Rules
55.2 mnd/or 55.3). )

3. With regard tn any mncieotide and/or amino acid ssquence disclosed in the international spplication, the
international preliminary examination was carried out on the basis of the sequence listing:

contained in the imeraations] spplication in primed fiorm.

filed topether with the imernational spplicarion in compoer readable form.
furnished subsequently to this Authority in writen form.

furnished subsequently to this Authority in cansputer readable form.

The statement that the subsequently fornished writen sequence listing does not go beyond the disclosure in the
ioe-rmarional application as filed has been fornished.

D The sasement that the ixformazion recorded in computer readable form is identical 10 the written sequence
has been farnizhed

4. ] The amendmean have resalted in the cancellation of

the dexcription, pages NONE
the ciaims, Nos. NONE

[] the arawings, sheeusig NONE

5. [ Tis report has been esmblished 28 if (some of) the smaenimens had not bees made, siace they have boon conshdered m go
heyood the disclosure as flied, at ilicaind in the Supplemenal Box (Ruls 70.2(c)).*

* Replacemers sheets which have besn furnished 1o the receiving Office in response o on invitation sndar Articie 14 are reforred 0 In
this report ar “originally flied™ and are not mmezed 1 Shis report since they do not contaln amendwents (Rulss 70.16 and 70.17).
™ Axy replacenen sheet corazining such anendmenty szt be rifierred 10 under bew I and arneved 1o this report,

Form PCT/IPEA/MO9 (Box 1) Quly 1998)




Imernational spplication No.
INTERNATIONAL PRELIMINARY EXAMINATION REFORT PFCTAUSO3/24934 c‘)

citations and explanations supporting such statement

1y

1. STATEMENT
Novelty (N) Claims 1.2 YES
Claims NONE NO
Inventive Step (IS) Claims NONE YES
Claims 1-22 NO
Industria) Applicability (IA) Claims 1-22 YES
Claims NONE NO

2. CITATIONS AND EXPLANATIONS
inl&ﬁnhﬂuﬂlnﬁ”ﬂﬂ@.“#hm”ﬂﬂ?ﬂﬁm
PHARMACEUTICALS, INC) or WOUL/16347 Al (AKZO NOBEL N.V.).

The cizims are drawn to & process of preparing a compound having farmmia I by milizing variovs sieps a8 clhamed.

WO'S87 or WO 7 relates w » method preparing 3-0H gepirons having the chemical structre embeaced by the claimed formuia [
when both R1 and R2 is substitutad with CH3, soc WO'657, = page 11 and WO'347 sz page 7.

As evidenced by these refarences, & would have been obvious m ome skilled ia the art 10 modify and syrthesize 3-OH gepirone or k's
derivatives that shares sams core’ strucmre, shsent evidence to the contrary, ses US'687, ut page 10, lines 25-30.

Thus, the instant claims lack the lnvextive step.

Chaims 1-22 meet the criteria set ot In PCT Article 33(4), and thus the claimed invession bss indostrial spplicabilicy becanse the
subjers matter claimed can be made or used In indusrry.

V. Reasoned sistement under Rule 66.2(a)(l) with regard 1o novelty, inventive step or Industrial applicabllity; M

2N

Form PCT/IPEA/409 (Box V) Quly 1998)
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NOTE OF INFORMAL COMMUNICATION WITH THE APPLICANT

(PCT Rule 66.6)

Tntermational spplication No. Applicant’s o agent's fils reference Duse of mformal commumicarion
(day/month/pecr)

PCT/US0/24934 CT-ZM8 25 July 2004 (25.07.2004)

Applicant
BRISTOL-MYERS SQUIEB COMPANY

Commevicwion | Parmicipess [ oo X e O™
B vy wieptume | ] Appliome: SQUIER COMPANY

(] perscumt DA Agem:  ar. Epperson, James

E.mhu'(a):'lﬂhm

Sumpary of eomyumication:

Preparstion of Inernationat Preliminary Examination Report(IFER.409) is mohoriped by applicant witheut writen opinlon(408)

DX} A copy of this note 1s being sent i the sppiicane with Form PCFAREA3D.

—=

Pacsbale No mﬂ"g:;f""‘” Telephone No. 571-272-1600

PCT/IPEA/424.
Name and mailing address of the IPEA/US ‘&‘-
Consxlasioner for Pemets
P.O. Bex 1450
Alexandris,

Farm PCT/IPEA/428 (July 1992)
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PCT
REPORTE DE EXAMEN PRELIMINAR INTERNACIONAL
{Articulo 38 y Regia 70 dal PCT)
Referencia de registio del Solickants 0 del - Vimse I Notificacion 62 i Tranwision del Repors de
m_’“ PARA TOMAR ACCION ADICIONAL Exmen Prefiminer inlermsolonal (Forma PCTAPEA/418)
"Soliciud inlernacional No. Feoha da Presanianien inlemasionsl (Dieias/ARS) | Fecha de Priorides (Dtafdes/AfD)
PCT/US03/24934 07 Aguto 2003 (07.08.2003) 12 Agosto 2002 {12.08.2002)

Clniicanitn: Oe Palenis Itemacionsl (PC) © Claalioacin nacional 8 PG
IPC(7): A61K 31/495, 31/50, 31/00 y US Cl.:514/252.18, 629

BRISTOL-MYERS SQUIBB COMPANY

1. Este reporte de examen preliminar insmecional ha sido preparado por este Auforidad de Examinacion Preliminar
Intemnacional y es fransmitido al solicitente de acuerdo con el Articulo 38.

2. Ests reporte coneiste de __ 3 hojas, incluyendo esta hola de cublerta
Este reports también estA acompafiado por ANEXOS, es decir, hojas de la descripeién, lss relvindicaciones
y/o los dibujos, los cuales han sido enmenciados y son ia base para este reporte y/o las hojas que contienen
las rectificaciones hechas anies de estz Autoriiad. (Véase la Regla 70.18 y la Seccién 607 de las
Instrucciones Administrativa bajo el PCT).

Enstos anexos consisten de un total de ____ Hojas.

3. Este reporte contlene Ias indicaciones que estdn relacionadas con los siguientes puntos:

. X Base del reporte
5. O Prioridad
m d Ningin establecimiento del reporte con respecto a la novedad, paso de la Invencidn, o
Aplicabliidad industrial
v. O Carencia de unidad de la Invencién
v. & Establecimiento razonado bajo el articulo 35(2) con respecio a la novedad, paso
de la invencién o aplicabiiidad industrial; las citas y explicaciones que soportan tal
establecimlento o fundamento.
vi. O Clertos documentos citados
vi. O Clertos defectos en la soficitud Intemacional
vin. Clertas observaciones en la solicitud Intemacional
[ Foaha da pressniachin ds in eciciud Fecha en I qus 8e compists esls reporis
20 Febrero 2004 (20.02.2004) 25 Jullo 2004 (25.07.2004)
Nowkre y direccion de envio de Ia IPEA/EP [Fncionario mutorizado
Shaat Stop FCT, An: [PEA/US Vickie Kim
P.O. Box.l450 o
Facsimile N o‘_r ‘{.;3"';‘,':0’5"_;13':” Teldfono No. + 571-272-1600

Forma PCT/IPEA/408 (hoja de cublerta) (Julio 1098)



REPORTE DE EXAMEN PRELIMINAR INTERNACIONAL No. de Solicind [mcmacional
PCT/US03/24934 d

1. Bases del Reporte
1. Con respecto a los elementos de Ia solicitud imtemacional:*

Ed la soliciiud Internacional como se presentd originalments.
B la descripcitn, pégines __1-12 _, COmo se presentd originaimente.
pdginas _NINGUNA __, presentadas con la demanda.
piginas _NINGUNA _ presentada con ia carta de

B2 las reivindicaciones,

Nos. __ 1318 , como se presentd originaimente.
Nos. _NINGUNA  , como se enmendaron (Junto con cualquier declaracién) bajo el Articulo 10.
Nos. __NINGUNA __, presentadas con la demanda

Nos _NINGUNA_, presentsda con la carta del

[ tos dibujos, pdginas ___NINGUNA . COMo se presentaron originaimente.
paginas __NINGUNA _ , presentadas con la demanda.

pdginas __NINGLINA , presentadas con la carta de

] parte del listado de secuencla de la descripcion:
piginas _ NINGUNA _, como se presentaron originsiments.
piginas _ NINGUNA _____ presentadas con la demanda.
* pAginas __NINGUNA , presentadas con la carte de

2. Con respecto al lenguaje, todos los eiementos marcados anterionments estuvieron disponibles o se proporcionaron a
esta Autoridad en el lenguajs an ol cual la solicitud irtemacional se presentd, al menos que sa indique de otra manam
bajo este punto.

Estos elsmentos estuvieron disponibies o se proporcioneron a este Autoridad en el languaje sigulents , el cual es:
[ ol isnguaje de una traduccién proporcionada pam e propésiio de Ia bisqueda internacional (bajo la Regla 23.1 (b))
[ el lenguaje de la publicacitn de la solicitud internacional {bajo la Regla 48.3(b)).
[ el lenguaje de una traduccidn proporcionada para el propdsito de! examen preliminar internacional (bajo la Regla 55.2
ylo 55.3) ]

3. Con respecto a cualquier secuancia de nuciedtido y/o aminocdcido descrita en la solicitud intemacional, el examen

preliminar internacional se realizd sobre las bases de! listado de secuencia;

[ contenida en la sclicitud intemacionsl en forma escrits.

[ presentade junto con la solicitud internacional en forma leglble por computadore.

O proporcionada subsecuentemente a esta Autoridad en forma escrita.

[ proporcionada subsecuentemente a esta Autoridad en forma legible por computadora.

[0 se ha proporcionado la declaracién de que o listado de secuencia escrito proporcionade subsecusntemente no va
mis alld de la descripcion en la solicitud intemnacional como se presentd.

(] se ha proporcionado la declaracion de que la informacion registrada en forma legible por computadora es kiéntica al
listado de secuencia escrito.

4.[] Las enmiendas han conduckio a ia cancelacion de:

[ ia descripcién, pdginas. _NINGUNA
[ las reivindicaciones, Nos. NINGUNA

[ Ios dibujos, hojaMg. NINGUNA

5. [] Este reports ha sido establecido como sl {(aiguna de) las enmiendas no hays sido hecha, puesic que las mismas
se han considerado que van mis alld de ia descripcién como se presantd, como asth indicado en jas
observaciones Adicioneles posteriores {Regla 70.2(c)). **

* Hojes de reempiszo lss cusiss han sido proporcionadas a is Oficine receptors en respuesia 8 una invitacién bajo of Articulo 14 se
reflere & esfe reporte coma presentadas originghmente y ne ss anexan a este reporte sismpre que no contenga enmisndas (Regias
10.18y 70.17)

= Cuaiquier hoja de reempiazo de contengs dichas enmisndes podré referirss bajo ol punio | y ser anaxada & ssfs mparte

— — —
Forma PCTAPEA/408 {(Recuadro 1) (Jullo 1808)



- REPORTE DE EXAMEN PRELIMINAR INTERNACIONAL Solickud Intemacional No.
PCT/US03/24934

V.

Declaracién razonada bajo la Ragia §8.2{(a){ll) con respecto a la novedad, stapa inventiva o
aplicabilidad industrial; citas y explicaciones que soportan dicha declaracién

1. Declaracién
Novedad (N) Relvindicaciones 1-22 8l
Relvindicaciones  NINGUNA NO
Etapa Inventiva (El) Rekindicaciones NINGUNA 8l
Relvindicaclones  1-22 NO
Aplicabllidad Industrial (Al) Relvindicaciones 1-22 8l
Relvindicaciones NINGUNA NO
2. Clias y Explicaclones

Las reivindicaciones 1-22 carecen de una etapa inventiva bajo el Articulo 33(3) del PCT como ¢s obvio sobre el
documento WO01/45687 A2 (FABRE/KRAMER PHARMACEUTICALS, INC) o W002/16347 Al (AKZO
NOBEL N.V.).

Las reivindicaciones se dirigen a un proceso de preparacién de un compuesto que tiene fommla I utilizando varias
etapas como se reivindican,

Los documentos WO 687 6 WO 347 se refieren a un método para preparar gepirona 3-OH que tiene la estructura
quimica sbarcada por la formmia I reivindicada, cuando tanto R1 como R2 son substituidos con CH3, véase
documents WOG87, en 1a pigina 11 y WO 347 en la pdgina 7.

Como es cvidenic por cstas referencias, podrd ser obvio para on experto en la téenica, modificar y sintetizar
gepirona 3-0H o sus derivados que portan la misma estroctura central, evidencia ansente a 1o contrario, véase
docomento US 637, en la pdgina 10, linea 25-30.

Asl, lag presentes reivindicaciones carecen de etapa inventiva,

Las reivindicaciones 1-22 cubren ¢l criterio mostrado en el Articulo 33(4) del PCT, y asi 1a reivindicacion
reivindicada tiene aplicabilidad industrial debido a que Ia materia objeto reivindicada puede ser elaborada y usads
en Ia industria.

“Forma PCT/IPEA/409 (Cuadro V) (Julio 1998)
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NOTA DE COMUNICACION INFORMAL CON EL SOLICITANTE

N

(PCT Regla 66.6)
Solicitud Intemacional No. Archivo de referencia del agente o Fecha de comunicacién informal
solicitante (dia/mes/afio)
PCT/US03/24934 CT-2748 25 Julio 2004 (25.07.2004)
Solicitante:
BRISTOL-MYERS SQUIBB COMPANY
Comunicacién | Participantes O identidad B4 autorizacién ] personaimente
Verificada verificada conocido
X por teléfono
[ Solicitante: BRISTOL-MYERS SQUIBB COMPANY
[ perscnal .

[ Agente: Mr. Epperscn, James
B3 Examinadores: Vickie Kim

Sumario de Comunicacién

La preparacién del Reporte de Examen Preliminar Internacional (IPER 409) se autorizé por el solicitante sin opinién
escrita (408) para expedir la persecucién. El examinador preparara por consiguiente el IPER.

X Una copia de esta notificacion esta siendo enviada af solicitante con la Forma RCTAPRA/MIS:

Alexandria, Virginia 22313-1450
Facsimile No. (703) 305-3230

PCTAPEA/424.
Nombre y direccion de comrespondencia del IPEA/US Oficial Autorizado
Mail Stop PCT, Attn: IPEA/US
Comisionado para Patentes o
P.O. Box 145¢ Vickie Kim

Teléfono No. 571-272-1600
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ues rersoBECEIVED et %

ey 'WI'EN'[' ; INVITATION TO CORRECT
:igid?:o;ON. NEW JERSEY 08543-4000 LAW DEFECTS IN THE DEMAND
JUL 14 2004 (FCTRnleGO.IDD
tod Item "Duicof mailing - ‘.,J}'
ointior) () 8 JUL 2004 "
Applicant’s LREPFLYDUE  wiihin ONE MONTH from
thoabove dais of mailing.
_ Ssealss below,
Intermational application No. ~— iemational iling dato
PCT/US03/24934 (iincjocr) O7Aug2003 -

Applicant
BRISTOL-MYERS SQUIBB COMPANY

The i:lnl'lludmWﬁmmhthlhnimmmnmﬁammmmhl iernailons] Preliminary
Etn:ilﬂn;Amhu'lly found In the demand for International preliminery examination: ':EE‘ P—
i 33{

1. [__] Ttdoesnot contain the election ofatlcast ane Contracting St bound by Chapter I e L ':'-'f-i
2] Tt does not permit dentfication of the Intemationsl application Lo which H relstes (Rule 60. 100} 22 2004

3 D Tt docs not contain the required petition (Rules 53.2(a)(7) and 53.3). BRISTO! kT eC

4. [ ] ndocsnotcontatn therequired indications M“w‘“ﬁdinﬁhﬁ\%mﬁﬂ .
s[] Ttdocs notcontain therequired Indications conceming the imamational spplication e spocifii{h INGAfnex

(Rules §3.{a)ii5)and $3.6). . .
3 |:| Ttis notsubmitted intherequired bngunge which Ix (Rule 55.1).

A |:] Tt is not made on the printed form (Rule 53.1(x)).
i D s w lm)-lnmmpulﬂ'pﬂm.-ounhcprﬁcﬂmorwhidldnnnlmlmlyvﬂlhﬂnm:inilnﬁvelnmulm

9. m Itdocanot coniain the required indicat] ons conceming the applicant aa specificd in thz Annex (Rules 53.2{a)(if) and 53.4).
1a D Jtdoes not contain the required signature ss specified in the Annex (Rules $3.2(b) and 53.8).

Effect of the dute of receipt of the corrections on the date of receipt of the demand:
{i) hedefecisnotod underitems 1 and 2 are correcied within the time limit indicaied above, the demand shall be considered as

iMuhad been recelved on the date when ﬂnmmﬁmsmndvul(kuleﬁo.lsb)). INhei deie islsterthan the explmtionof 19
months rom the priorily daie, eniry inlo the national phase before the elacied wilINOT be postponad until the expiration

of 30 months from the priority date.
(i thedefects noted underitems 3 to 10are corrected within the time limit Indicated shove, the demand ahall be consldered ss

iMhad beon recel ved on thoactual filing date (Rule 60.1(b)).

Effect of fallure to correct the defects within the time limit indicated above:
() Tnihecase of doflecis noied underfiema 1 1o 8, this Authority will declere thel the demand is considered a3 i i had not been
submitied.

Inthe case of defecisnoled under ilems 9 and 10, thisA wil] declarethat the elest] oftheS concerned
@ de?uninxm)numwm 0.thisAuthorky ol e aie(e) o)
A copy of 1his Invitation has been semi 1o 1he International Bureau,

Namne and mailing address of the IFEA/ Authorized officer

Mail Srop PCT, Commissianes for Putents Nisa Gilchrist-Jones

P.O. Box 1450, Aloxandria, VA 22313-1450

Facsimile No. 703-305-3230 Telephane No. 703-305-6107

Farm PCTAPEA/404 (July 1998)
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ANNEXTO Intemational appliestion No,
FORMPCT/IPEA/404 PCT/US03/24034

Continoailon ofitem 4: Asioindicationsconcerning the agent{Rule 4.4), the demand.:
E D does not pmperly indicate the agent"s naome fspecih):

b. I:] does not indicaie the agent s address.
e [[] doesnotproperly indicate the agent"saddress fspec y:

G

Contlnuation of ltem 5: As loindicsiions concerning the interastioas] applicatios, the damand does not indicale:
& [[] themizmational filingdate.
b [] theinternational spplicationnumber.

c D the name ofthe receiving Olice, whare the international application number wasnot known to the spplicant st the time
the demand was filed, :

d D thetdeolthe Invention.

Cootisuation of item9: Asioindications concerning thaapplicant (Rules 4.4 and 4.5), the demand:
Y E docs not indicatea!! the applicants for the elecied Sixtes.

b D docanot properly indieatethe spplicantsname (ipecif):

All applicants/inventors that are Indicated on the Request must also be Indicatad on the .
Demand.(JEFFREY DEPUE, ATUL 8. KOTNiS, SIMON LEUNG, ERIC D. DOWDY, DANIEL ..
WATSON) Plaase specifv

¢ [[] doesnotindicate theapphicant’ssddress.

d. [ ] doesnot properlyindicaicthe spplicant’s addreas (ypecif):

e [_] doesnotindicaietheapplicant'snationality.
. [[] doesnotindieatethe spplicant'sresidence.

Continustion ofitem 10: Asiorequirementsconcamingsignatore(Rules 4.15 and 90.4), thedemand:
o [] isnotaigned,
b. [_] isnotsigned byall theapplicants for the clected Sates.

e Ilnmwmlnldbyﬂ‘emré‘endmin thecheck listinBox No. V1ofthe demand explaining the Inck olthe
D signatureofan applicant for the election of the United States of America.

d D iasigned by what appears to be an agent/common representalive bul
D the demand iz not sccompeniad by a powerol stiarney appointing him.
D the powerof sllomey sccompanying the demand isnol signed by all the spplicants for the elected States.

Form PCT/APEA/ADA (Annex) (July 1998)
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PATENT COOPERATIONTREATY

From the
INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY

I:MES EPPERSON PCT W

BRISTOL-MYERS SQUIBB COMPANY NOTIFICATION OF RECEIPT
P.O. BOX 4000 OF DEMAND BY COMPETENT INTERNATI
PRINCETON, NEW JERSEY 08543-4000 PRELIMINARY EXAMINING A‘UTHOR["[%N AL

(PCT Rules 59.3(e)and 61. 1 (b), first sentence
and Administrative Instructions, Sectian 601(z))

Duteof mailing
(dayrmonth/vesr) M_.

Applicani’s or agent’s file reference

CT-2748 PCT TMPORTANT NOTIFICATION
Iniemational spplication No. Intemational filing date fdaymonth year) Priority date (day‘manthyear)
PCT/US024834 07 Aug 2003 12 Aug 2002
Applican

BRISTOL-MYERS SQUIBB COMPANY

1.  Theapplicant Is hereby sotifiad that this Iniernationa) Preliminary Examining Authority consldeys the following dute as the daic
of recelpi of the damand for international preliminery examinstion af the Internaiional spplication:

20 FEB 2004

2 Thm deie of receipt i
E] the actual date of recafpt of the demand by this Authority (Rule 61.1(b)
D the actual dete of receipt of the demand an behall of this Authority (Rule $9.3(c)).

D the dais on which this Auhority hes, in response 10 \he inviution 10 carreet defects in the demand (Porm
PCTAPEA/4D4), received Lhe roquired eosreciions.

3, I:I ATTENTION: That dale of receipt is AFTER the explrtion of 19 months from (he priority deis. Consequently, the
clection(s) made In the demand does (do) not have the effect of postponing Lhe entry inio the nmional phase unill 30 months
from the priorily die (or laser in some Offices) (Arnicle 39(1)). Therefoce, the acts for entry into the national phase must
be performed within 20 months Gom the pricelly date (or laier in some Offices) (Anicls 22). For deialhs, see the PCT'
Applicant 's Guids, Volume 1L

D (f applicable) This notification confirns the information given by iclephone, facaimile iranamiston or In person on:

4. Only where parugraph 3 spplies, a copy of this notification has bean sent 1o the Imemational Bures:.

Narmne and mailing address of the TPEA/ Authorized officer
Mail sﬁopl::rmc-mum for Patents Nisa Gilchrist-Jones R E c E Iv

P.O. Box 1450, Alenandria, VA 22313-1450
FacsimileNo. 703-305-3230 Teiephone No. mmnlls PATENT w

Form YCTIPEA/40Z (July 1998)
‘ WL 12 200

Docketed Item
Due Date — 2
Attornev _
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Fr—pe—, - YATENT COOPERATION TREATY m

From the lmmAmmmnv é )
= e emoBMS PATENT LAW PCT

BRISTOL-MYERS SQUIBR COMPANY | d o -\J 2 1]
%mw MAY 04 2004 NOTIFICATION OF TRANSMITTAL GF) ] A

THE INTERNATIONAL SEAREH REPORT
OR THE DECLARATION MAY 14 2004

Docketed Item (PCT Rule 4.1 v b g T
Due Date Do of Malling EN: S
. Mailing FOTENE Cori e
Attorney | ~(day"mordh/yecr) [T B )
Applicant's or agent’s file reference
i prappalited FOR FURTHER ACTION  See paragraphs | and 4 below
Tntermationsl application No, Tasernaticral filing dats
PCT/USON/24934 ey Amanih/yecr)
07 August 2003 (07.08.2003)
Applicant

BRISTOL-MYERS SQUIRB COMPANY

E ‘The spplicent is herehy netified that the isternstices] senrch report has been ssisblished and is traasmitted harewith.
PFiling of iseendments and siatement pader Artide 19:
The sppllcant Is entitlad, ifbe so wishes, Lo amecd the claims of the intarmilorsl spplication (see Rolo 46):
Whm? The time limit for filing such amendmegts is normally two months fiom the date of toapmmitial of (he
Irtarnational sewrch report.
Whare? Directly to the Interrational Buresn of WIPO, 34, chemin des Colombettes
1211 Gemeva 20, Switzerlund, Pacsimils No.: (41-22) 740.14.33

For mare detelled Instroctions, ses the notes on the accompanying sheet.

5 D The spplicant Is hereby notified that oo intermtions] search repart will be extablished and thet the declamtion urdler
Articlo 17(Z)(a) to Lthat effect in trammiited harowlith. .

D ‘With regard io the protest sgaimt payment of (sn) sdditional feo(s) mnder Ruls 40.2, the spplicant ia notified that:
[C]  the protest mgether with tho declsion thereon has beu tremsitiad to the Intermatious] Bures togetber with the
spplicant’s requant to forward the texts of both the protest aad the declsion thereon to the designtzd Offices.
oo dacislon hsa been tmeds yot on the protest; the sppllcant will be patificd as soon s » desision is made,

4. Rexiaders

Shortly afier 18 months from the priodty date, e Internstioos] sppboation will be published by the Intevvmtions] Burest. I the
applicant wishea to svnid or postpons publicstion, & ootics of withdrawal of the intersations] spplicstion, ar of the priority clhim, ot
rosch the Intarrmtios! Buresu ss provided In Roles 90 Jbs.l and 90 ifs.3, respeciivly, befors the counpletion of the technical
propurations for International pubfication.

Within 19 maoths from the pricdty dete, but anly in respect of somm designated Offices, & dernend for Intermatioml
axaminstion must be filed if the spplicant wishes to postpons the aptry beto the mations] phese mntfl 30 monthe from the pricdty dats
(ln some Offices oven later); otharwise the appliant pust, within 20 monthy from the pricrity date, perform the prescribed acts for
entry inso the ostional phase before thoss degignated Offices.

\ In respect of ather desigrated Offices, the tims limit of 30 manthe (or later) will spply even if no decand ia filed within 19 months.

Seo the Amnex to Form PCT/IB/Y0! and, for detils sbout the applicshle time limits, Offics by Office, sce the PCT Applioans’s Guids,
Volne I, Natioml Chaptess and the WIPO Internet sito.

Naros and cuiling sddass of the ISAJUS Anthorized officer
- m“:qrcrnn.-uus W
luunh -
PO.

Alezmdvia, Vigicis 223131450
Faceimils No, (715)303-32%0 Talephons No. “AR-308-019%

Form PCT/ISA/Z20 (April 2000) (Sew nofay en accampenying shar)




PATENT COOPERATION TREATY

5

INTERNATIONAL SEARCH REPORT

(PCT Articis 13 and Rales 43 and 44)

— Y T — THER Notification of Trsossaitial of Iemational Search &
g;*'lﬂ:!:;:w ‘ mAgON :n:mmm-mu.m#. h-.!_'
Internatiopal spplicazion No. Interpatinoal Oling date (doy/month/yesr) | (Bariiest) Priarity Date (day/menth/year)
PCT/USO3/24934 07 Angnst 2003 (07.08.2003) 12 Augast 2002 (12.08.2002)

Applicay
BRISTOL-MYERS SQUIBB COMPANY

This international search report has been preparsd by this International Searching Anthotity and is ransmintad 1o the
applicant according to Artitle 18. A copy is being trunsmitted to the Interoational Buresn.

This iptarpalional search report consists of & total of 2 sheets.
It is also accompanied by & copy of each prior art document cited in this repomt.
| 1. Basis of the Repart

L With regard to the lnnguage, the inernational search was carried out on the basis of the jnternatiosn] application in the
language in which it was flled, znless otherwise indieated under this item.

[ ]  the inernariopa? seareh was carvied oat oo tbe besis of & translation of the im=raatioea] spplication furgished 1 this
Authority (Rule 23.](b))-
With regard to any nucleotide and/or amino acld sequence disclosed in the internatioma) application, the intarational
search was carried out on the basis of the sequence Jisting:
contained in the interoadonal application in wrinea fomm.
flled wygether with the intermational spplication in compuier readahle form.
furnished subsequegdy 10 this Anthority in written form.
furnished mbsequently i this Authority in computer readable form.
the statement that the subsequently furnished written sequencs listing does not go beyand the disclosure in the
international application as filed has been fxrpished.
the staternent that the information recorded in computer readable form fs identical to the written sequenes listing hes
been furnished.
Certain daima were formd maearchahle (Sce Box 1).
Unity of Invention is lacking (See Box II).
4 ith regard to the title,
the text is approved as mbenitied by the spplicant.
the texi has been egtablihad by this Authority 1o read sy follows:

0O 0000”7

(X

the tex1 is approved as submitted by the spplicant.

the text has been established, according to Rule 38.2(b), by this Anthority as it sppears ta Box ITl. The spplicant
roxy, within coe month from the date of malling of this intersaxional sarch report, suboil eozmments 1o tis
Awthority.

6. The figure of the drawings 1o be published with the abstract is Figurs No.
as miggesied by the spplicant. D None of the figores
becguse the spplicant fhiled to suggest a figure.
becanse this figare boiter characterizes the tnvention.

Form PCT/ISA/210 (first sbeer) (July 1998)




Intrroatiooal spplication No.

PCT/USM/24934 “ /f

INTERNAT] NAL SEARCH REPORT

A CLASSIFICATION OF SUBJECT MATTER
PC(7) . ASLK 31/495, 11/50, 31400
UsCL i 514725218, 629

Minirmamn documenmaticn searched (clessificaton system foliowed by damifration rymbals)
U.S. : 514/252. 18, 625

Docomenttion searched other fan minhmom docmrnentaiion 1o G exiat that sach doctrnents are inchuded In the fixlds wonrched

Electronic data baze ecrxmlted during the mtrrmarionm] sesrch (oame of deta baze and, whers practicable, sesrch terms ased)
Please Ses Contimuation Sheet

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * Cleation of document, with indicstion, whers sppropriam, of the relevant pasmgss Ralpvant wo claim No.
X WO 01/45687 A2 (FABRE'XRAMER PHARMACEUTICALS, INC.) -2
28 hune 2001 (23.06.2001), see full toxt, aspecially page 1.
X WO 02/16347 Al (AKZO NOBEL N.V.) 28 Febwuxry 200 (28.02 2(Q), soe full text, 1-22
caprcially pages 6-7.
X. P UR 6,593,313] B2 (CAMBORDE o al) L5 July 2003 (15.07.2003), see foll texr, especially 1-22
calomm 5-8. :

Dhmdnmmmmnmdinbmmdnmc. Seo patrnt farnlly azmeoc

0]

. Epucial catagories of chmd tmer doswnent yb Jubad afer Tt ktersationsl MMiey, dats sr prioriy
ey and e i coafBer with e apylemicn bl ciied to esdopted the
A" documme sefning he guosral mae of G s wideh e ot cossbdered © e prissiple or Beory w derfytsy Gm wvemico
of paricmir reevencs
X of particaier tuk . chakcaad b veciicn cammet =
™ sariny sppicalion or paiet pekilcesd oo of Sy U ceraedoesl (Teg dxs ocxxcjsryed noval or oot s ool dered to level w = brvsntive X

wher e doresneas b takoes sicma
LT docomms which may tow iosb o priory olsm(o or which it sited w

sotzbdiet the pubdicarsen s of maeOwer Cisliom ov other speshal Meston [ - wconanst of partcaler reevacs; e sebmed lrventirn casset b
rpeciiled) conchiured ta kovobws = lrventive s20p when e doomnent b
capiined wih con wr mers ofter sk . bbmaticn
0" docurmms fertiag o onel dexiosrs, me, sakdelion or oder Do buing sirviom © 2 paraco rkilled s e
P domest prilsied prier 10 the nsmationsd Tiieg deia et i et e & ocase mamber of e s patas fucidy
"
Datre of the actnal cormpletion of the miermationa] mxrech Date of mailing of the inlernational search repart
15 Decermber 2003 (15.12.2003) . aa APR 2004
Nixe aod mailing address of the 1SA/US Awhand offic
hiisll Biop PCT, Alla: ISA/TE
Commirvicsy for Pemata Marlamne Seidel . W
P.0. Bax 1450
Alcomdris, Virgmin 229131450 Telephoee No.  703-308-0196

Pacsnfle No. (703)305 3230
Farm PCT/13A/210 (secomd shoet) (fuly 1998)




PCT/US00/24534
INTERNATIONAL SEARCH REPORT

£2

Contimnation of B. FIELDS SEARCHED Item 3:
CAS ONLINE, CAFLUS, USPATFUL, REGISTRY, TOXCENTER

mructure searched snd erm sesrched zsplrone, ruethyl phosphite(redoctant), hydeoxyxespirone

Form PCT/15A/210 (second sheet) (July 1998)




TRATADO DE COOPERACION DE PATENTES éé QQ
PCT

REPORTE DE BUSQUEDA INTERNACI NAL
(Articulo 18 y Reglas 43 y 44 del PCT)

Rt = m lice 3
!“d:!-b el PARA ACCION  var Notificacitm do la Tresrsisde del Roporto de Béaqooda leternacional (Forma
CT-2748 PCT ADICIONAL  PCTA3A/220} sui come. s donda spliqes sl inciso 5 postarior

No de solicund mternacional Focha de preseniaciin intsrnecional (da/‘mes’'afio) | (Focha do Priorkiad) (La mds cercana) (da/mer’‘afio)
PCT/US 03/24934 o7 Agosto 2003 (07.08.2003) 12 Agosto 2002 (12.08.2002)
Solicitante

BRISTOL-MYERS SQUIBB COMPANY

Este reporte de bimquada internacional ha xido prepamdo por exta Autoridad de la Bisqueda Imemacional y sz transmite al
solicriante de conformidad con e] Articulo 18, Se transmite una copia a Ja Oficina Internacional.

Eat% reports de biequeds imomacional consste do um total de 3 hopms
X Tambeén exth acompatiado do nna copia de cada documento de b técnica aaterior citado en este reparte.
1. Bases del Reporte

a. Con respecto al lenguaje,  bisquada internacical ss realizé en las buses de la soliciind intamacional en o lsaguajc oo al cual 5e presentd,
& mcoos Qoo sn mciqoe de otrs maners buio exic pumo.

Duwmm:mm en base de una traduocidn de la solicitud internacional proporcionads a esta Amorided Regla
23.1(b)}

b. Con respecto a cualquicr secuencia de mockedtido y/0 amsinodeddo descrita en la solicitud miemnaciogal, la biaquoeda mternacional so roalzs
an lns bases dol listado de wecuencia

[] conterida en la salicitod imternacional en forma escrita.
D presentada junto con la solicitud intornacional en forma logible por computadora
summistrada sobsecuentemenic a exta Autondad en forma escrita
[] suniistrade subsecuentzmenic a esta Astoridad on forma legible por computadon
E]hd-chnciénquelﬁModamhmimmWemwmnnﬂluudchwwnmhdw
mismacional coao so presentd. se ha suministrado

E]hMmhMmMah%mWakﬁ&udﬁMhmh-ﬁmuh
- rigtrad

2. D e encontrd aer certas redvind ieschones no son docalizs bies (ver ol Coadro 1),
3. [ La wrddad de ta Invencidm es defickente (vor o] Cuadro 11).

4. Con respocto al titolo,
BJ ol taxso s eprusha tal como lo presemd ef solicitente.
[ csta Amoridad ha establecido que el texto scs como sigue:

5. Con respocwo ul resumen,
E el texzo s aprucha tal como lo presentd el solicitanmts,
E] Esta Autoridsd ba ctablecido el texto, de acuordo con la Regh 38 2(b), tal como aparece on ¢l Cuadro I1I. El solicitants puode,

dextra de un mes & partir do lu focha de envio por carreo de ete reporic de biaqoeda intermacional, proporcional comentarios &
cata sutoridad.

6. La figura de jos dibujos que sc va a publicar coo el resumon o la Figums No.

[0 coma ko sgirid sl solicitante. ] Nipguna de las figures
[] porvoo al soticitante lo fahté sugerir una Ggum.
[0 porqoe esta figurs carmcteriza mejor la invencisn.

Forma PCT/18A/210 (primera boja) {Jubo 1998)



REPORTE DE BUSQUEDA INTERNACIONAL

Na_ do Soficitad Itnmacie!
PCT/US 03/24934

b

A CLAEIFIC ACION DEL ASUNTO RELACTONADO

[PC7 AS1K 31/495, 31/50, 31700

USCL 5147252 18,629

De acuerda eon la Clarificarién Internachanal da P st (T°C) 0 ote la_claaifl

X

30 nacrsal copw b IPC

B. CAMPOS RURCADOR

7

U.S. : 514725218 62%

Desanartacidn wintwa msceds (snterrs dr clas fracén snguaidn por jos simboios de clasiflcasidn)

Docusnersacifn mmcada di ferome de |3 documentacidn minima, al grado gos sses docwnemtos s ncduywn i los carmpos boscados.

Favor de ver hoja de continuacién

Base du datom, slactriatics, oonuhada dirents 1o bésqueda intarmacional (nombre de la besa de detos, donde e punde practicsr, Myminos de bosqueds usados).

C. DOCUMENTOS QUE SE CONSIDERAN PERTINENTES

corpleto, especialmente columna 5-6.

Categaria® | Chacatn del documerto, bon miitacsde, Sorde € apropsda, de lon passjes perinectas = pars In rervindicacidn No.
X WO 01/45687 A2 (FABRE/KRAMER PHARMACEUTICALS, INC.) 1-22
28 hmio 2001 (28.06.2001), véase texto compicto, especialmente pdging 11.
X W0 02/16347 A1 (AKZO NOBEL N.V) 28 Febrero 2000 (28.02.2002) véase 1-22
texto cspecialmente 6-7.
XPp US 6,593,331 B2 (CAMBORDE et al) 15 Julio 2003 (15.07.2003), véase texto 1-22

DDocmnlmndiﬁmluuUnnmhemﬁmndﬁxMMC.

Dlmniaﬂ:ud:hﬁmﬂhdcmanlisanmdm

* Outagerin engrcall it Lem dooursentons citados:

"0 Desuments gos sa refies o urm desoniposta ond, teo, sstichecdn u otro nede
h s

Decunents poliionden mtes the La fechs de pressntacss rtwrscswsl, paro
dasguuie ce b feche de prorded revistosds

T D ikl demprds. de la feche de prevectesido Plansensl o
hﬁhhynuﬂyp-mmﬂmmhﬂm--—
"A"  Desucssste qgrm defirm of sptacdo penera] de b vicnica, (o 00 e Cessders gus = ombmder ol prExcpio 0 Mora qus ks Je eIt
"= Dosxaerse miwricr. pare publicads e o despuds de Ls feobs de pressatacion -x mammhmm--w
IOwr— assskier tLeve & on sa powds darer qpn anmpoacaly o pasd e
ol dosurserd: s tramm wnla
“L® Decopestc gos pusse cresr dudes de s mive e o ) e 1 . I“- " D—m&m;—mﬁ-hmm:a-pﬁ
-mﬂ_hﬁh&pﬂmhmm-uh:nmm d Q-_nhun;-: ..amd e paxab
(eeno we snpeerficem ) une & M de amben do - . won sbvins pase Uos pasors
mparts s e orrion

&~ Drosmmerto cnacsbro de b ferils de petacts

Facha da la sstun] tecomecain de la bispsds ot scrmreoosd

Fuche de etvic del repoce de bomguads antermacionsd

15 Diciembre 2003 (15.12.2003) 30 ABRIL 2004
Neoxstxy y dirvosin de arvio 1 34/ PemChwars sbormsdo
Ma=il Stop PCT, Attn: [SA/US
Cominanado pera patentes Mariarne Seidel
P.O. Bax 1450
Alexandria, Virgima 22313-1450 Tekéfono No. 703-308-0196
Faczimile Na. (703) 305-3230

Forma PCT/ISA/210 (seguree hapa) (Julio 1998)




REPORTE DE BUSQUEDA INTERNACIONAL

Ieformacitn sobre Los mmnmiwos & fumilis de petecies.

Solicitnd Intemacional No.:
PCT/US 024034

Coatinoacién de B. CAMPOS BUSCADOS Punto 3:

Forma PCT/IRA210 (anexo do familis de petentos) (Jubio de 1998)

CAS ONLINE, CAPLUS, USPATFUL, REGISTRY, TOXCENTER
Estructura buscada y términos buscados: azapirona, trieti] fosfito (agete reductor), hidrocaazapirona

&




6]

.8
PCT REQUEST CT-Z748 PCT
Original flor EUBMIBSION) - prirtad on 07.08.2003 11.00:08 AM
] For recatying OTfica use only '
0-1 Intermationad Appication No.
0-2 intermatione! Fling Dats
03 Tearme ol eceiving Offos and PCT
itamational Appiication”
04 Form - PCT/RO‘I01 PCT Request
041 |Prepamd using PCT-EASY Varsion 2.92
{updated 01.07.2003)
(¥ Patition
The undersigned requests et the
presert irtemationsl be
processed aooording 1o the Paiant
Cooperation Traaty
o-8 Racalving Offics (specified by tha United Btates Patent and Trademark
splieant) office (USPTO) (RO/US)
o-7 Applicant's of agent's flia refsrance [CT-2748 PCT
1 Thie of invention IMPROVED PROCESS FOR HYDROXYAZAPIRONES
] Appitcant
11 This pamson applicant only
-2 Applicant for all designated Statas sxcept U8B
4 |Name BRISTOL-MYERS SQUIBB COMPANY
-5 Addreas: P. O. Box 4000
Route 205 and Provincelins Road
Princaton, NJ 08543-4000
United Btates of America
Y] State of nationaltty U8
7 Ewts of reskience 0B
-8 Taisphone No. 609-252-4C00
ne Fazsimbe Na. 609-252-4516
X Appilcant mnd/or tnvantor
lIF1-1 | This person i applicant and inventor
I-1-2 | Appicant tor U8 only
{IF14 | Name (LAST, Firwt) DEPUE, Jeffrey
IF1-5 | Addresx 6 John EHancock Avenus
Hillsborough, EJ 08844
United States of Amarica
IF1-8 | Strte of nationallty o))
[IF1-7 | Stata of residence UB
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PCT REQUEST C’T-szi)
Original (lor SUBMESSHON] - printed on D7.08.2003 11:00:08 AM

-2 Applicant and/or inventor v

1-2-1 | Thia pereon i’ applicant and inventor

Nk2-2 | Appicant tor OB only

24 | Name (LAST, Firsf) KOTHIS, Atul, 8.

n-2-5 | Adormsx 1§ Oxford Court
Kendall Park, NJ 08824
Tnited Btatss of Amarica

28 | 5txie of netionalty w

II-2-7 | State of residance bof:]

-3 Applicant and’or Imvenmor

H+3-1 | Thia parson applicant and inventor

Nk3-2 | Applicant for UB only

U-34 | Nama (LAST, Firs9 LXUNG, 8imon

I35 | Address: 238 vasser Drive
Plucateway, NJ 08854
Tnited Btates of America

-3-8 | Emis of nartiormthy CH

I-3-7 | State of resicence us

B4 Applicant endior Inverntor

ill4-1  { Thia person b applicant and inventor

Mk4-2 | Applicart foc U8 only

lI-4~4 | Name [LAST, Firsg DOWDY, Eric, D.

Mi<-5 | Address: 25-01 Ravens Crast Drive
Plainsboro, XNJ 0B536
TUnited Btates of Amarica

48 | Stetw of nationalty us

Ni-4-7 | Stata of residence 0] ]

-5 Applicant and/or imventor

iMF5-1 | This person k. applicant and inventor

52 | Applcart for US only

IH54 | Kame (LAST, Firsf) WATSON, Danisl, J.

55 | Addrwss: 105 Clympic Court #9
Princeton, NJ 0B540
Vnited States of America

ilF5-6 | Stats of nationalty GH

15-7 | Sixta of residence Us




s gl

PCT REQUEST CT-Z748
Oviginal fior BUBMISSION) - printed on 07.08.2003 11:00:08 AM
-1 Agent of coMmmon represanttive; or
address for cormespondanos
Tha person iientified betow I agent \
hersbytas baen Eppointed to act on

behal! of the applicantis) befors the
compatent tmMametional Authorities A

fV-1-1 | Name (LAST, Firsl) EPPERSON, James

V-1-2 | Addresx Bristpl-Myars Bguibbd Ccmpany
P.0. Box 4000

Princeton, BJ 08543-4000
United Btates of America

[¥-1-3 | Teimphona No. 609-252-4000

IV-14 | FacalmBe No. 605-252-4516

V-15 |Agenfs registration No. 52,867

W1 |Addtional agenis) additional agant(s) with same address as
first named agent

V.21 | Namaiz) BABAJKD, Buranne(32,BB0); BAXIAM,

Daanna(45,266)y BELFIELD, Jing(45,914);
BUCHEOLZ, Brianm(39,123); D'AMICO,
Btephan, C.(46,652)) DAVIS,
Btephen(26,693) ;7 DUNCAN,
Laurslea(44,096); GIBBONS,
Maursan(44,121); GCLIAN, Paul,
D.(42,591); KLEIN, Chriastopher(34,363));
LANGE, Kelth(44,201); O'BRIENW,

Nauresn (42,043)y PATEL, Rena(dl,412);
PEIBT, Kannath(45,006); PROVOCST,
Jomathan (44,292) RODNEY,
Burton{22,07&); SHER, Audrey({39,024);
ALGIERI, Aldo(31,697); DUBOrr,

Bamual (25,969)) MAKUDJIMA, Shah(41,174);
RYAN, RicharAd(30,491); VANATTEN, Mary,
K.{(35,408); VOLLER, Warrean, K.{33,810},
BOGIE, Tarence(d4,544); LAMERDIN,

John (44,858) 7y KORBEN, Elllott; DUNCAN,
JR, Bammy (46,675)7 WINBLOW,
Anastasia(40,875)




" 1/

PCT REQUEST CT-2748
Original (Tor BUBABESION) - printad on 07.D8.2003 11:00:08 AM
v Dusignation of States
V-1 mpl!:' or LP:@IKILSKW!ZBDBLBZ'L_‘ZUG
I wny, are specifisd betwasn ZW and any other Stats which iz a

parsrthesss xfier the ceslgnstion(s) Contracting Stats of the Harars Protocol
concemed) and of ths PCT

EA: AM AZ BY KG KZ MD XU TJ T™ and any
other Btate which is a Contracting Btate
of the Eurasian Patent Convention and of
the PCT

EP: AT BE B CHRLI CY CZ DE DK KE EE FI
FR GB GR HU IE IT LU MC NL PT RO BE BI
BX TR and any othar Btate which is a
Contracting SBtate of the Eurcpean Patent
Conveantion and of tha PCT

OAs BY BJ CF CQG CI CN GA GN GQ GW ML MR
NE SN TD TG and any other State which is
A membar Stats of OAPI and® a Contracting
Btats of the PCT

V-2 Nations! Patert AR ADG AL
¥ any, are specified betwesn CA I
parsnthasas aitar tha cesighation(s) KR
concamed) . I8
LV
PG
TJ
ZA

d38880Qk
AEARAEG3H
NEEQRARE

SHEARARN
dBRRANE
RERBR
HEAKYRE
ARBEHEE
SENNRHRY
dABEHRAN

us

BERBNG
SACBHAN

v Praczutionery Designation Stadecrant

In nddRion 1o the designations made
under terna V-1, V-2 and V-3, tha
appficant wiso makes uncer Rule 4.8()
ml dasigrwtions which would be
parmdtiad under the PCT axcapt any
desigration(s) of the Biate(s) indicated
uncer iten V-8 below. The appiicant
declares that thoss additioral
designations 1re subject ©© confirmadtion
mrxd that any desigration which s not
oconfirmed before the mepiretion of 15
maorghe from the prioty dale s i be
regarded rs withcnewn by the applicant
at the sopiration of that time Bmit.

Ve Exciusion(s) from precarionary NONE

Vi1 Priorfty ciatm ol seriler national

appBcation
VH1-1 | Fling data 12 August 2002 (12.08.2002)

V12 | Number 60/402,759
V1-3 | Country Us
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58
PCT REQUEST CcT-
Original {tor SUBMISSION) - prirsed on 07.D82003 11:00-08 AM :

Vi2 | Priocity document mquest 7 N
Tha recatving Office s requesiad 10 vI-1

prepars and taremit © the
Intarmatiorsi Bursau a certified ocpy of
the safler applieation(a) dentfed
above s Rmmis):

VE1 | intamational Besrching Authority Tnited Btates Patent and Trademark

Office (UBPTO) (IBA/US8)

vil Deciarxtions Nurnber of dectarmtions
VIIF1 | Deciamtion as © the idantity of the -

Invaricr
Vii2 | Deciarstion sz %0 the appiicarts -

.eniitiement, as Bt the Nlemationst fling

data, 1o apply for and be granac &

patart
VIIF3  [Deciarstion as to tha apgliicant's -

snMement, s &t the intametionsl fling

Cain, 0 claim the priortly of the sastier

ication

Vil-4 | Daciarstion of ivertorstip (onty for tha | —

purposss of the designadion of the

United Stetes of Amaerica)
VIS 0N &S 10 non-prefudicial -

disciosures or sxcaptions to inck of

novelty —
[ Chack llst number of shasts shactronic fle(s) ftachad
1X-1 Request (incixiing deciamtion shasts) | § -
Ix-2 Dascription 12 -
xX-3 Claims 4 -
} ¥ Abstract 1 KEZABBTOO.TXT
X-5 Drratngs 0 -
-7 TOTAL a3 -

Accompanying ltams paper document{s) xttached slsctronic fis{s} ttached
IX-8 Foa cadculation shewt v -
-8 Origiral saparais power of attorney v -
1X-17 -EABY ciaksts - Diskette
X-18 | Other (spacied): Cartification -
1X-18 Fipurs of tha drrwinge which shouk!

Bcoompany the abstract
X-20 | Langusge of filng of the English

appiication
x-1 8Sigraturs of sppiicant, agent or

Gommon representative W

X-1-1 | Name (LABT, Praf) EPP , James

FOR RECEIYING OFFICE USE ONLY

10-1 Dute of actual receipt of the

purportad inemationsd sppiication
10-2 Draxwings:
10-2-1 | Recetved

10-2-2 | Not recetved
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PCT REQUEST CT-Zraa PCT
Oxiginal (Tor SUBMIBRION) - printad on 07.08 2003 11:00:08 AM 5 @
10-3 Corrected data of actual mceipt cue
0 later but timedy recehved papers or
drewings compisting the purported
Intsrmational application

104 Data of timaly recsipt of the recuired
cormactions undar PCT Articie 11(2)

10-6 imemxationa] Sexrching Authortty IBA/UB

10-8 Transmuitial of ssarch copy datayed
untf sagreh fee s paid

FOR INTERNATIONAL BUREAU USE ONLY

11-1 Dxia of receipt of the cord copy by
the imermetions! Burssu
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Original (para ADMISION)- impraso 07.082003 11:00:08 AM

l1 Para uso de la oficina receptors solaments
-
Solicftud rtemacional No.
[ =] Fucha internacional de registro
o3 Nombre de i oflcina raceptors y soficiud
Intsmactonal ante ol PCT
-4 Peticién ants ol PCT forme-PCT/ROM01
G4-1 Prepareda usando PCT-EASY Versién 2.82
(actualizada 01.07.2003)
[-F ] Paticidn
EJ ubajo firmants requiers que la presants
solickid Intemacional saa procesads de
scuardo 1l Tretedo intemacional en Maters da
Patantes
L Oficina receptora {especificada por al Oficina de Patentes y Marcas de Estados
solicttanta) Unidos (USPTO) (RO/US)
0-r Clave da referancia del achivo del agents o | CT-2748 PCT
solictants
_| Thuio da la invencidn PROCESO MEJORADO PARA HIDROXIAZAPIRONAS
[] Soliciants
11-1 Esta persona s Sclicitante sclamente
-2 Sciickants para Todos los estados designados excepto US
Ii4 Nombre BRISTOL-MYERS SQUIBB COMPANY
W5 | Direccidn P.O. Box 4000
Route 206 and Provinceline Road
Princeton, NJ 08543-4000
Estados Unidos de América
-8 Estacio de nacionalidad us
-7 Estado de residencis Us
-8 Taiétono No. 609-252-4000
Fax No. 609-252-4526
-1 3olicitants y/o lrvantor
fIF1-1 | Esta persona sa: Solicitante e inventor
iI1-2 | Solickens pars: US sclamente
i-14 | Nombre (ULTIMO, Primero) DEPUE, Jeffrey
15 | Direccidn: € John Hancock Avenue
Hillsborough, NJ 0BB44
Estados Unidos de América
h-1-8 Estado de nacionsiided us
l1-7 Estado de residencia uUs
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Originai (pars ADMISION)- impresc 07.08.3803 11:08:08 AM

] Salicikants yio Inventor

lli-2-1 | Esta parsons ea: Solicitante e Inventer

Ik2-2 | Boficiarts para US Solamente

{24 | Nomnbre (ULTIMO, Primero) KOTNIS, Atul, 8.

k25 | Direccion: 16 Ooxford Court
Kendall Park, NJ (0BB824
Estados Unidos de América

128 Estada da nacionalidad IN

W-2-7 Estado de residencia Us

"3 Bollckants yho Inventor

fIk3-1 | Ests persona es: Solicitante e Inventor

H-3-2 | Salickarta pars US Sclamente

11]-3-4 Nombre (ULTIMO, Primera) LEUNG, Simon

=35 | Dirsccidn: 23B Vasser Drive
Piscataway, NJ 0BB54
Eatados Unideos de América

1-3-8 Estadt de necionaidad CN

k37 | Estado de residencia Us

-4 Sollcitants yic inventor

11-4-1 Esta paraona s Solicitante e Inventor

iI-4-2 | Salickants para US Solamente

44 Nombre (ULTIMO, Primero) DOWDY, E‘.ric, D.

lll-4-5 | Diracckin: 25-01 Ravens Crest Drive
Plainsboro, NJ 0B536
Estados Unidos de América

1-4-8 Eatacta de necionafidad us

h-4-7 Estada da residancls us

-8 Saoliciktants yio inventor

1151 Esta paraons ea: Solicitante e Inventor

52 | Golickants pera US Scolamente

ll-5-4 | Nombre (ULTIMO, Primero) WATSCN, Daniel, J.

1135 | Direccidn: 105 Olympic Court #9
Princeton, NJ 08540
Estados Unidos de América

1H5-8 | Estaco da nacionaliiad GB

{K6-7 | Estado de residencia Us
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PCT PETITORIO
Oviginal (pura ADMMNON)- impresc 07 0R.2003 11:00:08 AM
N1 Agents o representants comun o direccién
cormespondencla
rmmwmmupor Agente
sa/ha sido para achuar en beneficia
dei(lon) soliclants(s) anis las Autorkdades
intemacionales compatentes como:
IV-1-1 | Nombre: EPPERSON, James
IV-1-2 | Direccidn:. Bristol-Myers Squibb Company
P.C. Box 4000
Princeton, NJ 08543-4000
Estados Unidos de América
IV-1-3 | Teidfona No: 609-252-4000
IV-1-4 Faceiml Na.: 609-252-4526
w3 AQertes scAoiong|ee Agentes adicionalea con la misma direccién
como el primer agente nombrado
V-2-1 | Nombrea BABAJKC, Suzanne (32,8B80); BAXAM, Deanna
{45,266); BELFIELD, Jing (45,914); BUCHHOLZ,
Briana (39, 123); D'AMICO, Stephen, C.
(46,652); DAVIS, Stephen (26,693); DUNCAN,
Laurelee (44,096); GIBBONS, Maureen {(44,121});
GOLIAN, Paul, D. (42,591); KLEIN, Christopher
{34,363):; LANGE, Keith (44,201);:; O’BRIEN,
Maureen (42,043); PATEL, Rena (41,412):
PEIST, Kenneth (45,006); PROVOOST, Jonathan
(44,292); RODNEY, Burton (22,076); SHER,
Audrey (39,024); ALGIERI, Aldo (31,657);
DUBOFF, Samuel (25,969); MAKUJINA, Shah
{41,174);: RYAN, Richard (30,491); VANATTEN,
Mary, X. (39,408); VOLLES, Warren, K.
{33,810); BOGIE, Terence (44,544); LAMERDIN,
John {(44,858); KORSEN, Elliot; DUNCAN, JR.
Sammy (46,675); WINSLOW, Anastasia (40,875}




PCT PETITORIO
Oviginad (para ADMMNON)- impreso 07.08.2003 11:00:08 AM
v Estadoa
V-1 Patents regional AP: GH GM KE LS MW MZ SD SL SZ TZ UG ZM ZW vy

{otros tipos de proteccidn o tratamiento, ol
xdutieran, ssis sspeciicado snire pariniesis
desputs de lu designacién(ss) concarmients)

cualquier otro Estado el cual es un Estado
Contratante del Protocolo Harare y del PCT
EA: AM AZ BY KG KZ MD RU TJ TM y cualquier
otro Estado el cual es un Estadc Contratante
de la Convencidén de Patentes Eurcasidtica y
del PCT

EP: AT BE BG CH&LI CY CZ DE DK EE ES FI FR
GB GR HU IE IT LU MC NL PT RO 3E SI SK TR ¥
cualquier otro Estado el cual es un Estado
Contratante de la Convencidén de Patentes
Europea y del PCT

OA: BF BJ CF OG CI CM GA GN GQ GW ML MR NE
SN TD TG y cualguier ctro Estado el cual es
un Estado miembro de la OAPI y un Estadoe
Contratantérapl PCT

vi

Putertes nacional

{otrom pos de protsccidn o tretamienic, &
exisbarn, sstin sepecificados entre pandntesis
deapuds de ia designaciin(es) concemientes)

AE AG AL /AM AT AU AZ BA BB BG BR BY BZ CA
CH&LI CN |[CO LR CU CZ DE DK DM DZ EC EE ES
FI GB GD|GE/GH GM HR HU ID IL IN IS JP KE
KG KP KR IC LK LR LS LT LU LV MA MD MG
MK MN MW MX MZ NI NO NZ OM PG PH PL PT RO
RU SC SD SE SG SK SL SY TJ T™ TN TR TT TZ

UA UG US UZ VC VN YU ZA ZM ZW

v

Deciarschdn De Designacién Precautoria
En wdickén a lae hachas bajo
los tirminoa V-1, V-2 y V-3, o sciicitante
también hace bajc In regls 4.9(b) todas imy
designacionss del Estado(s) Indicados bejo of
artiouio V-8 sbajn. El sofiickants dacizm que
aquelles daclarscionss sdicionasies estss
Buetzs 3 confimackdn y que cusiquier
designacién que no saa confimada antes de
la sxpiracion de 15 messs a partk de Ia fecha
de prioridad ss a ser comskiernda como
rotirsda por o sofickants a i terminacién de
sats iempo Imita.

Ve

Excluslones de las designecionas
precautorias

NINGUNGC

V141
Vi-1-2
Vi-1-3

Reldvindicacion prioritaria de la primera
aplicacién nacional
Fecha de presanteciin

Nimero

Pais

12 Agosto 2002
60/402,759
us

(12.08.2002)
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PCT PETITORIO
Original (pers ADMISION)- impreso 37.08.2083 11:08:08 AM
Y2 Paticidn de documento de priorfdad
La Oficina Receptors reqLISTs PArE Preparer y VI-1
tranamitr 3 la Oficina intemacional una copla
certificadie da la primers solicitud identificada
anterormants
Vi1 | Autoridad de Bdsguada Intermacional O0ficina de Patentes y Marcas de Estados
Selscclonada Unidos (USPTO) (ISA/US)
by | Decisractonss Nimero de declaracionos
Vi1 Daciarscién como s identidad del inventor -
V2 Decisrecion come el tituio de ta solcltud, como | -
a la lscha de presantaciin intermacional,
aplicar para sa7 ctorgada una patents
Vi3 Daciaracidn como s titulo de ta solcitud, como | —
la fecha da presantscidn intemacional, a ia
relvindicacién ca I priorkied da la primera
molicttud.
Vili-4 Daciaracidn del Hrventor (Unicaments pars W -
propussia de s designacién da loa Estados
Unidos de Amdérica)
VIS Declaracién como descripcion no perjudiclal o | —
aXCHpcionss carsitse da novedad
X Lista da verificacion NOmero de hojaa Archivos stecirinicos retacionacdos
X-1 Scickud 6 -
1X-2 Demcripciin 12 -
X-3 Ralvindicacionsa 4 -
X4 Resumen 1 EZABSTCOO.TXT
x5 Dibujos 0 -
X-7 TOTAL 23
Articulos anaxos Papel o documento(s) unidos Campos siscirénioos unidos
1X-8 Hoja de calculo de honorarios v -
X8 Criginal del pocer seperado del sbogado ,] -
X-17 [ Diaco de PCT-EASY disquete - disquete
X-18 Otro (sspecifiqus) Certificaciébn
®-18 Figura de dibujos loa cuales serin
acompafiartss del esumen
1X-20 idioma de regtstro de la sofickud intearmacional Inglés
X-1 Fima de| sofictanta, agente o representants
QOmN
(rubrica)
X-1-1 Nombrs: EPPERSON, James
PARA LA OFICINA RECEPTORA SOLAMENTE
10-1 | Fecha de la recepcién del contanido da la
apllcacién intemacional
102 | Dibujos
18-1-1 | Reciidos
10-2-2 | No recibiios




PCT PETITORIO

Original (para ADMISION)- Impresc 07.08.2003 11:00:08 AM

103 | Fecha corregida de la recepcidn actual
debido a recapcidn ukima pero a thampo de
papeies o dibujos que complstan el
contenido da ia aplicacidn Intemacional

104 | Fecha da la recspcién a tiempo de las
correccion es requeridas bajo of Articulo
11(2) dad PCT

Austoridad de Bisqueds intemacional ISA/US

Transmision de la copla de bisqueda
retrasada hasta que los honorarios estin
pagados

PARA USO DE LA OFICINA INTERNACIONAL SOLAMENTE

111 Facha da la recapcién de la copia del
documento por la Offcina Internaclonal
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

International Application No.: PCT/AUS(3/24934
Imemational Fiing Date: August 7, 2003
Prortty Data: August 12, 2002

Applicant Bristo-Myears Squlbh Company

For. Improved Procesa for Hydroxyazepirones
Authortzed Cfficer: Nisa Gilchrist-Jones

MAIL STOP: PCT
Commissloner for Patents
P.O. Box 1450

Alexandria, VA 223131450

R N I 11 oC E E 1
TH 70 APPLICATIO

Sir

In response to the Invitation to Comrect Defects in the Intamational Application letter of July 8, 2004
having a cne month due date far reply, namety August 8, 2004, the {ollowing document is enclosad.

The Damand for the PCT Intemational Application, PCT/US03/24934, filad on February 20, 2004 did
not indicate all of the applicanta/inventors for the slected Statas. All applicants/nventors Indicated on the
Requast filed August 7, 2003 must also ba indicated on the Demand.

This defect has been corrected by submitting the enclosed revised Demand documert which
indicates all of the namas of the applicants/inventors for the elected States and thelr current home addresses
(simllar to the namss of the applicants/Inventors indicated in the Request document).

The home addresses for applicants/invenors Jeffrey Depus, Atul S. Kotnis and Simon Leung are the
same addrasses as Indicatad In the Request document of August 7, 2003.

The homa addresaas for applicans/inventors Eric D. Dowdy and Daniel J. Watson are new
addresses from thosa Indicated In the August 7, 2003 Request document.

The Demand Fee Calculation Sheet indicates a comected Handling Fee (Increasa In PCT fees from
Demand filed on February 20, 2004 from $148 to §162).



gL

Dockst No. CT- gzr
No fee is believed dua for this Responsa to Invitation to Correct Defects In the Intermational
Application. However, In the event a fese ia due It ia requested that the payment be charged to Depaosit
Account 15-3880.

Respectiulty submitted,
Bristo-Myers Squibb Company W
Patent Department Jamed Epperson 7 /
P.O. Box 4000 Agent for Applicants
Princeton, NJ 08543-4000 Reg. No. 52,867

203-677-8974

Date: 5{[ o / m{;{



Tha demond waxt be fled directly with the cowpotess Iternctionol Prelimisary Exseining Axthority or, f reo or sore Axthoritles are competent,
oms Chosen by the cpplicomt  The full morw or rec-lerrr code of thet Axthority may be indicosed by the cpplices: cm dhe line betowr:

IPEA/ US

PCT CHAPTER II

DEMAND

' under Article 31 of the Patent Cooperation Treaty:
The undersigned requests that the internationsl application specified below be the subject of
international preliminary examination according to the Patent Cooperation Treaty.

For International Praliminary Examining Autbority oee only

Identification of [PEA Dute of recedpt of DEMAND
BoxNo.I IDENTIFICATION OF THE INTERNATIONAL APPLICATION | APPUC0TS of ageats file refirence
CT-2748

Internstional application No. Internationa] filing date {dawinonth’yenr) | (Earliest) Priocity date (dawmonth/vear)
PCT/US0Y/24934 07 August 2003 { 070803 ) [12August2002 ( 120802 )
Title of Invention
IMPROVED PROCESS FOR HYDROXYAZAPIRONES
Box No.II APPLICANT(S)
Name and address: (Family name by piven nom; for a ltgd Jull official Telephone No.

derignasion address must includs poxtal code name of 800-252-3414
BRISTOL-MYERS SQUIBB COMPANY Pacsimile No.
P.0O. Box 4000 B806-252-4528
Princaton, New Jarsay 08543-4000 Teleprinter No.
Unltad States of Amarica

A pplicant's registration No. with the Office

Stxte (that s, country) of nationality: State (that Is, courtry) of residence:
us us
Nume and (Famiy nome followed by given sore: for u legal outty, fafl efficial desipmasion. The oddrers must incimis posel cose arl newe of comairy.)
DEPUE, Jeffray

8 John Hancock Avanus
Hlllsborough, New Jersey 08844

United States of Amarica

State (that i3, country) of nationality: Stale (that is, cowrury) of regidence:

us us

Name and (Foonily namy followed by given wame; for a lepal miiry, full officinl dexigmorion. The addren: s incinds porxd code and nawe of comsury. )
KOTNIS, Atul S,

18 Oxdord Court

Kendall Park, New Jarsay 083824
Unlted States of Amaerica

State (that {r, courury) of nationality: State (that ir, country) of residence:
India us

g Further applicents are indicated on & continuxtion gheet.

Form PCT/IPEA/401 (ﬁm nhee:) {Janoxry 2004) Sez Notes 10 the demand form
l acralChne HNA Brem ETTY
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International appbeation No.
PCTAG3R4834 |

SheetNo. 2.

Continuation of Box No. II APPLICANT(S)
If nonz of the following rub-bozes it wied, this sheet should not be included in the demard

Name and address: (Famy seme followed by phom name; for o legal suicy, full official dedguarion. The ofdress smst include possal code and noma of cousary. )

LEUNG, Stmon

23B Vasser Drive

Piscataway, New Jersey 08854
United States of America

Ste (thar Is, courury) of nationality: Swte (thar s, country) of residence:
China us

Name and address: (Famdy nome jollowed by piven aae; for « iegal ey, full officlel detignasion. The address was: lnciude pumal code oud noune of cossery. )

DOWDY, Ernc D,

1151 Compaas Lane #203
Foster Clty, Callfornia 94404
United States of Amesrica

State (tAat 11, country) of nationality: State (that {5, country) of residance:
us us

Name apd address: (m—mdnm_;p.mmmmm The ackiress mst incinsde pusssl cidz mred aowme of commiry. )
WATSON, Danlal J.

1205 Deer Crask Driva
Plainsboro, New Jersey 08538

United Statea of America
State {that Is, courury) of nasionality: State (that ix, country) of residence:
Great Britaln us

Name and address: (Famty same followed by riven nang; for u lrgal entry, Al offickel desipmasion. The miiress must inciudle pussel code snd nesme of conoery. )

State (that s, country) of aationality: State (tAat (s, country] of residence:

[:] Frxther applicants are indicated on another continuation sheet.

Form PCT/IPEA/40] (coctinuation shaet) (Jamuay 2004) See Notes 1o the demand form
NMNA Breen DT

T armee T T 7
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Intemational spplication No.
Shoet No. .3. PCTAIS03/246834

Box Na. I AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

The following person is E ngent D commmon reguescotative
and [ bes been mppointed earlier and represents the rpplicant(s) also for intemational preliminary examination.
] uhanbyappoinmdmdmywﬁ:rlppoinmtoi(m)agmb(ﬂmrqxwmmivailbatbymohud.

[[] ishereby specifically for the procedime before the International Preliminary Examining Authority, in
addition 10 the ageni{s)/common representative appointed earlier.
Namne and address: (Family name by piven rcoma; for a lagal ensdry, full Telephone No.
designation. Ths address must inclxde partal cods and name of country.)| o ary po7a

EPPERSON, Jamas Facsiile No.

Bristol-Myers Squibb Company

P.O. Box 4000 203-677-8900

Princeton, New Jersey 08543-4000 Telepemter No.

United Statas of Amarica
Agont's reglmmarion No, with the Office
52,887

Address for correspondence: Mark this check-box whers oo mcommnmprwmmnmxﬂhubu:nlppommd
the space above s nsad instead to indicate a special address to which cormespondence ehould be sen

Box No. IV BASIS FOR INTERNATIONAL PRELIMINARY EXAMINATION

Staternent coneeroving amendments:*

1. The applicant wishes the internationa] preliminary examination to start om the haalg of:
the international application as crigmally filed
the description as ariginaily fled

&k amended onder Article 34

the claims et originally filed

es amended tnder Article 19 (together with any accompanying statement)
s amended under Articlke 34

a1 originally filed

a3 amanded uoder Article 34

the drawings

00 000 4dd

2. D The applicant wikhez uny amendment to the claims onder Articls 19 1o be considerad as reversed.

3 Tho spplicant wishes the start of the international preliminary examination to be postponed ontl the expirstion of the
spplicable time limit under Rola 69.1(d)).
4_DTha licant expressly wishes the international preliminary examination to start earfler than st the expimtion of the
time lmmit under Role 54bir5.1(a).

* Whero no check-box Is marked, Intcrnational examination will start on the basic of the internations]
application ag ari y filed or, whers & copy of amendments to the clxims under Article 19 and/or amendments of the
international spplication under Article 34 sre received by the Internations] Preliminary Exemining Authority before it has
begun to draw up & written opinion or the international Ereliminary examination report, as 8o amended.

Langusge for the purposes of internatioosl prefiminary examination: ENglish
[X] which is the language in which the internutional application was filed.
[ which is the langoage of a translation furnished for the purposes of intsmationel search.
[P which is the lnnguage of publication of the international application.
[ which is the langnags of the translation (to be) farnished for the parpases of intcrnational preliminary examioation.

Box No. V' ELECTION OF STATES

The filing of this demand constitutes the clection of all Contracting States which are designated and are bound by Chapter 1T of
the PCT.

Form PCT/TPEA/4Q] (second sheet) (Jannary 2004) Ser Notes to the demand form
I aoalSter )4 Form PCTIIRM
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International application No.
Sheet No. . 4. PCT/USOV24934
Box No. VI CHECK LIST
mmnmmdbymmum:fdmmmmwmmn For Interationat Preliminsry
Box No. IV, for the porposes of internaticoel preliminary exaoxination: Examiming AuthorTty se only
recelved not reced ved
1. tranalation of internaional applicstion shoats O )
2. amendments under Article 34 sheets D E]
3. copy (or, where required, translation) of
ameadments under Article 19 sheets D D
4, copy (or, where required, translation) of
staternent under Article 19 thoatz D D
5. lewer theets ] 1
6. other (specify) thoets ] O

The demand is also accompanind by the itrm(s) marked below:
1. fre calcolation sheet
2.3 original separate power of attorney
3. arigina]l peaeral power of attormey

4. of general power of atrorney,
number, if ary:

5.00 staterent explaining Iack of sigoators

s.[] sequence listing in compater readable form
7.0 tables in computer readabls form related to
soquence listing

8.1 other {rpecify):

Bax Nao. VII SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE
Next w onch Fgnatare, indirate the nrm of the person dgaisg and the capaxciry in wiich the person xigar {if sech copacity i mot alrvioxr from readiey thy desand )

JargAs Epparson © ¥

1. Dzte of actual recaipt of DEMAND:

For International Preliminary Examining Authority use onty

2, Adjosted date of receipt of demand dne
méORRECI‘IONS under Rols 60.1(b):

3. The dare of receipt of the derand is AFTER the
expiration of 19 months from the priority dme sud
iten 4 or 5, below, does not apply.

(] The epplicant has been informed accordingly.

The date of receipt of the dermand ix WITHIN the time
lirmit of 19 from the priority datx as extendad
by virtoe of Role 80.S.

Although the date of receipt of the demand is after the
of 19 months from the pricgity date, the
in erival is EXCUSED pursuant to Rule 82,

4.[]
5.]

receipt of the demand is AFTER the
the tine limdt under Rule 543:y.1(a) and
7 or 8, below, docz not apply.

e
The date of receipt of the demand is WITHIN the time
%ﬁﬁmm.ltl)unwwmof

Althoo gh the date of receipt of the deanand is fier the
. of the time Umit voder Rale S45:s.1(n), the
in mrrival is EXCUSED pursuagt to Rule 82

Demand received from [PEA on:

For International Biresn use only

Form PCT/IPEA/40] (laat sheet} (Janoary 2004)
LeealStar 2004. Form PCTDEM

See Noter to the demand form
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PCT e
FEE CALCULATION SHEET
Anpex to the Demand
For Intcrnational Prefimimary Examiming Autharity use only ==

Intemational
sppHcation No, PCTAIS03/24534

icanl's or
Sl retmace T CT-2748 | D stxmp of the IPEA
Applicant

BRISTOL-WMYERS SQUIBB COMPANY

CALCULATION OF PRESCRIBED FEES

1. Prelimdnary exammpstion fee e 600.00| P
1 Handling foe (Applicants from certaln States are

entitlad to a reduction of 75% of the handling fee.

Where the applicant is (or all applicants are) s0

enrided, the amount to be entered ot H 11 25% of the 162.001 4

Randling fO€.) —.voceeceemeceeererrereetem e e ee s erp et

3. Total of prescribed foes
Add the amounts ontered at P and H 762.00
and arter total ino the TOTAL box ..o

TOTAL

MODE OF PAYMENT

X R e O

D cheqoo D TEVenue Kamps
D postal money order D COUpOIE
[} akdnn [ otber apectp:

AUTHORIZATION TO CHARGE (OR CREDIT) DEPOSIT ACCOUNT

(Thir mode of paymen! may not be available at all IPEAs)
IPEA/ us

X Anthorization o chargs the total foes indicated above. Deponit Acconnt No,:18-3880

check-box the conditionr A st 8 2004
2 rm: 7 the IPEA mpﬂmgl}Au‘tha‘lunonfo; Duie: AUFURt 8,

defic credit the
mmyl Y A0y overpayment in Name: YAMas Epperson

Signature: QMW_

f B4

Farm PCT/TPEA/40] (Anpex) (January 2004) Set Notes to the fee calcularion theet
LeguiStar 2004, Form PCTDFEE



! TRANSMITTAL LETTF™ TO THE Dxte _ 20-02-04
UNITED STATES RECEIV .¢G OFFICE Imermaticonl Applicerion h PCT/IS03/24334
PTO-1382 (Rov. 04-2003) (Modified) PCTUS2FRP /REV03 Antorney Docket No. CT-2748 /™

L

Certification under 37 CFR 1.10 (If applicable)

8% #
EVY 4045186865 US 20-02-04
P

Express Muril mxiling mumbear Duiz of Depasit

Iwmﬂnmmmmwmummummuummmguﬂm

Mafl Post Office to Addressee'’ service under 37 CFR 1.10 on the date indicated above and is sddressed 1o Mad) Stop

y Camg‘i-ianu' for Patents, P.O. Bax 1450, Alexandria, VA 223131450,

(! IM Jamas Epperson
{gnatore of persckl oikiling correspondence Typed or printed name of perzon mailing correspondenca

[[] New Intezrnational Apphication

TITLE

SCREENING DISCLOSURE INFORMATION: In order to sssist in screening the accompanying imernational

ication for purposes of determining whether a license for foreign transmittal should and coold be granted and far

purposes, the following informanon is sapplied (Note: check ag many boxes ss apply):

A [[] The invention disclosed was oot made in the United States.
B[] Toereisno prior U.S. spplication relating to this igvention.
C D The following prior U.S. applcation(s) contain sabject maner which is related to the invention disclosed in the attached
international application. (NOTE: priority to these applications may or may not be claimed on form PCT/ROVIG!
{Request) and thiz listing doex not constinus a claim for priority).
xpplication na. filed on
xpplication no. filod oo
D. E] Tha present international application contains additional subjoct matier not found in the prdor U.S. applicstion(s)

ldentified in paragraph C. above. Tha additional subject matier is fomnd on pages [ ]
end [ | DOES NOT ALTER [[] MIGET BE CONSIDERED TO ALTER the general natmre of the invention in 8

menner which would require the U.S. lpphmummhlnbemmndowulnbkfmmrpammbymcappmpmmddmsc
agencies under 35 U.S.C. 181 and 37 CFR 5.1. Sec 37 CFR 5.15.

I [ ] A Response ta an Invitation from the RO/US. The following document(s) is (are) enclosed:

A [J  ARequest for An Exteasion of Time to File & Reaponse
B [] A Power of Attorney (General or Regula)
c [] Replacement pages:
pages of the mquest (PCTROVOL) | pagrs of tho figures
pagrs of the description pages of the sbetract
| pages of the cixims
D. [] Submission of Pricrity Documems
Priority docurnent Priority documen
E [] Fees a specified on antached Fee Calcularion sheet form PCT/ROVI01 annex
1v.[] A Reqoest for Rectification under PCT 91 [] A Petitlen [] A Sequence Listing Diskette

v. P Other (please specity); PCT Demand tor International PreRminary Examination;

PCT Demand Fea Calculation Sheet —

The . D Apphicant James Epperson
Kigning this E Antornewf Ager (Reg. Noo) _ Typed name of signer
form is the: - 52.887

D Common Regxesematjve /i Lgnatore

US. Depurtment of Commerce: Patent and Traderark Office
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The dewcnd maut be flied diroctty with the compeswt Iternotional Preliminnry Exoising Axtharity or, ff teo or mors Autherities ary
ooz chorem by the opplicant. The full mowe or hwo-lerer cods of that Authority may be indicared by the cpplicons on the e below:

IPEA/US

PCT CHAPTER II

DEMAND
under Article 31 of the Patent Cooperation Treaty:
The undersigned requests that the international epplication specified below be the subject of
interoational prelimmary examination according to the Patent Cooperation Treaty.

For International Preliminary Exangmng Antbority ose only

Identification of IPEA Date of receipt of DEMAND
Bex No.1 IDENTIFICATION OF THE INTERNATIONAL APPLICATION | APPEcknrs of agenls file refereace
CT-2748

International application No. Intenational filing date (dawmonth/vear) | (Bambiest) Priarity dute (dawinonth/year)
PCT/US03/24834 07 August 2003 { 070803 ) |12 August 2002 { 120802 )
Title of invention
IMPROVED PROCESS FOR HYDROXYAZAPIRONES
Bax No. I APPLICANT{(S)
Name ind xddress: (Family name by piven name; for a legal , Jull official Telephone Nao.
BRISTCL-MYERS SQUIBB COMPANY Facsimile No.
P.0. Box 4000 809-252-4528
Princeton, New Jarssy 08543-4000 Teleprinter No.
Unitad States of Amsrica

| Applicant's registration No. with the Office
State (that is, country) of natiomality: State (that i, country) of regidence:
us us
Name ind {Panily nome followed by piven e for o lrgal eadiry, fidl official desigration. The addrear moart beclade pooed code amd mame of cououry. )
State (that i, cowrury) of nationality: Stete (that i, country) of regidence:

Narme and (Famiy ncome followed by ghwen nama; for o lrpel eniry, fuil official desipnation. The cddrest woot ivclude posse! code ond mowe of courry. )

State (thay is, country) of netionality: State (thay is, cowury} of residence;

E] Purther applicants are indicated on a continnation sheet.

Form PCT/IPEA/401 {first shoet) (Janoary 2004) See Notes to the demand form
LegalStar 2004, Form PCTDEM
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Intemnaticna] applicetion No.
Sheet No. .2, PCTAIS03/24834

Bax No. IIT AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPFONDENCE

The following person ix E agent D COMMNON TEpTESCOtative
and [X] tus boen appotmed exrlicr and represents the applicant(s) also for international prefintinary examination
[ is bersby appointed and any earlier sppointment of (an) ageat(s¥common representative is hereby revoked.

D iz hereby memmmmmmmmnqmgmmmin
addition 1o the agent(s)common representative appointed exlier.
Neme and addrees: {Fmdynmc)ﬁﬂvndby'hmm ; Jor a legal entity, full Telephone No.
derignarion addrest woust incliude poxrtal code and nom of country.) 203-877-8874

EPPERSON, Jamas Facsimile No.

Bristol-Myars Squlbb Comparny

P.0. Box 4000 203-677-6800

Princeton, New Jersay 08543-4000 Teleginter No.

United States of America
Agent's registration No. with the Office
52,887

Addresz for correspandence: Mark thix check-box where no Of commaon representative iLhag been sppointed ajd
mwmnMMmmMnmuMmﬂhmmmm@L

Box No. IV BASIS FOR INTERNATIONAL FRELIMINARY EXAMINATION

Statement concerning amendments:*
1. The mpplicant wishes the intemational preliminery examination to start on the basis ol
DL the internatioust spplication ay ariginally filed
the description || s originally filed
[] s emended mmder Article 34
the claims [[] aroriginally filed
[ ] = xmended ondex Anticle 19 (together with aoy sccompanying staement)

the drawings [ | s criginally filed
[[] s amended onder Aricle 34

D The applicant wiches any amendment to the clrims under Article 19 to be conkidered as reversed.
D The applicant wizhes the start of the international preliminery examinstion to be postponed onti! the expiration of the
spplicable time limit under Rule 69.1(d)).

ﬁ:mmmymmmmmmﬂmmmmwmmmmmmmmumcnmofm
applicable time Limit ander Rolo 5424 1(a).

wo~

R

‘Whmnoc}wck-quumadm.lmznahonal mymmnahonwﬂlmtond:cbmsafthnmmmonll
m::numigimﬂyﬁhdu 1 copy of emendments to the cluims under Articls 19 and/or emendments of
MmmmvadbymclnmmmhnhndnnyﬂxmmngAnt}mrybefm:nhu

begum to draw up » written opinion or the international preliminery examination report, as 50 amended.

Language for the purposes of International prefiminary exsmination: ENQIISH _
DA which is the language in which the international application was filed_
X which ie the language of a trenslation furnished for the purpoges of international search.
X which is the Language of publication of tho international application.
[X] which ix the language of the trmglation (1o be) farnished for the purposes of interoational preliminary examination.

Box No. ¥V ELECTION OF STATES

The filing of this demand congtitntes the election of all Contracting States which are dexignated and are boand by Chapter I of
the PCT.

Form PCT/IPEA/40! (second sheet) (Jannary 2004) See Notes o the demand form
LegalStar 2004, Form PCTDEM

— —— [} o amonded under Articlo 34— - o oL oo L e |
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Intarnational epplication No.
Shoet No. .3. PCTAUSD3/24834
Box No. VI CHECK LIST [\
The demand is accompenied by the following elements, in the languege refeoed to in For Internrtional Prelimi
Box No. N.hmmgmmwmm& E.xmninin;Amhaitynun;gy
roceived DOt recedved
1. translstion of interuational spplication thoots D D
2. mmendments under Article 34 cheets I:] D
3. copy (or, where required, tramslation) of
amendments under Arucle 19 zheets - [ ]
4. copy (or, where required, translation) of
gtatement under Articls 19 sheets [:] [:]
5. letter sheets D ]
6. other {rpaclly) thacts D 1

The demand is also accompanicd by the itemn(s) marked below:
1.08 fee calcnlation sheet

2.[] oxiginal separate power of atarey

3.0 original general power of atoroey
4.0 of goneral power of attomey;
number, if amy:

5.0

6. ]
7.0

s. (1

stetenent explaming lack of signatome
sequence listing in computer readable form

tables in computer readable form relmad 1o
seqonce

other (specify)

Box No. YII SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE
Nox x each rignanirs, indicate the mome of the perxom signing e e copocisy s which the parsen rignr (ff sech copocity Un mot obviows from readieg the devenad )

T Epparr

, Agant

1. Date of actnal receipt of DEMAND:

For International Preliminary Examining Aothority use only

2, Ad(j:némddncofmcdp(o{dumnd due
to CORRECTIONS under Role 60.1(b):

3. The dats of receipt of the demand is AFTER the
expintion of 19 months from the pricrity date and
itern 4 or 5, below, does not apply.

[] The spplicant has been informed accordingly.

4.D'I'hndmofrwd of the damand is WITHIN the Hme
lirgt of 19 months from the priority dets i extended
by virtoe of Rulke B0.5.

S_D Although the date of roceipt of the demand is after the
i n of 19 months from the priogty date, the
in arrival is EXCUSED pursusnt to Rule 82

6.[:] The date of roceipt of the demadd iz AFTER the
expiration of the time limit under Rule 54bis.1(a) and
itemn 7 or B, below, does not apply.

The date of receipt of the demand is WITHIN the time

7.
D limit under Rols 54b7r 1(a) m exteodsd by virtoe of
Rrle 30.5.

B.E] Mﬂnuphﬂmdmufrmd;loflhcdmdillﬁum
1 of the ime limit onder Rule 545is.1(a), the
zﬁ;inm'imlixEXCUSEDmnmmtmRnJcSl

Demund received from IPEA on:

For Intrmational Boresu use only

Form PCT/IPEA/401 (las sheet) (Jannary 2004}
LegalStar 2004, Form PCTDEM

See Noter to the demand form




9.

CHAPTER

FEE CAILCULATION SHEET
Annex to the Demand
For International Preliminary Exarmining Aothority ose only s

Internationa)
rpplication No. PCTAUS03/24834

licant's or agent’s
g}?mfcrmcc CT-2748 Dzie stamp of the IPEA
Applicant
BRISTOL-MYERS SQUIBB COMPANY

CALCULATION OF PRESCRIBED FEES

1. Preliminary examinstion fee v ecrrerive s L 800.00| P
2. Handling fee (Applicants from certain States are

antitlad to a reduction of 75% of the fee.

Whers the applicant iz (or all applicanty are) so

Mmmmkmmﬂuﬂ%q{m 148.00| H

RanAURG fEC.) ..ot

3. Total of prescribed fees

Add the anoonts entered at P and H 748.00

and enter total in the TOTAL box ......ccoovceeeceveveenne.

TOTAL

MODE OF PAYMENT

anthorization to deparit cash
g sccount with the (sze below) D
D chenoe D revenoe plamps
l:] pottal money order D coupons
[] bakaran [ other (rpacify):

{This mod¢ of payment may not be avatlable at all IPEA1)

PQ  Autharization to charge the total fees indicated above.

E {This check-box be marked only {{ the conditionr for
deporit accounts of the IPEA 30 permit) Autharization to
umydcﬁum&mua&tmymymmmc

AUTHORIZATION TO CHARGE (OR CREDIT) DEPOSIT ACCOUNT

IPEA/

us

mtmm:‘m

Dwe: Fobruary 20, 2004

Name:

Jamas

Signatore:

Epperaon
e

Forrn PCT/IPEA/40] (Anpex) (January 2004)
LagalStar 2004, Form PCTDFEE

Ses Notes 10 the fee calculation rheet
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PATENT COOPERATION TREATY v 7’7 ©

From the RECETVING OFFICE Thaviraggsi B

Ta P@Tl‘ -
JAMES EPPERSON IR ELLY BUa AN
Bro IO MYERS BQUIBE COMPANY INVITATION TO CORRECT DEFECTS IN
PRINCETON, NEW JERSEY 08543-4000 THE INTERNATIONAL APPLICATION
D (PCT Asticies 3(4X7) and 14(1) =nd Rals 26)
prictadrryin 18 Bep 2003
Applicant's or ngees’s ffo fufbroncs REPLY DUE L. 1 racatheideys fhoe
CT-2748 PCY i sbove dute of mndling
PCT/USOA/24854 Adepimonch/pear) 07 Aug 2003

BRISTOL-MYERS 3QUIBB COMPANY

1. D Tha applicant |z horeby hrvited, within the thne bhmit indbes i ahove, to correct, be tha tnternations) spplics tiom »e [Hed, the
dafics specifiad an the attechnd:

[¥] Anoexa
[ Amnex Bl (haxt mcttor of the ivarnarions] spplicasion we find)
[ Ancsta CI fdrwwings of e insornationsl application s fvd)

2. [] Toa applicant s hernby tavised, within the time Bh indosd shove, t comect, |s the trassistion of the eiernstiamal
application furnithed under Bnln 113 or 12.4, the defects sperifind e the sttacherd:

D Apnexy A
(] Asvex B2 farr meswr of the wromalation of the internasions! appliosson)
[0 Ammox 02 fdrwsings of the sramskation of dhe insrnasonsl appdantion)

Additiema] shesrvations (i nersexsry):

HOW TO OORRELT THE DEFECTS?

Carrection prust be nbhmitied by ] sheet ermbodyteg the cormection imd § lactr mocomperrying the replacscner
Mmhmﬁm:mmﬂ-mmmmmm A acxrectinn may be

in & Lectar only 1t iy of mush & Bxtum that it oan be tratsfiwred fom the lettar 10 the record without advessedy affhering
the clerity and direot reproducihfiicy of the shoot arko which the carrection is to be treosfaoed 16 4).

ATTENTEON

Fuilure w0 cormot the defieors will reenlt in the Imaceationel application being copaldered withdmwn by this moslving Office (e
Rzin 26.5 for frthey dntals)

A oopy of thix [rviretion mmd gy ciaciomen s hes boen st to te Inamatiosal Boresu
[] and the tnsratiora] Berching Authoriry

Name xad mallng addrom of the recadving Offics Amborissd offioss

Mixd] Sop PCT, Comndselamer for Putrmnta

P.O. Box 1450, Alexzndriz, VA 22113-1430 Mark Hogarth
Facximle No. 703-303-12M Tulspbons Ne. T3-305-374

Foem PCT/RO/08 (Jemmry 2003)
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. SEP.3Q.20%3 12:26PM 689 2ZS2 7119 NO. 456 P.
camarienal ppllsation Ne
ANNKX A TO FORM PCT/RO/106 PCTALSOR/24834

The rocalving Offics ks found rhe Dullowing deforts u the hrtarnazionyl spplication aa Thed)

1. Asw sigastars® ofthe lcarnarions) appBeadoaa (Ralax 4.15 wed 90.4), the request
2 [ e nee vigmes
b [ s sk Mgnod by ail the sppiicasss

] reisrmad w in tha n No_ VIII of e the tnck of the
‘-D uw &'W ;m chack lix Bq [ requem expiyining

¢DZ] hdpdbywhwwhnq-ﬂmmu

D the tereraxricesal spplicarion ts nox aasempeaiad By 2 power of Kooy 1ppaioring hio

2] the powar of anoracy pacemmpanying the Exzroariema! xpslearion wae aox signed by ATl the apScann
n.D othey fipacihy:

& lrealon o i, o ting e e i gt (o5, <t Uated o of Ao S

i Asw indlortions conoersing the applieane, the roques; (Rl 4.4 and 4.5):
a [:] dows sex propacty indicae the spplicot’s tams (tpeedi)

b ] coss nex indicom the eppiercr’s address
© [:] dcem oon. peopady Indicas he: applicess’ s nidraes fawolfy)

2 [0 doss noe indieme the applinme's naziagmiicy
e [0 doex por tadicers the 1ppliner's reeidenon
L D ochar frpecty):

1. A w the iaguags of ecoxin clorpencs of the beemariesu] rpphication, other 2um the desscipeion m cetrus (Rules 12.1{o)
ind 26,8 per(n) and ()

L [:] the reques i1 aet in 1 lenguagse of puhiBartion acceptad bry tis maniving Offics; (te) ngnage(s) acoepted bry thia
mcalving Offien kafare:

b. [] the test matter of the drawings s acx in 1bn lngrmge In which the trascrsieme] applicadion i  be pobiiched,
which ix

e [ tw abetract iy oot n the kegoags bn which the iscrrariens) seslzacon b 1o be publishen,
which I

4. The dtia of the bvenclon:
x ] it not exizeser! bn Box Na ! off the reqsst (Rula 4.1(p))
b ] 1 nox Endicagad ar the top of the fire shesx of tha desoriptian (Rule 5.1(u0
a [] = sppesring in Bax Ne. [ of the rcquas it oot idestion] with the tixie heading the description (Rulx: 5.1 (x))

3. Aswte pbetraet (uls I
D the ixssrarional spplication dory net cewain xn shiecy

Farra PCTTRO/106 (Armes A) (xnoery 2003)



SEP.38.2083 12:26PM 689 252 7119 M1 L3 TND. 456 Y LP, 4~

: _ il POTIANT

gf1°SEP 25 203
PATENT COOPERATION TREATY M
~ Dup e — (e ———
JAMES EPPERSON v L
O o o8 6QUIBR COMPANY NOTIFICATION CONCERNING PAYMENT
PRINCETON, NEW JERSEY 085434000 OF FRESCRTEED FEES
(PCT Ralss 14, 15 xnd 16 md Administrstive
Rstroctions, Secons LOZBy(c), 304(x) mnd (b),
Y23(b), 707(b) and B03)
mm"" 19 S2p 2003
Appumt‘lu-n'lﬂnm PAYMENT DX
_ﬁ:ﬂ-ﬂ_m woe izswn 3 Par iam Hredsa
Tosrrramiona] appliceson Na. Intstogzional fling dexDan of cetx Priertty des fmeimanihAvosr)
PCT/USOV24834 Motmubies) 57 Aug 2003 12 Aug 2002
Applicatx

BRISTOL-MYERS SOUIBB COMPANY

L. The sppliovy is hevgly soxtfisd thr thas receiving Offies lap roos! vadt:
E] ha Faymame of 111 the prescribed Sees, and D n overpaymans, which will be yefuncied n dos course.

s ar amfiviest prymewt whmmmhwmmmmmu-
mnhdn&:lml.wﬂhh

1  Feeand payment exirvinrien:

1,A08.00 1.A08.00 0.00
Totxd fhra payshis Ameynt pald Batzaco

D The deexils of tho oadculazion are given i the Anaex.

1. Thee Dmity) for peyomes snd ssownt(c) payabis (Eulss 14.1, 154 and 1610008
D witkty ONE MONTH Dron the dew of of the tapersecicaal rppliaution (far fhe lrnnntnln-m' the sesrrh

e, tha basla foa nd the deignation foe). sxnoung paysbis fior sach fbe i the eaous sppSaakide cn of reexipt
of the {teeros tons] sppdiostion. — —
D -mgmmmu-m G (oady for the deslgestiom Cre 20d anly If this deno Lt sepires Jecer g the

— e e s paid within ses moarh ficxn the deta of recsiye of e bxangrions] spplisesian, ta cmoust

L the xmecx spplicshie o tas decy of receiyx.
Mhhpﬂﬂ&-mbuaﬂ-m&-hnhhn-ﬂmthdwm
Kreesxx pryshis iy the meous applicabls ou e drs of pryzosnt.  The recetving Offies

showid he hlhqpu-hhm
within 16 MONTHS from tho data For the fe St dociancot). The spplions’ | Ktxeciop 1s drawa @ the
D ﬁ:u-ﬁnqnmn-ﬁlu ﬁmn 1{5) wAll bs comsislared no¢ 10 herve haas Mede aalser the S In pedd

4. AdShioral chvsarvations (if peraxsary):

D The seerch copy will pag be resmebyed 1 the kperrasions] Ashogley undl the watrch foe i paid (hecelbre the
scart of the ieterreriamal meprh will be deleysd) (Rula 13,100} and (b

Narna apd wa!Ting addrem of tva receiviog Offies Auchorized officer

il PCT, Corumisslecer fhr Pruap

BB e 1050, Aecandirie, VA 223131450 Mark Hogarth
Facziynilo No.  700-34-11% Telephana No. TI-305-3 749

Fni’ﬂ!‘flﬂllm (aroary 2008)
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ANNEX TO FORM FCT/RO/ 02 Intormations] sppBestian
CALCULATION OF THE FREECRIAND FEXB Na.
PCT/USB/24934
T ransniteal Fes
Fwgbedmeenr . . . . ... - L L oL s s . mm
m# ....................... - 240,00 Emm
Balspok: . . . . . . . - - s e e e e e - .00 OVECPRYTOART
balanos dus
X] saerch P
Preacibedd ROSRAT . . . . . . . . b e e e e e e 700.00 [¥1
Amoustpedd: . . ., . ... L0000 o0 s s - _._____m__. EMM
Balwmom: . . . . .. L. L L s e e e e e -

B Baskrm
Fined arnece far o W shma . . . . . . _ 38,00y
o, 1200 0.00 g%
Number of theets Fem per theet
in exeren of 30
Addirtoos)
EOPRMPORNE: | 400 x 000 . 0.0 EY

Prewcribed smenen (Bl + B +53) = m—@
(B Degartion Fm
Amoogof Segignedion fec . . . . . . | . 104.00
Number of dssigraricn Shes
pryshle (b fX . . . . L .. . . x 3
Proecifond oneoat = 520.00 /]
Redurtinn whare PCT-EASY scftware it wsd o where the
internasions] s Mied & cloconnio Swre Sew e ACT
Applicand s Voluww [ Cawral Part, for dctatly on the
availehiliy of this rEdcBlon). . . . . .. e e ek e - 0 x]
Bl (BHDEE .« o o v oa e e e - 848.00 [3+5-3]
Progexibad el smean (The sreousy? s ba coxrad a1 it sub-scted
aniared »f (B+D-X), whare rfar applicas i for ofl applicanis are)
snitiled 1o 8 redhction of 7994, In wiich oxre the swmoxnd 1o ha extarved
1] is 19% of the sebsotal (34+D-R): cavtain applicents fram paraln
Exoer are exxided 0 g resbuction of 7% of 1he xiraeciown] foe; soo
Notgy © the o Coirulstion Dt &1 swrced o> dha Rapues Xorm,
POTROVIOL, for dusgtli): . o o o o v oo o e - B844.00 "M &
Amoumpeld: . . L. L L Lo e _ 848.00 O
Baletrs: . . . . . . . . h s e e e e e e e e e e e - n'm Dmm
[£] Fea far prieriey docoment
Prescribed womemg: ~ . . . . . . . . ... . e e zoml'ﬂ m
Amomepedd . . L L L L L L L L L Lo o e e . - 20.00 everpaymem
Baleme® . . . . . . L - e e e e e e - - 0.00 bakacs dus
Addiviewa! nbacrvations () socessary)-
[] Toe st pald for the designation S sovars G Gliowing dewignations)
[] Otber pmacity:

Forra PCYRO/102 (Armm) (xpusry 2003)
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SEP 25 2803
PATENT COOPERATION TREATYoolated Itom

From the RECETVING OFFICE Duo Dzta
™ Apey
JAMEE EPPERSON
E%SE.ELX 4000 sQuUiaa NOTIFICATION OF THR INTERNATIONAL
20 APPLICATION NUMBER AND OF THE
PRINCETON, NEW JERSEY 085434000 - DATE
(PCT Rada 20.5(c)
Duta of rwal ing
{avmsasvyssr) 18 8ep 2003
Applicani’s or un.‘: e n-smeCT ANT
Tmermional app!loxtlen No. Inuommional filing deis (dmvivond yoer) Priceity duir (idyvimendh/venr)
PCT/USOY/ 24934 7 Aug 20038 _ 12 Aug 2002

Appl]oae
BRISTOL-MYERS 50QUIBE COMPANY

Tlo sl the hrvambon
MFROVED PROCEBE FOR HYDROXYAZAPRONES

1. ThoappAtmst a horaby notl Ded deat the iarnet opal sppéioation hes boon socorlsd the inarmationsd spp Josthon Lumberamd the
{mierasiinos] M (ng dets tedicmiad shova,

2 Theapplicent ks Luruer not! Nad that tha cerd copy of the termmional spplication:
m was Lrazenitied 1o Uw Tetoresiionsl Berom on

D s ot yet bewn tranamdiicd w the ucrmational Baresa far ths rexsou ndicatnd bolow knd w copry o [ this noti (adon
rox basy orq1 15 tha Tmsmational Bxrens®:

10 Sap 2063

D bocaurss the necresary Aational sacuriy closrencs Hax wal yel bors obtained.
D bocus reurte i heypacifedy

* Tho Intorsstional Boresm manjuars the Lrenem il of The recerd.copey by the reackyi ng O [Thes and wi § aoelly 1the appliceni (wik
Farm PCT/TE/301 )ofhe reenipt, Shan!d (hwa record oapyy nothxve beon roced ved by theexphmiion of 14 tgosthe froa Lhe priority
duic, the Fnisrnall ogal Bureex will Bouly tha spadica) (Rula 22.1(c))

3. FOREKIN TRANBWMITTAL LICENYE IRFORMATION Cornpleted by: MH

D Addidonsi Ecenac for forcign irerseriiial nol respired. This subyjest smtser [n corvered by 2 1ioense piready proniad or
tha oquiveient U.S. meilorl sppilosdon. Refer 1o thay Heemrse for u/brmetion conceradng its scopa.

D Lioanse for fersign Lranxmiitsl nol required. 37 CFR 5.11(eX 1) or 37 CFR 5£.11{e)2) Fowever. 5 licores rexy be
Mexpuired Gor acefhiorm! ubfect malicr. Bee 37 CFR 81500}

[X] Formtan ranmntsl liconas groaadt. 35 US.C. 184; Y7 CFR 8.1 | on 00 Bup 2003
] 17crr 31w ] 1romsispy
Neme end mailing ssldresy af Lha rece{ving OfTiec Ainhorixed ofMex
Mall Swp PCT, Commbmioner £ Patcors Mbark Hogarth
P.O. Box 1450, Asandria, VA 21113-1458
Facxinlla No. 700-308-3230 Taicpbono No. 703-305-3748

Form PCT/ROVIS (Twly 1992)
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SEP 25 2063
PATENT COOPERATION TREATY
Proen the INTEANA TIONAL SEARCHING ALTHOR! TY Docketed Itom
= PET —
;’,%Es EPPERBO:au COMPANY Attoronr
BTOL-MYERS 8QLIBS
P.O. BOX 4000 NOTIFCATIONCOFRBECEIPT
PRINCETON, NEW JERSEY 025434000 CFSEARCHOOPY
(PCT Rudn2s. 1)
prelaliviing 19 Sap 2003
Applkant’s or spemt's {Be refarencs
.- — TMPOSYTANT NOTIFICATION
CT-2%8 PCT
Taernationa! aplicetion No. Trnarrastion [i}tng det Geyrimoaidoard Triorily dats fdeymanhicers
PCTAISON24834 07 Aug.2003 12 Aug 2002
Applicam

ARISTOL-KYERS AQUIRR COMPANY

Authorhy oo the dutc indicaiad bataw,

L "Whae the Lararsational Searching Antherky ayd the rosslving Office ars ot the sama OfResy
Tha spplican is hordiry wott{Tad they the ssersh coty ofLhe inlontational spplicstion wis seoci vad y Uris Ixlomstions | Sesrching

Whars the Intasrnariean] Searciing Awther Ry and the recelv (g Offies are the same Office
Tha ppRcand i haredy ooti(led thw Lo search copy oMb latarmalioss] sppliost ion wes racsl vad on the dain indicaiad balow.

19 Sep 2008

i D The scarch eogry was pcootngmniod bry a uchect ke snd/or mndos acid pacmenes Baring i corspaterrosda o fhera.

L Timellmh for mobishmeat of (ntereatens] sesrch report

The xppl kcest je inftwmad Wket the o Bmdt for sstabd ishinyths imermeliewa) soarch rapon s 3 memliu Jom the dalo sl reanipt
Indicxtad ahowveor § monmhs [har the priceity dets, whichaver e Lroh oupires hesar,

4, AcopyofThiz noti(icailon hes becn et Lo Ghe Tndemutiens) Burcas and, whiere the Bra pntencs ol paragreph 1 applics, Lo the
recatving O(Ree.

daar of recupct

Narna snd msd|ing address of the TSA/

Mai] $wop PCT, Cormantssiamer for Pxwes
PO, Bex 1450, Alanandria, VA 2231%-1450
Paogimila Na T03-305-3100

Authovissd ofTlcer
Mark Hogarth

Tulsphora No. -185-1749

Form PCT/IZA/ 202 (July 1998)
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O MNITEDATATESDESGGNA TRIVEL ECTEDOFYICE
JAMES EPPERSON (OEQTS)
BRISTOL-MYERS BQ1LIIBB COMPANY
P.0O, BOX 4000 NOTIFICATION OF STATCE OF

PRINCETON, NEW JERSEY 08343-4000 REQUIREMENTS UNDER 35 U.8.C. 371

DATRE OF MAILING
falgrbecadiy’yunr) 19 Sep 2003

FILE REFERENCE
CT-2748 PCT

IDENTIFICATION OFINTERNA AFPLECATION e
dats Prinrtyy Chlned
sppleatine Na, Ming

PCTAISQV248%4 07 Aug 2003 12 Aug 2002
Applcaxs fov DOVED/DS
DEPUE, JEFFREY
NOTIFICATION

Tha epplicanz is bersby advised thet the U.S. Patext and Tradexark Offios n its capecity as [¥] Designated
Dmmdommwmnmumuofmamdmwm
U.5. Naticn fbe [35 U.8.C 371 (¢) (1)]
Oxxh of dsclacation (33 U.S.C 371 (c) {4)]
Copy of ltmmational sppicatdan 2a [35 U.8.C 371 () (2))
Translation of Applicsrion [35 11.S.C 371 (c) ()]
Amendwenrs under PCT Articie 19 [35 U.S.C 371 (&) (3)]
Translation of PCT Ardcic 19 Amendments [35 U.8.C 371 (£) (0]
. [} Search Report or Declaration under PCT Article 17(2) (34 U.8.C 371 (a)}
Internatiom] Preliminary Bxaomination Repart sad ity Ammexes, if xay, under PCT Articlo 36(3)(b)
'O psuscsn @l
9, [ Tramlaron of Aznnexs to the htrmationa] Protiminery Bxsminarion Repart under PCT Artielo 36(3Xb)
[35 U.5.C 37! (e) (5)]

10] Ocher kems receved:

Amlgament Documens (] Prior Ast Statzment [T} Proiirsimecy Amendment
A ] i i U.S. Nxtions] procesaing kave boen mot.  Procossing will aommenos

z the explration of the appiiable time Limit under mther

PCT Amiclo 22 35 US.C 371 ()] ox
PCT Artiche 39 38 U.S.C 371 (b)] _
[ ot dare indieated helow under the provisioms of 35 U.S.C 371 (D

§

OO0

--I_m}-l-ﬁlﬂ'kl!-

U, 8. NATIONAL SFRIAL 3 DATEUNDER MSUS.C. 102(s) DATEOF OOMMENCEMENT
CFNATIONRAL PROCESSING
Al correspondeyscs sdiaitted qftey tha date of comenanremont qf US. National procexxing indicoted above showdd refer to
the /S National Sarial Numbar and the eppropriols UL National procexssing organixation of Officer.

B. (] As the above identified appiiegtion has boon accepred fix U8, National processng tmder the provision
of 35 U.S.C.371 (f) befirn expimation of the appiicable time Bmiz uader [ PCT Artick 22 [ ] PCT

the International Proliminary Examingrice Repart and i3 Aonexes, If sy, under PCT Arnticie
35(3) (a), xnd {b) and arrytrensixtion thereof, ifxpplicable, must be rubsadttod to the Paxens and Tradermexk
Office a1 s00n a8 they are available,

Form PCI/DOVEOA0 | (XU 8 VEREIONX447) US, DRPARTIMENT of COMMERCE Prist £od Tradcemark



SEE. M. S 1 crem bird oo v119 NO. 436 P.9 ; i
xternationsd application No. International fikog dete Pricrity Date Clained \
PCTAJB0A/24934 07 Aug 2003 12 Aug 2002

%

U

{fapplicabls

U

36(3)(b), Fapplishle

[ UL.C.371()

Translation of PCT Article 19 Amendmenry, if applicable
Search Report or PCT Article 17(2) declarxtion
wmmmmmm {f xxy, oader PCT Article 36(3)a),

Traaslation of Annexs ™ the Internations! Predminary Bxanrimataon Beport ander PCT Articls

THRABOYE, CHECX ITEMS MUST BE TIMEL Y RECEIVED TO A VOID ABANDONMENT OF YHEAPPLICATION,

D. Further infiwmation for the spphcant:
This [s only a reminder.

UNITED STATES DESIGNATED/ELECTED OFFICE

Address Only: Autherlznd O¥eer
e e S Mark Hogar
jo , Algoaanckts, ol 49

U&mﬂmdiw



;
NO.456  P.1@

er. Ma.0883 1gidrm B9 Z32 7113 d\f\

- b - —

pCTIUSDEx'E*&QBH— \

- - ji=]
UKITED STATES RECE]cims FFISEIP0 LS. 15 Z00ING 20D RECORDING SHEET | wem
TRATINCA o
B CLEM P L LN TR LR O L L RPTTL- VIS as. FILTRE BRFT
APPLIEaw! iIBamg:
RAYRRENYS L.
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Due Date A
Attorne
Noﬁ%mconcme——

SUBMISSION OR TRANSMITTAL
OF PRIORITY DOCUMENT

{PCT Adminlistrative Instructlons, Section 411}

| PCT/US03/24934
PATENT COOPERATION TREATY

oV

From the INTERNATIONAL BUREAU

N
N

EPPERSON, Jamea
Bristol-Myers Squlbb Company
P.O. Box 4000

Princeton, NJ 08543-4000
Untted States of America

Dats of malling (day/month/year}
03 October 2003 {03.10.03)

Applicant’s or agent's fils refarsnos

CT-2748 PCT IMPORTANT NOTIFICATION
internatione! applicetion No. Intemadonal filing date (day/momhiysar]
PCT/US03/24334 07 August 2003 {07.08.03)
Intermrtional publication date {dey/momnth/ysar) Priortty date (day/month/year)
Not yet publishad 12 August 2002 {12.08.02) :
RS
Applicant Ju DA
BRISTOL-MYERS SQUIBB COMPANY et al ‘ i

o T v,

‘iﬂ
A

Ve -1

LI I |

1. The applicant Is hareby notifiad of the date of recalpt (sxoept where the lattars "NR™ appaar in the right-hand oolumn) by the
Imamational Burssu of the priorty documsnt{s) relating to tha sarilar application(s) indlostsd below. Unless otherwise
Indicated by an astarick appearing next to a dats of reoslpt, or by the letters "NR", In the Hght-hand column, the priority
documant concamad was submittad or transmittad to the International Bureau in oomplianos with Rule 17.1(a) or (b).

2. This updetes snd raplaces any previously lasued notificetion ooncarning submission or transmhtel of priority decoumnents.

3. An sstertsk(*) appearing next to & date of rece!pt, In the right-heand column, denates a priorfty doournent submitted
or trangmitted to the Intamational Bursau but not In compliance with Rule 17.1(a) or (b). In such s casa, the sttention
of the apphcant i directad to Ruls 17.1(0) whioh provides that no designated Office may disrsgard the priority claim
oonoamad befora ghving the applicant un opportunity, upon entry into the national phasa, to furnish the priority dooument
within a ime limit whioch ls reasonable under the ciroumstances.

4, Tho larters "NR™ appearing In the right-hand oolumn danote a priority dooument which was not received by the Intemations|
Buresu or which the applilcant did not requast the recelving Offios to prepara and transmk to the Intamational Burasu,
as provided by Rule 17.1(a) or (b), respectively. In such & casae, the attantion of the applicant ls directad to Rule 17.1(c] which
provides that no designatad Offioa may disregard the priority olalm conosmed befors giving the spplicant an opportunity,
upon entry Imo the nationa! phass, to fumish the priotty dooumant within m ima liImk which Is reszonable undsr the

The intermational Bureau of WO
M, chernin des Colombettes
1211 Geneva 20, Switrarland

Facsimila No. (47-22) 338.80.65

clrcumstances.
Priority date Priority aoplication Mo, Country or reaignal Office Date of recaict
or PCT recalving Office of priority document
12 Augu 2002 (12.08.02) 6(v402,759 us 02 Octo 2003 (02.10.03)
Authortzed offioer

Sam, Rajl

Aeg—

Telsphone No. (41-22) 338 §201

Form PCT/B/304 (July 1988}

005883618
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PCTAUS03/24834
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Due Date ___ PCT e To:

Attorney / 7 L 7

NOTIFICATION OF RECEIET-OF
RECORD COPY

EPPERSON, James
Bristol-Myars Squibb Company
P.Q. Box 4000

Princaeton, NJ 08543-4000
Unlited States of America

{PCT Rule 24.2(s})

B

Date of melling (day/monthiysar)

30 September 2003 {30.09.03) IMPORTANT NOTIFICATION
Applicant’s or sgent's fle reference Internartiona! appllcation No.
CT-2748PCT PCT/US(3/24934

The applicant |8 hereby notified that the Intemations! Bureau has recalved the record copy of the imtemational application as
detniled balow.

Name(s) of the applicant{s) and Stata{s) for which they ars spplicants:
BRISTOL-MYERS SQUIBB COMPANY (for all deslgnated States except US)
DEPUE, Jeffray et a! {for US)

Imtematonal filing dats : 07 August 2003 (07.08.03)
Priority date{s) cislmed ! 12 August 2002 {12.08.02)
Date of reoalpt of the record copy e PR
by the intermnationa! Bureau : 26 September 2003 (26.09.03) .
List of dasignated Offices : . ( vy
At
AP :GH,GM,KE LS MW MZ,SD,SL,SZ,TZ UG,ZM,ZW ' . 3

EA :AM,AZ BY . KG KZMD,RU,TJ,TM

EP :AT,BE,BG,CR,CY,CZ,DE,DK,EE,ES,FI,FR,GB,GR,HU,IE,IT,LU,MC, NL.F’T RO,SE,SI,.SK, TR

OA :BF,BJ,CF.CG,CI,CM,GA,GN,GQ,GW ML MR,NE, SN, TD,TG

Natlonal :AE,AG,AL,AMAT,AUAZ,BA,BB,BG,BR,BY,BZ,CA,CH,CN,CO,CR,CU,CZ,DE,DK,DM,DZ,
EC,EEES,FI,GB,GD,GE,GH,GM HR,HU,ID,IL,IN,IS JP KE KG,KP,KR,KZ,LC,LK,LR,LS,LT,LU,

LV.MA MD,MG ,MK,MN, MW MX,MZ,NI,NO,NZ,OM,PG,PH,PL,PT RO,RU,SC,SD,SE,SG,5K,5L,SY,TJ,

TM,TN,TR,TT,TZ,UA,UG,US,UZ VC,VN,YU,ZA ZM ZW

ATTENTION

The appllcant should carafully check the data appearing In this Notification. In caza of any discrepancy betwesn thesa dats

and ths Indications In the imemationsl applicetion, the applicant should immadistely irform tha Intemations| Bureeu.
In sddition, the spplicant’s sttention s drawn to the Information contalned In the Annax, ralating to:

@ tme limits for entry Into tha national phase - 508 updated kmportant nformation (as of April 2007)
D carfirmation of precautionary designatians {if appliosble}
E] rsquirements regarding priprity documents (if applicable)

A copy of this Notification is belng sant to the recelving Offica and to the Imemational Ssarching Authority.

The | Burssu of Authorized officer:
34, chemin des Colombettes Evelyne HUCHON
1211 Geneve 20, Switreriand
Facsimlle Na. {41-22) 338.88.86 Telaphona No. (41-22) 338 8010

Farm PCTABSGT {(April 2002)

005883082
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CERTMIFICATE OF MAILING
| haveby cartity that this paper (along with any paper refemed to as being mttachad or anciosed) mmmm&
e

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Intemational Application No.: PCT/USD3/24634
Intermational Filing Dats: August 7, 2003
Priority Date: August 12, 2002

Applicant Brstol-Myers Squibb Company
For: Improved Process for Hydroxyazaplronas

MAIL STOP: PCT
Commissioner for Patents
P.0O. Box 1450

Alaxandria, VA 22313-1450

RESPONSE I ATI O CORRECT DEFECTS |N
El BN NAL ICA

In response to the Invitation to Correct Defects in the Intemational Application lettar of Septernber 19,
2003 having a one morth due data for reply, namety Octobar 18, 2003, the following documant Is enclosad.

The PCT intermational appllcation, PCT/USC3/24834, was filed August 7, 2003 and comtalned a PCT
Power of Attorney document unsigned by applicants/Inventors {(where the United States of Amaerica was
designated).

This defect has been corrected by submitting the enclksed PCT Power of Attorney document which
has now baen signed by all of the applicarts/Inventors.

No fee [s bellaved dus. However, In the event a fee is due it ls requested that the payment ba
charged to Deposit Account 19-3880.

Respectfully submitted,
Bristol-Myers Squibb Company
Patent Department J Epperson
P.O. Box 4000 for Applicants
Princeton, NJ 08543-4000 Reg. No, 52,857
203-677-8074

Date: 10/ /w3
i
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CT-2748

o-1 PCT Powrer of Attornay (for an 2
Intsmational sppcation fed under
the Pxtant Cooparstion Treaty) (PCT
Auls 90.4)
0-1-1  |Prepared using PCT-EABY Version 2.92
(updated 01.07.2003)
1 Tha undersigned appilcant{s) DEPUE, Jeffrey
1-11 mm‘mnﬂ‘h' EPPERSON, Jamaes; BABAJKO, Suzanna)
BAXAN, Deanna; BELFIELD, Jing; BUCHHOLZ,
Briana; D'AMICO, Stephen, C.; DAVIS,
Btephan; DUNCAN, Laurslea; GIBBONS,
Maureen; GOLIAN, Paul, D.; KLEIN,
Christophar; LANGE, Keaith; O'BRIEN,
Maurean; PATEL, Rena) PEXIST, Kannsathj;
PROVOOST, Jonathan; RODNEY, Burtonj;
SHER, Audray; ALGIERI, Aldo; DUROFF,
Baruel; MAKUJINA, Shah; RYAN, Richard;
VANATTEN, Mary, K. VOLLES, Warren, K.;
BOGIE, Terance; LAMERDIN, John; KORBEN,
Xlliott; DUNCAN, JR, Sammy; WINSLOW,
Anastasia
Bristol-Myers Squibb Company
P.0. Box 4000
Princeton, NJ 08543-4000
United States of America
12 as agent
13 to represant the undersigned befors (411 the competent International
Authorities
14 In connection with the Intemational
appiication kisntifiad balow:
1-4-1 Titie of the Imvention INPROVED PROCEBS FOR HYDROXYAZAPIRONES
142 Appiicant's or agent's flis CT-2748 pCOT
fsrentce
14-3 International epplication number
(1 alreedy avalixbie}
144 flled with the following Officess pnited States Patent and Trademark
recetving Office
Ooffice (USPTO) (RO/US)
15 and to maks or recsive payments on
behalf of the undersigned.
22
221 DEPUE, Jeffrey

Dets /Q/er/é_j
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o-1 PCT Power of Attormay (for an
Imesmational applcation fllad under
tha Patant Cooperstton Treaty) (PCT
Rule BC.4)
0-1-1 | Preparsd using PCT-BASY Varsion 2.92
{updated 01.07.2003)
1 The undersigned spplicant(s) KOTNIS, Atul, 8.
1-1-1 mmmtwh EPPERSON, Jamag; BABAJKO, Suzanne;
Mg perwon BAXAM, Deanna; BELFIELD, Jing; BUCHEOLZ,
Brianay D'AMICO, Stephen, C.j DAVIES,
Staphan; DURCAN, Lauralea; GIBBONS,
Mauresan; GOLIAN, Paul, D.; KLEIN,
Christopher; LANGE, Xeith; O'BRIEN,
Maureen; PATEL, Rana; PEIST, Kenneth)
PROVOOST, Jonathany RODNEY, Burton)
SHER, Audrey; ALGIERTI, Aldo; DUBOFF,
Samial; MAXUJINA, SBhah; RYAN, Richard;
VAMATTEN, Mary, K.; VOLLES, Warren, X.;
BOQIE, Terence; LAMERDIN, Jochn; KORSEN,
Elliott; DUNCAN, JR, Sammy; WINSLOW,
Anagtaslia
Brigtol-Myers Bquibb Cocmpany
P.0O. Box 400D
Princeton, NJ 08543-4000
Unitaed States of Amarica
1-2 [ 1] agant
1-3 1o represant the undersigned betore 1411 the competaent International
Authorities
1-4 [n connection with tha Intsenational
appiication identifisd bedow:
141 Title of the Invantion IMPROVED PROCESS FOR HYDROXYAZAPIRONES
1-4-2 Applicant's or agent's flie CcCT-2748 pPCT
refersncs
1-4-3 Intamational mppilcation number
(M alreacy svallabie)
144 filsd with the following Officeas  |United SBtates Patent and Trademark
recelving Ofce Office (USPTO) (RO/US)
16 and to maks or recalve pryments on
behalf of tha undersigned.
et
=Y “ v L
231 |{Name IO}Ab \Z>= KOTNIS, Atul, 8.

Data
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PCT POWER OF ATTORNEY

b1 PCT Powsr of Attomery (for mn
Intsrnational application fied undar
the Patent Cooperstion Treaty) (PCT
Rula 80.4)

0-1-1 | Prepared using PCT-EASY Varsion 2.93
{updated 01.07.2003)

1 The undarsignad sppicant(s) LEUNG, Simon

1-1-1 | hereby xppolnts (appoint) the EPPERBON, Jammss) BABAJXO, Suxzanna;
Toliowing parson BAXAM, Deanna; BELFIELD, Jing; BUCHHOLY,
Briana; D'AMICO, SBtephen, C.; DAVIS,
BEtephan; DUNCAN, Lauralee; GIBBONS,
Mauresan; GOLIAMN, Paul, D.; KLEIN,
Christopher; LANGE, Keith; O'BRIEN,
Maurean; PATEL, Ranaj; PEIBT, Xannath;
PROVOOST, Jonathan; RODNEY, Burton;
SBHER, Audrey; ALGIERI, Aldo; DUBOFF,
Samuel; MAKRUJINA, Bhah; RYAN, Richard;
VANATTEN, Mary, K.; VOLLEB, Warren, X.:
BOGIE, Tersnceajy; LAMERDIN, John; KORSEN,
Elliott; DUNCAN, JR, Sammy; WINSLOW,
Anagtagia
Bristol-Myers Squibb Company
P.0. Box 40040
Princeton, NJ 08543-4000
United States of Amarica

1-2 1] agent

1-3 to represant the undarsignad befors |a]1]1 the competent International
Authoritias

14 In connectfon with the Intsmatione
application ldantified below;

141 mdhlﬂmﬂﬂﬂ IMPROVED PROCESE FOR EYDROXYAZAPIRONES
1-4-2 Applicant’s or sgent's flla CT-2748 PCT
refarencs

14} International applcetion number
(f nirsady avallatie)

1-44 m-dw?ﬂ'tg;‘mm" United States Patent and Trademark
recatving Office Office (USPTO) (RO/UB)

1-5 and o maks or recsive payments on
behalf of the undersigned.

24 Signature of epplicant

241 |Npma LEUKG, Simom
1 [pem (9/14 /03




PCT POWER OF ATTORNEY

112l
CT-2748 PCT

o1 PCT Powsr of Attomey (for mn
Intemnational appiication fed undsr
tha Patem Cooperstion Treaty) (PCT
Rule 90.4)
0-1-1 | Prepared using PCT-RASY Veraicn 2.92
(updated 01.07.2003)
1 The undesaigned appitcant(s) DOWDY, Eric, D.
1-1-1 | herstry appoints (xppotnt) the BPPERBOM, Jamss; BABAJKQ, Buzannej
following parson
BAXAM, Dsanna; BELFIELD, Jing; BUCHHOLE,
Briana; D'AMICO, Stephan, C.; DAVIS,
Btaphan; DUNCAN, Laurelaee; GIBBONE,
Mauresn) GOLIAN, Paul, D.; XLEIN,
Christophery LANGE, Kelth; O'BRIERN,
Maursen; PATEL, Rena; PEIST, Kennath;
PROVOOST, Jonathany RODNEY, Burton)
BHER, Audreay) ALGIERI, Aldoj DUBOFF,
Samiel); MAXUJINA, Shahy RYAN, Richard;
VANATTEN, Mary, K.; VOLLES, Warran, K.;
BOGIK, Tarence; LAMERDIN, John; KORSEN,
Elliott; DUNCAN, JR, Bammy; WINSLOW,
Anastasia
Bristol~Myars SBquibb Company
P.O. Box 4000
Princeton, NJ 08543-4000
United Btates of Amarica
12 ™ agent
13 |torepressntthe undersignad befors 1471 the competent Intermational
Authorities
1-4 In connaction with the [marnaticnal
application Identified below:
141 Tria of the Invartion IMPROVED PROCESS FOR HYDROXYAZAPIRONES
1-4-2 Applicant's or agent's flla Cr-2748 POT
ralsrance
14 Intemational spplication numbaer
(it aiready sveilahie)
144 ﬁwm%zummomu Unitsd States Patent and Tradamark
recenving Office (USPTO) (RO/US)
1-8 and 1o make or recalve paymants on
bethalf of the undarsignad.
TN
T U~
251  |Name DOWDY, Rric, D.
3 Date

0 /3/03
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PCT POWER OF ATTORNEY CT-2744 PGT\
D-1 PCT Powwr of Attomnay (for an
International sppication fllad under
the Patent Cooparstion Treaty) (PCT
Rute 90.4)
0-1-1 | Prepared using PCT-EABY Version 2.9%2
(updated 01.07.2003)
1 Tha undarsignad sppicant(s) WATSON, Daniel, J.
1-1-1 mmwh KEFPERBCN, James) BABAJEKQ, Suxannaj
Ng person BAXAM, Deanna; BELFIELD, Jigg) BUCHHOLZ,
Briana; D'AMICO, Btephen, C.) DAVIS,
Stephan; DUNCAN, Laureles; GIBBONH,
Maureen; GOLIAM, Paul, D.; KLEIN,
Christophsr; LANGE, Kaith; O'BRIEN,
Maurean; PATEL, Rana; PEIST, Kenneth;
PROVOOST, Jonathan; RODNREY, Burton;
SHER, Audrey; ALGIERI, Aldo; DUBOFRF,
Samiel; MAKOJINA, Shah; RYAN, Richard;
VAMNATTEN, Mary, K.; VOLLES, Warrean, K.;
BOQIE, Terente; LAMERDIN, John; EKORSEN,
Elliott; DUNCAN, JR, Sammny; WINSLOW,
Anagtasia
Bristol-Myers Squibb Cocmpany
P.O. Box 4000
Princeton, NJ 08543-4000
United States of America
1-2 e agent
13 to represent the undersigned befors 1511 the competent International
Authoritles
14 In connaction with tha Intamational
appiication Identified below:
1-4-% Tite of the Invention - IMPROVED PROCEBS FOR HYDROXYAZAPIRONES
1-4-2 Applicant's or sgent's flle CT-2748 PCT
refarence
1-4-3 international application mumber
(tf siready available)
144 ""d""‘g"m:'wnﬂom”“ United States Patent and Tradesmark
Offica (UBPTO) (RO/USB)
13 and to maks of recslve paymants on
behalf of the undersigned.
28 Signature of sppicant
0.7 LGl
281 |Name ;0 /4703 WATSOMN, Daniael, J.
3 Dats
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PCT (ANNEX - FEE CALCULATION SHEET)
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Original (for SLABMISSION) - printed on 07.08.2003 11:00:08 AM

(This sheat s not part of and does not count as & sheet of the trtsmational application)

CT

W4

()

o1

For recuiving Offics use only
memationa! Application No.

né

Dete stamp of he recaiving Offica

Form - PCT/RON01 (Annex)
PCT Faa Caiculation Ehest

Praparsd using

PCT-EASY Version 2.92
(updated 01.07.2003)

ApplCANT'S of agent's T restarencs

CT-2748 PCT

Applicant

BRIBTOL-MYERB BQUIBB COMPANY,

at al.

12-1
12-21
12-2-2

12-3

124
125
12-8
12-7
128

128

12-10
12-11
1212
12-13
12-14

12-16
12-18

Cajcuistion of prascribed fess

Total amounta (11BD)

Tnamital tse T

tos amountmuitiolior
=

240

Search iee 8

=Y

700

intemadional ssarch 1o be cared out by

o8

Intwmationel fes
Basi; fea
(Mt 30 showts) b1

407

Ramaining shosts

Addhtional arnourt X
b2

Towed accftional amourst

bl + b2 =

407

Desigration {ses

Number of deaignations contatned
In Intemational application

97

Number of designation faes
payahbip [masdrmuom )

Amount of designation tee o5

Total dasignation fees

440

~125

D
PCT-EASY fea reduction R
Total imemational foe (B+O-R) |

722

Fee for priority doctrnent

Number of priority documents
requastad

Fas poc documant x)

20

Total priority docurnent fee P

TS

40

1217

TOTAL FEES PAYABLE (T+5++P)}

-y

1,682

1219

kods of payment

authorization to charge deposit account

12-20

Deposh account instructions
The recsiving Offica:

United States Patent and Trademark
Offica (USPTO) (RD/US8)

Authortzation to charge the total fees
indicatsd above.

v
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22
PCT (ANNEX - FEE CALCULATION SHEET) cnmaiy

12-20- | Authortzation to charpe any deficlency |
2 or crecit arty overpayment In the tota

fece Indlcatsd xbove.
12-20- | Authortzation 1o charge the fae for Y
3 priorty documant
12-21 | Deposlt accoutt No. 19-3880
1222 (Deig 07 August 2003 (07.08.2003)
1223 | Name and signature EPPERBON, Jamsas

(TJWWM— W
VALIDATION LOG AND REMARKS

13-2-7 | Veikiztion messages Graen?

Contents The international application comtains

no drawings. Please varify.

1329 | Vaikdation mesasges Graan?

Please ansura that you have a vniid
daposit account with tha recaiving
Office salectad.
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CT-2748

1/2

Primed on 07.08.2003 10:38:34 AM

o1

X

the Prtant Troaty)
(PCT Rule 80.4)
0-1-1 [Prepared using PCT-EASY Version 2.52
{updated 01.07.2003)
1 The undersigned sppiicant(s) BRISTOL-MYERS BQUIBB COMPANY
1-1-1 | harsby sppolnts (sppolint} the EPPERSON, James; BABAJKD, Suranne)
followtng person BAXAM, Deanna, BELFIELD, Jing;
BUCHHOLZ, Brlana; D'AMICO, Stephen,
C.y DAVIS, Btepheny DUNCAN, Laurelea;
GIBBONS, Maureen; G@OLIAN, Paul, D.j
KLEIN, Chrigtopher; LANGE, Kelth)
O'BRIEN, Maurssn; PATEL, Rena) PRIST,
Kenneth; PROVOOBT, Jonathan; RODNEY,
Burtom) HHER, Audrey; ALGIERI, Aldo;
DUBOYY, Samnel; MAKUJINA, Bhah;y RYAN,
Richard; VANATTEN, Mary, K.; VOLLES,
Warren, K.y BOGIE, Terencej; LAMERDIN,
Johny KORSBEN, Elliott; DUNCAN, JR,
Bammyy WINBLOW, Anaxtasia
Bristol-Rysrs Squibb Company
P.O. Bax 4000
Princeton, RJ 08543-4000
United Btates of Amarica
1-2 ] agent
13 to represent the undenioned all the competent International
befors Authorities
14 in connection with the imamations!
appfication kdantifisd below:
1-41 Tiths of the tmvertion INPROVED PROCESS FOR RYDROXYAZAPIRONES
1-4-2 Applicant's or sgent's flle CT-2748 PCT
refarance
143 Intarmationad appiication
number
(i niroecly pvniabie)
144 Med with the following Offics s I(gnited States Patent and Trademark
receiving Offca office (USPTO) (RO/US)
14 and to maka or recstve paymanmts
on behalf of the undemigned.
24 Signature of applicant WP _
281 (Name BRISTOL-NYERS BQUIBB COMPANY
2482 |Name of signatory Richard P. Ryan
2-8-3  {Capachy Sr. Patent Counsel
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CERTIFICATION

The undersigned, being the Executive Vice President and General Counse! of Bristol- Mye
Squibb Company, hereby designates:

Suzanne Babajko
Stephen B. Davis
Blair Q. Ferguson
John M. Kilcoyne
Chnistopber Klein
David Morse
Richard Ryen

(a) 1o present to the Patent, Trademark, Copyright and similar Government Offices of ail
countries or to any competent authority, all original, divisional, contnuation and reissue
applications, petitions and request in the name of Bristol-Myers Squibb Company and its
subsidiary companies, for letters patent for inventions, utility models, industrial models
and designs and improvements or additions thereof, trademarks and copyrights; (b) to
initial and prosecute oppositions and appeals; (c) 1o appear before all officers duly
authorized, all Ministers, Bureaus, Clerk's Offices and Commissions or Commissioners
that may be necessary; (d) to sign and approve on behalf of this corporation all
documenty and powers of attorney which judgment of the authorized individuals may be
necessary or desirable to carry out the powers hereby conferred; () w request all
proceedings; (f) to pey over or withdraw all taxes, obtain receipts therefor and give
discharge; (g) to withdraw applications and all documents relating thereto; (h) 1o
commence proceedings against infringers and assure the defense in infringement actions;
and (i) generaily to do all that in the judgment of the authonzed individual may be
necessary to secure granting of the privileges above-mentioned.

IN WITNESS WHEREOF, [ have placed my hand and caused the seal of the
Company to be affixed hereto on this y of Mﬂ.? 2002,

Secretary g
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PCT Powsr of Attomey (for an

172
cr-27
Printad on 07.08.2003 10:21:21 AM

the Putent Cooparstion Treaty)
(PCT Rule 80.4)
0-1-1 |Preparsd using PCT-EASY Veraion 2.92
(updated 01.07.2003)
1 Tha undersigned appilcant(s) DEPUE, Jaffrey; KOTHIS, Atul, 8.;

LEUNG, Bimon; DOWDY, Bric, D.) WATBON,
Danial, J.

1-1-1

haratyy sppoints (rppoint) tha

EPPERSON, Jamasjy BABAJKO, SBuxzannay

following person BAXAM, Deanna; BELFIELD, Jing)
BUCHHOLZ, Brianaj; D'AMICO, Stephean,
C.y DAVIS, Stsphan) DUNCAN, Lauraeles;
GIBBONS, Maureen; GOLIAN, Paul, D.;
KLEIN, Christophar; LANGE, Kaith;
O'BRIEN, Maursen; PATEL, Rena); PEIST,
Keanneth; PROVOOST, Jonathan) RODNEY,
Burton)y BHER, Audrsy; ALGIERT, Aldo;
DUBOFr, Samuel; MAKUJINA, Shah; RYAN,
Richard) VANATTEN, Mary, K.) VOLLES,
Warren, K.; BOGIE, Terence; LAMERDIN,
Johny KORSEN, Elliott; DUNCAN, JR,
Sammy; WINSLOW, Anastasia
Bristol-Myers Squibb Company
P.O. Box 4000
Princeton, NJ 08543-4000
United States of America
1-2 - agent
12 0 represant the undersigned all the competant Intermatiocnal
betars Authoritiesn
14 In cormaction with the Intsmational
apoiication [dentifisd betow:
1-4-1 Titie of tha Invention IMPROVED PROCESE FYOR HYDROXYAZAPIRONES
1-4-2 Applicant's or agent's file CT-2748 PCT
rsferencs
1-4-3 ntsrnational application
number
(3 mirwady svaliable)
1-4-4 fiod with the following Officaas  |United States Patant and Trademark
recelving Offios office (USPTO) (RO/GS)
1-6 ard to make of recelve paymetits
on hehatf of the undersigned.
2-1 Slgnature of applicant
2-1-1  |Name DEPUE, Jeffrey
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PCT POWER OF ATTORNEY

Printed on D7.082003 102121 AM
22 Bignatura of appficant
221 [Name KOTNIS, Atul, 8.
2-3 Signsture of xpplicam .
231 [Name LEUNG, B8imon
24 Signature of applicant
241 |[Name DOWDY, Eric, D.
25 Signaturs of appiicam
251 |Name WATSON, Daniel, J.
3 Date 07 August 2003 (07.08.2003)
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"The progess comprises treating ¢ nirones with a strong base, menitoring  olate formation of the azapirone by IR
spectréscopy, and reacting the erwiate with a source of molecular oxygen i, the prasance of a reductant. Tha

-proggss is suitable for large scale production of hydroxyazapirones. q
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UNTITED STATES DEPARTYMENT OT COMMERCX
Unlind Btutem Patuant mnd Tradremark (Tine
Addrrar COMMTBRICVER POR CATENTS

‘u UNITED STATES PATENT AND TRADEMARK OFFICE

PO, D 145
Abmmmiris, Yigpiu IX3] 31430
APPL NO. F‘”(:)GD%?E“’ ART UNIT | AL FEE RECD ATTY.DOCKET NO DRAWINGS | TOT cums | D cuws
|
10/838,070 /08/07/2003 - 1814 818 CT-2748 NP -/ 22 2
CONFIRMATION NO. 9854 .~
STEPHEN B. DAVIS g AT
BRISTOL-MYERS SQUIBB COMPANY .ll_llllllllll
PATENT DEPARTMENT *OCO0000001 158581 1
P O BOX 4000
PRINCETON, NJ 085434000 AN 4D a
1 —
r"""/ 4 ’
ﬂ‘(‘ﬂs SQUIB8 Guis:
B . Date Malled: 12/30/2003
T DEPAHT‘#!'PT
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Receipt is acknowledged of this reguler Patsnt Applcaﬂon It wﬂl be consldemd In Its order and you will ba
notified ms to the results of the examination. Be sure to provide the U.S. APPLICATION NUMBER, FILING DATE,
NAME OF APPLICANT, and TITLE OF INVENTION when inquiring about thts applcation. Fees transmitted by
check or draft are subject to collecton. Please verify the accuracy of the data presentsed on this receipt. f an
error Is notad on this Flling Recslpt, please write to the Office of Initlal Patent Examlnation's Flling
Racelpt Corractions, facsimile number 703-746-89195. Please provide a copy of this Filing Receipt with the
changes noted tharaon. If you recslved a "Notice to Flle Missing Parts” for this application, please submit
any comrections to this Filing Receipt with your reply to the Notice. When the USPTO processes the reply
to the Nouce, the USPTO will generata another Fillng Recealpt Incorporating the requestad cormections (if
appropriate).

Applicant{s) RE C E I VE D
prifhlrveigtenita il BMS PATENT LAW

Simon Laung, Piscataway, NJ; -

Eric D. Dawdy, San Mateo, CA; ~~
Danlel J. Watson, Princeton, NJ;~ 1/‘_, JAN 05 2004
Docketed Item _/FK
Domaestlc Priority data as claimed by applicant Due Date ~—FL 0~ ‘//J’/Uy

This appin claims benafit of 80/402,759 08/12/2002 Attorney(_ /.
Forelgn Applications
i Requin:d, Foreign Flling License Grantad: 11/04/2003 v

Projected Publication Date: 04/08/2004 «
Non-Publication Request: No

Early Publication Raquast: No

THHe
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Process for hydroxyarzapirones e
Preliminary Class .
\

514

LICENSE FOR FOREIGN FILING UNDER
Title 35, United States Code, Section 184
Title 37, Code of Federal Regulations, 5.11 & 5.15

GRANTED

The applicant has been granted s Ecenss under 35 U.S.C. 184, If the phmasa "IF REQUIRED, FOREIGN FILING
LICENSE GRANTED" followsd by a date appears con thia form. Such lcenses are tssued {n all appliications where
the conditfans for issuance of a Icanse have been mat, regardiess of whather or not & llcanee may be raquired as
set forth In 37 CFR 5.15. Tha scope and Imitations of this lcensa are set forth In 37 CFR 5.15(a) uniess an earfiar
icense has been Issued under 37 CFR 5.15(b). The icense Is sublect to revocation upon written notification. The
date Indicated Is the effective dete of the lcanse, unless an earfler Bcense of similar scope has been granted
under 37 CFR 5.13 or 5,14.

This Hcense [s to be matalined by the icensee and may be used st any time on or after the effective dets thereof
unless It is revoked. This canse is automatically transferred to any related applications(s) filed undar 37 CFR
1.53(d). This icensa Is not retroactive.

The grant of a icansa does not in any way lesaen the responsibility of a Aicenses for the securtty of the subject
matter as Imposed by any Government contract or the provisions of existing laws ralating to espionaga and the
national sacurtty or the expart of technical deta. Licansaess should apprise themsalves of curmrent ragulations
sapacially with raspect to certain countries, of other agandes, patticularly the Office of Defense Trade Cantrots,
Department of State {(with respect to Ams, Munitions and Implements of War (22 CFR 121-128)); the Office of
Export Adminlstration, Department of Cormwrce {15 CFR 370.10 (Q)); the Office of Foreign Assetls Comml
Department of Treasury (31 CFR Parts 500+) and the Dapartment of Energy.

NOT GRANTED

No lcense under 35 U.S.C. 184 has besn granted at this time, if the phrase F REQUIRED, FOREIGN FILING
LICENSE GRANTED" DOES NOT appeer on this form. Applicant may still petition for a license under 37 CFR
512, If a Ecense Is desired befors the sxpiration of 8 montha from the fiing data of the appllication. If 8 months
has hpsed from the fifing dats of this appication and the ficensee has not recelved any indication of a secrecy
arder under 35 U.S.C. 181, the Icensee may foreign flle the application pursuant to 37 CFR 5.15(b).
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| APPUCATION NUMBER | RUNG DATE | wmun | AL FEE RECD |ATTY.DOCKETNG| DRAWINGS | TOT CLABMS [ IND CLAMS |

60/402,758 08/12/2002 210 CT2748PSP
CONFIRMATION NO. 8886
gﬁ%ﬁHEN B DAVIS UPDATED FILING RECEIPT
BRISTOL MYERS SQUIBB COMPANY ENADINIRERIRAnIR
PATENT DEPARTMENT
P O BOX 4000

PRINCETON, NJ 085434000

Date Mailed: 10/30/2002

Receipt is acknowledged of this provisional Patent Applicetlon. it will not be axamined far patentability and will
become abandoned not Iater than twelve months after its filng dats. Ba sure to provide the U.S. APPLICATICN
NUMBER, FILUNG DATE, NAME OF APPLICANT, and TITLE OF INVENTION when Inquiring about this
appication. Fees transmitted by check or draft are subject to collection. Plsase verify the accuracy of the data
presented on this racelpt. f an error Is noted on this Flling Receipt, please write to the Office of Initial
Patent Examination's Filing Recalpt Cormections, facsimile number 703-746-9185. Please provide a copy of
this Filing Recalpt with the changes noted thereon. f you recelved a "Notice to Flle Missing Parts” for this
application, please submit any correctlons to this Flling Recelpt with your reply to the Notice. When the
USPTO processas the reply to the Notice, the USPTO will generate another Filing Receipt Incorporating
the requested comections (if appropriats).

Appll:_:nf(s] “ ﬁ_‘; { ﬁ" i ¥ KB
Al Ko, Kand Pk 5 BYUS PATENY 1.24%
Simon Leung, Pisceteway, NJ;
Eric D. Dowdy, Plalnsboro, NJ; NUV 04 2002

Danisl J. Watson, Princeton, NJ;
Docketed Item
Due Date

H Requlred, Forelgn Flling Licenss Granted 08/30/2002
Atmrney___’mlhdcﬂ.ﬂ_

Prolacted Publlcation Data: Nons, application I8 not elglble for pre-grant publication

Non-Publication Request: No

Early Publication Request: No BMS PA'E—E"‘['}"E' .

Title .
Process for hydroxyazapirones f b

LICENSE FOR FOREIGN FILING UNDER
Title 35, United States Code, Section 184
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CT2748 COLOMGIA \

AFFIDAVIT

[, Stephen B. Davis, Senior Patent Counsel, Patent Department,
BRISTOL-MYERS SQUIBB COMPANY, do hereby certify that this is

a notarized true and accurate assignment signed by the inventors.

Bt foVer

Senior Patent Counsel

STATE OF NEW JERSEY

S Nt N

COUNTY OF MERCER

Subscnbed and swom to before me this

q day of  JOM, , 2005

R‘fgmo\ @/M
Maria Castaldo
No Public of New Jersey

My commission expires October 6, 2008

SEAL
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Patont and Tredemark OfMce
ASSIETANT SECRETARY AND CXWVBMESEINFR

OF PATENTS RADEMARS
AUGUST 08, 2003 Washing.n, O.C. 0023 T~

PTAS

BRISTOL-MYERS SQUIBB COMPANY
STEPREN B DAVIS RENERERNEEI

FATENT DEPARTMENT
P.C. BQX 4000 7004 TA

PRINCETON, NJ 08543-4000

ffﬂ.‘\\ UNH!D;HHTEBDEPAFHHEHTDFCDNMIE
)

UNITED STATES PATENT AND TRAIEMARK COFFICE
NCTICE OF RECCRDATICN OF ASSIGNMENT DOCUMENT

THE ENCLGSED DOCUMENT HAS BEEN RECORDED BY THE ASSIGNMENT DIVISION CF
THE U.S5. PATENT AND TRADFEMARK CFFICE. A CCMPLETE MICROFIIM COFY IS
AVAILABLE AT THE ASSIGNMENT SEARCH ROCM ON THE REEL AND FRAME NUMBER
REFERENCED BELCW. '

PLEASE REVIEW ALL INFORMATION CONTAINED OGN THIS NOTICE. THE

INFORMATION CCONTAINED ON THIS RECORDATICN NOTICE REFLECTS THE DATA
PRESENT IN THE PATENT AND TRADEMARK ASSIGNMENT SYSTEM. IF YOU SHGULD
FIND ANY ERRORS COR HAVE QUESTIONS CONCERNING THIS NOTICE, YOU MAY
CONTACT THE EMPLOYEE WHOSE NAME APPEARS ON THIS NCOTICE AT 103-308B-9723.
PLEASE SEND REQUEST FOR CORRECTION TO: U.S. PATENT AND TRADEMARK OFFICE,
ASSIGNMENT DIVISION, BCX ASSIGNMENTS, CG-4, 1213 JEFFERSON DAVIS HWY,
SUITE 320, WASHINGTON, D.C. 20231.

RECCRDATION DATE: 08/06/2003 REEL/FRAME: 0138B56/0713
NIMBER OF PAGES: B

BRIEF: ASSIGNMENT OF ASSIGNCOR'S INTEREST (SEE DOCUMENT FOR DETATILS) .

ASSTIGNOR: ,

DEPUE, JEFFREY DOC DATE: 1D/03/2002
ASSTGNOR'! ,

KOTNIS, ATUL S. DOC DATE: 10/07/2002
ASSIGNOR:

LEUNG, SIMCH SHUN WANG. DOC DATE: 10/03/2002
ASSIGNOR:

DOWDY, LRIC D. _- DOC DATE: 10/03/2002
ASS5IGNCOR:

WATSON, DANIEL J. - DOC DATE: 10/07/2002
ASS5TGNEE :

BRTSTOL-MYERS SQUIBB CCOMFPANY
LAWRENCEVILLE-PRINCETCN ROAD
PRINCETCN, NEW JERSEY D0HB543-4000
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FATENT NUMBER: ISSUE DATE:

MARY BENTON, EXAMINER
ASSIGNMENT DIVISION
OFFICE OF PUBLIC RECORDS
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QOPR/ASSIGNMENTS B/8/03 B8:05 PAGE 4/4 RightFAX
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FLRM FTO-1 586 NN PORMCOVER SHEET LL8. DEPAHTIENT OF
(Rov. 6-05) Patant and Tradacias
OMB o 0681-0011 {axp. 444) PATENTS ONLY

—N

To the Honormbis Commissionar of Pxtants and Trademaris: Pisscs recornd the stiached ariginel dooumants or oopy tharsof,

1. Nama of comeying party(les): 2 Name and address of recelving party(les)

Jefirey Depue, Atua 3. Kotrda, 8imon Sun Nams:_ErialorMvers Soubt Camonny
Wang Laung, Eric D. Dowdy, Daniet J. Wataon

Acrifional nama(s) of comarying partyQies) stechec? [ Yas [X] Ko
3. Nadure of canveyancas:

[ Assigrment [ Merper

[J Security Ageement ] Ohange of Nama

[] oOthar Chy_ _Pringston  Gtada: NI 1P 083434000
Exooution Duie: 10//02 & 1077402 Addonal namete) & ackbeas(ow) siacie? [ Yoo B Mo

4. Appleation number(s) or patent rumber(s):
i this MhMMMrMIMWMHIMMdmmt

A, Patent Application No.(s) B Patert No.(s)
804402, 758 fiad August 12, 2002
Adcitions] umbery siacted? [ Yw Ma

5. Name and addresa of party to whom correspordence | 6. Totad numbar of applications and patents imohved: 1
concaming documant should ba malled:

Neme: ______ Stechen B Davis 7. Totalfee (37 CFR 3.41) 84
Intsmad Address:__BrisioFMvers Soubd Compgry [0 Enciosed

Patert Decartment ) mmummmmmﬂmm
Stroet o RO DRI
Oy.__FPriposton _ Stete: NJ Z1P: 082434000

DO NQT USE

. 3. Siatament and signabre,
To the beet of my knowiadge and balic, the foregaing information ia trus and norract and any atiaohsed oopy ks a true
oogy of the ariginal documaent.

Name of Parson Signing Dute
Rag. No. 2 AEY

[0 Cortificete of malling on reverss sids
Tuial rumber of pages inchuding cover sheat, sitschmams, ind dooumes 8

bal documentia 40 be moorded with requimd cover ahweet Information to:
Commissionsr of Paterrts & Tracumarka, AL §TOH: Assigrenent
Commiasionsr for PulewTs, P.O. Bax 140
Alxariria, VA EX3131450
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FORM PTO-1585

U.S. DEPARTMENT OF C

f
To the Honorabe Commiaskoner of Patants and Trmdemarka: Pleasa record tha attached orginal documenta or copy thereaof.

RECORDATION FORM COVER SHEET
{Rav. 6-83) Petsrt and T
OMB No. 0B51-0011 {exp. 4/84) PATENTS ONLY
\\

1. Nams of conveylng party(les):
Jeffrey Depue, Atul S. Kotnis, Simon Shun

Wang Laung, Eric D. Dowdy, Daniel J. Watson

Adkftiona) namaxs) of conveying party(ies) attached? [ Yes [X No

3. Nature of conveyancs:
[1 Merger
[] Security Agreement [ ] Change of Name

B Assignment

] Other

Execution Date: 1Q/3/02 & 10/7/02

2. Name and address of racelving party(ies)

Neme:__Bristol-Myers Squlbb Company
Intermal Address:

Street Address: ___ Lgwrenceville-Princeton Road

Ctty:__Princeton State: NJ  ZIP:_QBS43-4000

B No

Additional name(s) & addresa(es) attachad? [] Ysa

4. Application number(s) or patent number{a):

A. Patant Application No.(s)
60/402,759 filed August 12, 2002

H this document 18 being flled togethar with 2 new application, the execution date of the application ls:

Additional numbam ettached? [] Yes

B. Patent No.(s)

8 nNo

5. Name and address of party to whom comespondence
conceming document should be mailed:

Name: Stephen B, Davis

Intemnal Address:__ BrigtolMvers Squib Company
Patent Department

Street Addreas: P.Q, Box 4000

‘Citr Princeton State: NJ ZIP:_ 085434000

6. Total number of applications and patents Involved: 1

7. Total fee (37 CFR 3.41) $__ 40

[0 Enclosed

B4 Authorized to be charged to depost account and any
other additional fees required.

8. Deposit account number:

quibh Compéany])

ame of Bristol-Mvers

\d b bt 0
-J000) (1N 18

{Attach duplicaia copy of this pags  paying by deposht accourt)

DO NOT USE THIS SPACE

B, Statement and signature.

copy of the original document.

Jamas Epparson
Name of Parson Signing
Reg. No. 52,887

To tha best of my knowledge and bellef, the foregoing information is true and correct and any attached copy I8 a true

(e ppeom.

[0 Certificats of malling on revarss side
Total nurmber of pages including cover sheet, attachments, snd document. 8

1/ o205

Mall documents to be recorded with required cover sheet Information to:
Commissionar of Petants & Trademarks, MAIL 8TOP: Assighmasnt
Commisaloner for Patanta, P.O. Box 1450
Alsceandria, VA 223131450

Wy
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Case CT2748P|

ASSIGNMENT
We,

Jeffrey Depue raslding at 6 John Hancock Avenue
Hillsborough, New Jersey 08844
Unlted States of America

Atul S, Kotnis residing at 168 Oxford Court
Kendall Park, New Jorsey 08824
United States of America

Simon Shun Wang Leung reslding at 238 Vasser Drive
Piscataway, New Jersey 08854
United States of America

Eric D. Dowdy residing at 39-14 Ravens Crest Drive
Plainsboro, New Jersey 08536
Unlted States of America

Daniet J. Watson rasiding at 105 Olympic Court, #9

Princeton, New Jersay 08540

United States of America,
pursuant to contractual obligations heretofore assumed by us and/or for good and valuabie
consideration, the recelpt and adequacy of which is heraby acknowledged, do hereby sell and
assign to Bristol-Myers Squibb Company, a Delawara corporation, having a place of business at
Lawrenceville-Princeton Road, Princeton, NJ 08543-4000, its successors, assigns and legal
representatives, all our right, title and interest, which Includes the right to and full beneflt of such
priorities as may now or hereafter be granted to us by local laws or by treaty, Including any
international convention for the protection of Industrial property, in and for all countries of the world,
Including the United States and its territories and possessions, In and to the invention entitled:

Improved Process for Hydroxyazapirones

invented by us and described in the provisional United States patent application
Application No. 60/402,759, filed August 12, 2002,

including said provislonal United States patent application and any application claiming priority from
said provisional application, filed in any country, and any patents which may be Issued and/or
granted thereon, and ali divisions, continuatlons, relssues, reexamination certificates and
extensions thereof In all countries, the sald interest baing the entire ownership of said invention and
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Case CT2748¥SP

all of said applications, patents (including relssue patents), extensions and reexamination
certificates to be held and enjoyed by the said Bristol-Myers Squibb Company and its successors
and assigns to the full end of the terms to which said patents (including relssue patents), axtsnsions
and reexamination certificates may be granted and/or issued, as fully and entlrely as the same
would have been held and enjoyed by us if this sale, assignment and transfer had not been made;

And we hereby agrese to communicate to sald assignee or lis representatives any facts known to us
respecting sald Invention, to testify in any legal proceedings, to sign and/or execute any further
documents and/or instruments which may be necessary, lawful and proper in and/or for the filing
and/or prosecution of all applications, Including divisional, continuation and reissue applications,
extensions and reexamination certificates and/or the granting and/or issuance thereof and/or to
otherwise secure title to said invention and all of said applications, patents (including relssue
patents, extensions and reexamination certificates in said assignes, and in general to do everything
possible to aid sald assigneas, its successors and assigns to obtaln and enforce proper protection
for said invention In all countries.
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o,
Signed this 3 day of Ocfobe— %
Depue

STATE OF Ve 56'57)
8S.

COUNTY OF /‘bddltsu)
Onthe Jud  aayof Ockobir— , 2002, before me came
Jeffrey Depue

to me known to be the person of that name mentioned in, and who executed the foregoing
Assignment document and acknowledged that he executed it.

é Public - '

[SEAL] My commission expires

LAURA H. DERBIN
NOTARY PUBLIC, STATE OF NEW JERSEY
D # 2278973
Commission Expires Sept. 7, 2006
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Signed this y/ﬁ day of OCé‘-a 6“?"2002 by % ~
Atul S. Kotni v

STATE OF Nk jm] )
)

COUNTY OF ALddly e )
Onthe_7%h day of_Dclnpsrs— , 2002, before me came

53,

Atul S. Kotnis

to me known to be the person of that name mentioned in, and who executed the foregoing
Assignment document and acknowledged that he executed it.

% Public

[SEAL] My commission expires

LAURA H. DERBIN
NOTARY PUBLIC, STATE OF NEW JERSEY
ID # 2278973
Commission Bxpires Sept. 7, 2006
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Case CT27 P
Signedthis_4__ dayof_Oilohe v, 2002 by _ﬁ‘ﬁ

Simon Shun Wang Lelng
STATE OF /4w j'ﬁ)
) 58,
COUNTY OF pMiddliay )

Onthe_zd_dayof_a‘;éz_&r’ » 2002, before me came

Simon Shun Wang Leung

to me known to be the person of that name mentioned in, and who executed the foregoing
Assignment document and acknowledged that he executed it.

é Public .

[SEAL] My commission expires

LAURA H. DERBIN
NOTARY PUBLIC, STATE OF NEW JERSEY
ID # 2278973
Commission Expires Sept. 7, 2006
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Signed this day of __Octlolee, , 2002 by @-‘
Eric D. Dowd \

STATE OF /V2.0 Tugvj)
) $8.
COUNTY OF Mdd/lesty )
Onthe e asyof_{clober— , 2002, before me came

Eric D. Dowdy

to me known to be the person of that name mentioned in, and who executed the foregoing
Assignment document and acknowledged that he executed it.

é Public

[SEAL] My commission expires

LAURA H. DERBIN
INOTARY PUBLIC, STATE OF NEW JERSEY
ID # 2278973
Commission Expires Sept. 7, 2008
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' Case CT2748
Signed this 3™ day of _ Octuber , 2002 by A 7 L,QA,._
Daniel J. Watson
STATE OF A/ %,7; )
COUNTY OF MAddltsex) '
On the 7% day of (jdnégc , 2002, before me came
Daniel J. Watson

to me known to be the person of that name mentioned in, and who executed the foregoing
Assignment document and acknowledged that he executed it.

étlry Public . '

[SEAL] My commission expires

LAURA H. DERBIN
NOTARY PUBLIC, STATE OF NEW JERSEY
iD # 2278973
Commission Expires Sept. 7, 2006
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TRADUCCION AL ESPANOL del documento de cesién de la solicitud de patente a
Bristol-Myers Squibb Company, fimado por los cedentes y el cesionario.

APOSTILLE
(CONVENCION DE LA HAYA DEL 5 DE OCTUBRE DE 1861)

1. PAIS: ESTADOS UNIDOS DE AMERICA

2, ESTE DOCUMENTO PUBLICO HA SIDO FIRMADO POR
MARIA CASTALDO

3. ACTUANDO EN CAPACIDAD DE
NOTARIO PUBLICO DE NEW JERSEY

4. LLEVA EL SELLO/TIMBRE DE:
MARIA CASTALDO, NOTARIO

CERTIFICADO
5. EN TRENTON, NEW JERSEY
6. EL 20 DE ENERO DE 2005
7. POR: John E. McCormac, CPA, TESORERO DE NEW JERSEY
8. NO. A217602
8. SELLO/TIMBRE 10. FIRMA

Jonh E. McCormac (firma)

—~
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Declaraclén juramentada por escrito \

Yo, Stephen B. Davis, Asesor Principal de Patentes, Departamento de Patentes -
BRISTOL-MYERS SQUIBB COMPANY ceriifico que esta una cesién notariada,
verdadera y precisa firmada por los inventotes.

(Firma)
Stephen B. Davis

ESTADO DE NEW JERSEY )
) SS.
CONDADO DE MERCER )

Firmado ante mi este 19 de Enero de 2005

(Firma)

Maria Castaldo

Notario Piblico de New Jersey

Mi comisién expira el 6 de octubre de 2008

[Sello]



8 de Agosto de 2003
BISTOL-MYERS SQUIBB COMPANY
STEPHEN B. DAVIS
DEPARTAMENTO DE PATENTES
CASILLA POSTAL 4000
PRINCETON, NJ  08543-4000

OFICINA DE MARCAS Y PATENTES DE LOS ESTADOS UNIDOS
INFORME DE GRABACION DE DOCUMENTO DE CESION

1
EL DOCUMENTO ADJUNTO HA SIDO GRABADO POR LA DIVISION DE CESIONES DE LA
OFICINA DE MARCAS Y PATENTES DE LOS ESTADOS UNIDOS. HAY DISPONIBLE UNA
COPIA COMPLETA EN MICROFILME EN EL CUARTE DE BUSQUEDA DE CESIONES EN EL
NUMERO DE ROLLO Y CUADRO REFERENCIADOS ABAJO.

POR FAVOR REVISE TODA LA INFORMACION CONTENIDA EN ESTE INFORME. LA
INFORMACION CONTENIDA EN ESTE INFORME DE GRABACION REFLEJA LOS DATOS
PRESENTES EN EL SISTEMA DE ASIGNACION DE PATENTES Y MARCAS. SI USTED
ENCUENTRA CUALQUIER ERROR O TIENE PREGUNTAS CONCERNIENTES A ESTE
INFORME, PUEDE CONTACTAR AL EMPLEADO CUYO NOMBRE APARECE EN ESTE
INFORME AL 703-308-6723. POR FAVOR ENVIE LA SOLICITUD DE CORRECCION A:
OFICINA DE MARCAS Y PATENTES DE LOS ESTADOS UNIDOS, DIVISION DE CESIONES,
ASIGNACION DE CASILLAS, CG-4, 1213 JEFFERSON DAVIS HWY, SUITE 320,
WASHINGTON, D.C.20231.

FECHA DE GRABACION:  08/06/2003 ROLLO/CUADRO: 013856/0713
NUMERO DE PAGINAS: 8

RESUMEN: CESION DE INTERES DEL CEDENTE (VER DOCUMENTO PARA DETALLES).

CEDENTE: , _

DEPUE, JEFFREY FECHADE DOC:  10/03/2002
CEDENTE:

KOTNIS, ATUL S. FECHADEDOC:  10/07/2002
CEDENTE:

LEUNG, SIMON SHUN WANG FECHADE DOC:  10/03/2002
CEDENTE:

DOWDY, ERIC D. FECHADEDOC:  10/03/2002
CEDENTE:

WATSON, DANIEL J. FECHADEDOC:  10/07/2002
CESIONARIO:

BRISTOL-MYERS SQUIBB COMPANY
LAWRENCEVILLE-PRINCETON ROAD
PRINCETON, NEW JERSEY 08543-4000



013856/0713 PAGINA 2

NUMERO DE SERIE: 60402759
NUMERO DE PATENTE:

MARY BENTON, EXAMINADOR
DIVISION DE CESIONES .
OFICINA DE REGISTROS PUBLICOS

FX¢

FECHA DE PRESENTACION: 08/12/2002
FECHA DE EMISION:



FORMULARIO PTO-1585

PORTADA DEL FORMULARIO DE

29 Q

Departamemtoc de Comercio de

Rev. 8-83) Estados Unidos
EMB No. &51-0011 (axp. 4/04) REGISTRO Oficina de Marcas y Patentes
TU0S9 (PSP) 700026737 ™
. _ SOLO PATENTES
Al Honoreble Comislonado de Marces y Patentas: por favor regisire los documentos originales adjunios o copias de los mismos.

1. Nombre de la(s) parte{s) cedenta(s):
Jeffrey Dapue, Atul S. Koinis, Simon Shun, Wang
Leung, Eric D. Dowdy, Daniel J. Watson

Se adjunta({n) nombre{s) adiclonali{es) de la(s) parte{s) cadenta(s)
0O Si B No

3. Naturaleza del traepaso:

& Casidn (| Fusién
O Acuardo de Seguridad O Cambilo de Nombre
O Oto:

Fecha de Ejecucién: 10/3/402 § 10/7/02

2. Nombrey dIraculbn de la(s) parlo(s) que recibe(n)
Nombre:
Direccién Intemna:

Direcclén:___Lawrenceville-Princeton Road
Ciudad: _Princeton _Estado: _NJ _ ZIP; _ 085434000

LSe adjurltn(n) nombre(s) y direccién(es) adiclonal(esa)?
(-

4. Nomero(s) de Solicitud o nOmsro(s) de Pstente:

Sl esie documento eatd slendo entregado junto con una nueva solicitud, la facha de ejecucién de la solicitud es:

A. Soliclud(es) de Palente No(s).
80/402,759 prasentada el 5 de Agosto de 2002

¢ 5e adjuntan nimerca adicionales? 00 S| B No

B. No(s). ds Patente

5. Nombre y direccién de la parte a quien se le debe
enviar la comespondaencia de los documentos
concaemientas:

Nombma: Stephan B. Davis

Direccidn intema: _Edmlﬂm_&ulhb&mm_

Direccion: Mlm____
Cluded: Princeton Estado: NJ ZIP: (85424000

NO USAR ESTE ESPACIO

9. Declamacidn y fima:

Hasta donde se y creo, la infformacion anterfor es veraz y comecta y cualquier copia edjunia es una copla veraz del

8. Nimero total de soliciiudes y patentes involucradas: 1

7. Taria Total 37 CFR $ 40
3.41)
O  Adjunta
& Autorizacidn para eser cargada a una cuenta de

depdsito y cualquler otra tarifa adicional requerida.

8. Narnem do cuerltn dnpdnllo

:lA.nnnr uu;ln por duplicado de asta pgina sl se paga par cuents

documento original.
—.James Epperson 88/2003
Nombre del suscrito Fima Fecha
Reg. No. 52,887
O Certificada de envio por & reverso

Namero total de pdginas Incluyendo la portada, anexos, y documentos: 8
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FORMULARIO PTO-1585 PORTADA DEL FORMULARIO DE Departaments de Comercio dx_los
OMB No. 0851-0011 (exp. 4/54) 700026737 Oficina de Marcas y Patentes
TUQ0S9 (PSP)
_ _ SOLO PATENTES _
Al Honorable Comisionado de Marcas y Patentss: por favor registre los documentos originales adjuntos o coples de los miamos.

10. Nombre de la(s) parie(s) cedente(s): 11.Nombre y direccién de la(s) parln(a) que reciba(n)

Jeffrey Depue, Atul S. Kotnis, Simon Shun, Wang Nombre: ___Brd

Leung, Eric D. Dowdy, Danlel J. Watson Direccién Intema:
Eo ;fju;h(n) nombre(s) adicionaies) de la(s) paria{s) cedanta(a)
12. Naturaleza del traspaso: Direccién:
B Cesion O  Fuslén — — - —
O AcuerdodeSeguridad [  Cambio de Nombre Ciwdad: _Princaion  Estedo: _NJ _ ZIP: _080643-4000
O Otro: 456 adjunta(n) nombre(s) y direccidn{es) adicional{es)?

O S @ No

Fecha de Ejecucién: 10/3/02 & 10/702

13. NGmera(s) de Solicitiud o namero(s) de Patente:
3l esta documanto estd siendo entregedo junto con una nueva soliciiud, la fecha de ajecucion de Ia soliciiud es:

C. Solicitud(es) de Patenta No(s). D. No{s). de Patenis
80/402,758 presentada el 5 de Agosto de 2002

48a adjunian nimerca adiclonsles? 0 51 @ No

14.Nombre y direccién de la parie a quien se le debe | 15. NOmero total de salicitudes y patentes Involucradas: 1
enviar la comespondencila de los documentos

concamientes: 18.Tarifa Total (37 CFR § 40
Nombre: _________ StephenB.Davie 3.41)
Direcci6n intema: _Bristol-Myers Squibb Company | O Adjunta
Departamento de Patententes | ® Autorizacién para ser cargada a una cuenta de

Direccion: ______ Apariado Postel 4000 depdslio y cualquier otra tarifa adicional requerida.
Cluded: _Princeton _ Estado: _NJ__ ZIP: 085424000 _ |77, Numam de mem dopéllb

znmrﬁhmrdupludodommmdumnpumh

NO USAR ESTE ESPACIO

18. Declaracién y firma:
Hasta donde se y creo, la informacién anterior es veraz y comecta y cualquier copla adjunta es una copia veraz del
documento original.

—~Jamea Epperaon {Fimna) 882003 = @000
Nombre del suscrito Firma Fecha
Reg. No. 52,867

[ Cartificado de envio por el reverso

Numero total de paginas Incluyendo la porteds, anexos, y documentos: 8
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Nosotros,

Jeffrey Depue residente en 6 John Kancock Avenue
Hillsborough, New Jersey 08844
Estados Unidos de América

Atul S. Kotnis residente en 16 Oxford Court
Kendall Park, New Jersey 08824
Estados Unidos de América

Simon Shun Wang Leun residente en 238 Vasser Drive
Piscataway, new Jersey 08854
Estados Unidos de América

Eric D. Dowdy residente en 39-14 Ravens Crest Drive
Plainsboro, New Jersey 08536
Estados Unidos de América

Daniel J. Watson residente en 105 Olympic Court, #9
Princaton, New Jersey 08540
Estados Unidos de América

en virtud de obligaciones contractuales hasta ahora asumidas por nosotros y/o en
buena y valiosa consideracion, el recibo y suficiencia del mismo se reconoce aqul, por
medio de |la presente vendemos y cedemos a Bristol-Myers équibb Company, una
corporaciéon de Delaware, que funciona en Lawrenceville-Princeton Road, Princeton, NJ
085344000, sus sucesores, cedentes y representantes legales, todo nuestro derecho,
titulo e interés, el cual incluye el beneficio corecto y completo de tales prioridades que
puedan ser concedidas ahora 0 en adelante a nosotros por leyes locales o tratados,
incluyendo cualquier convenio intemnacional para la proteccién de propiedad industrial,
en y para todos los palses del mundo, incluyendo a los Estados Unidos y sus territorios
y posesiones, en y a la invencion titulada:

- Proceso mejorado para Hidroxiazapironas

inventado por nosotros y descrito en la solicitud de patente provisional de los Estados
Unidos

Solicitud No. 80/402,758, presentada el 12 de Agosto de 2002.

incluyendo dicha solicitud de patente no provisional de los Estados Unidos y cualquier
solicitud que reivindique prioridad de dicha solicitud provisional, presentada en cualquier



ta

pais, y cualquier patente que pueda ser emitida y/o otorgada a la misma, y todas las
divisiones, continuaciones, reemisiones, certificado de reexaminacién y extensiones de
la misma en todos los palses, dicho interés siendo la propiedad total de dicha invencién
y de todas dichas solicitudes, patentes (incluyendo patentes reemitidas), extensiones y
certificados de reexaminacion a ser tenido y disfrutados por Bristol-Myers Squibb
Company y sus sucesores y cedentes por la totalidad de los téminos que sean
concedidos y/o emitidos a dicha patente (incluyendo patentes reemitidas), extensiones,
y certificados de reexaminacion, tan completa y totaimente como los mismos habrian
sido tenidos y disfrutados por nosotros si esta venta, cesién y transferencia no hubiera
sido hecha;

Y por la presente acordamos comunicar a dicho cesionario 0 sus representantes
cualquier hecho que conozcamos respecto a esta invencion, atestiguar en cualquier
proceso legal, firmar y/o ejecutar cualquier documento adicional y/o instrumentos que
puedan ser necesarios, legales y apropiados en y/fo para la presentaciébn y/o
procesamiento de todas las solicitudes, incluyendo solicitudes de division, continuacion
y reemision, certificados de extension y reexaminacién y/o concesién y/o emisién de la
misma y/o de otro modo asegurar el titulo de dicha invencién y de todas dichas
solicitudes, patentes (incluyendo reemisién de patentes, certificados de extension y
reexaminacién a dicho cesionario, y en general hacer todo lo posible para ayudar a
dicho cesionario, sus sucesores y cesionarios a obtener y hacer cumplir la proteccién
apropiada para dicha invencién entonos los palses.



Firmado este 3 de Octubre de 2002 por Jeffrey Depue (Firma)

4L
Reconocimiento \

Estado de New Jersey )
.)
Condado de Middlesex )

En este 3 de Octubre de 2002 ante mi, vino
Jeffrey Depue

a quien conozco como la misma persona de ese nombre mencionada en y quien
ejecutd el instrumento anterior, y reconocié que lo hizo.

[Selio] Laura H. Derbin (Firma)
Notario Piblico

Mi comisidn expira:

Hay un sello que dice:

LAURA H. DERBIN

NOTARIO PUBLICO, ESTADO DE NEW JERSEY
ID # 2278073

La comision expira el 7 de Septiembre de 2006



Firmado este 7 de Octubre de 2002 por Atul S. Kotnis (Firma
Atul S. Kotnis

Reconocimiento

Estado de New Jersey )
)

Condado de Middlesex )

En este 7 de Octubre de 2002 ante mi, vino
Atul S. Kotnis

a quien conozco como la misma persona de ese nombre mencionada en y quien
ejecutd el instrumento anterior, y reconocié que lo hizo.

[Sello] Laura H. Derbin (Firma)
Notario Pablico

Mi comisién expira:

Hay un sello que dice:

LAURA H. DERBIN

NOTARIO PUBLICO, ESTADO DE NEW JERSEY
ID # 2278973

La comisién expira el 7 de Septiembre de 2006
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Firmado este 3 de Octubre de 2002 por Simon Shun Wang Leung (Firma)
Simon Shun Wang Leung
Reconocimiento \
8s:

Estado de New Jersey )
)
Condado de Middlesex )

En este 3 de Octubre de 2002 ante mi, vino
Simon Shun Wang Leung

a quien conozco como la misma persona de ese nombre mencionada en y quien
ejecutd el instrumento anterior, y reconocié que lo hizo.

[Sello] Laura H. Derbin (Firma)
Notario Pablico

Mi comisién expira:

Hay un sello que dice:

LAURA H. DERBIN

NOTARIO PUBLICO, ESTADO DE NEW JERSEY
ID # 22780873

La comisién expira el 7 de Septiembre de 2006



Firmado este 7 de Octubre de 2002 por Daniel J. Watson (Firma)

Daniel J. Watson \

Reconocimiento

Estado de New Jersey )
)

Condado de Middlesex )

En este 7 de Octubre de 2002 ante mi, vino
Daniel J. Watson

a quien conozco como la misma persona de ese nombre mencionada en y quien
ejecutd el instrumento anterior, y reconocié que lo hizo.

[Sello] Laura H. Derbin (Firma)
Notario Pablico

Mi comisién expira:

Hay un sello que dice:

LAURA H. DERBIN

NOTARIO PUBLICO, ESTADO DE NEW JERSEY
ID # 2278873

La comision expira el 7 de Septiembre de 2006
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BANTA FE DE BOGOTA - COLOMBIA

N6 (nosotros)

adois) an

WNombrolamos) a: RAMIRC CASTRO.DUQUE y/o

GOMEZ MEJA, de Bantefd de Bopots,
ia, spodececdos verdaderas ¥ legsies oon poder
, ampile vy asuficlente. para recabar de lss
‘ y sutoridades colombianas sdminlstrativas,

. y de pollela, en cusiquier instancie e recurso,

.pbtencién de patentes de invencién, reglatros de
L , disefios industriales, modelos da utiiided,
) de nombres comaralsids y snsefias, reglstroa
| darschos de sutor v contrstos sobre lns mismes,
: ncién de certificedos do obtentor da veriedades
Mn. asl como sus pedrroges, renovacionss,
‘snotacionss de traspsso, camblos de nombre y/o
. fomicllio; clsborar, tramitar vy registrar comtratos de
“Yodncis y lizencias de cusissqulara classs; intarvenir
demandante o6 como damandado sn oualguler
' ¥y recurso ante cusiquier jusz, corporacidn,
ndonlrlo pdbfico o auteridad eh soclones judiciales,
ministratives y da policls tales como; cpoaiclonse sl
de mercas; scciones de onducidad, cancelscién
gulldul. sccionaa relvindicatories, soolonss derivadas
’iﬂl obtencién o explotacién de licenciss; acciones da
cla desisal; demendas penaias; scolones de
ds petjuicios, reclamos y cbaervacionas
. sz de patentas, disefics industriniss, modelos
a utllldld. en al ejercicio de medides cautsiares v en

r
b k]
.p-

iednnu a medidas simiieres.
urr L
é,,-u sfecto~ lofs) fsoultofamon) .m ssvar
.policitudes, formuler descripciones, enmiendes,
pmmu. deciarscionss, oposicionss, cancsiscionss.
i pfiqedes, apeinciones y reciamos; pagar- implishoe;:!!
(dp&llvwwlmmuwumlmlpm renuholéite”
ldmehn concadidos 0 $hoSurso de condesioh;
wd- cisse de documentos y valores, dando o
respectiva, y, on genersl, para dnum dichms
Mu todos los pascs- necesarios al. stecto
vy 1omsr todes lss medides qua creysren
ntas al rasguarde de mia (nueatros intereses),
mwdn Ias demés facultadas iegalas nocesaries.

AN poder comprands la facuited de ratifiosr ©
ar sn mi (nusstro) nombre lo sotuado asl como

.,)., de desistir, ransigh, comprometer, v Ia de
Momﬂoommvmrwaﬂmﬂm
nombmt-nu} o: RAMIRO CASTRO DUQUR
yJ, 'HECTOR -GOMEZ MEJA, domicilladols)
ﬁuymmo. 18-88 Plso B, mis (nusstros) apog
A Gulombll. oon facultades pars i
.a.w wpoderadon judicisiss o

sy
HWD y firmado an
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Castro

POWER OF ATTORNEY
BRISTOL-MYERS SQUIBE COMPA

I (Wa)

domiailed In
Princeton, New Jersey, USA

Hersby appoint RAMIRO CASTRO DUQGUE and/er

HECTOR GOMEZ MBJIA, of Santefé de Bogotd,
Colombia, my {our) trus end lewfull attomeys with
spacial, ampla and sutticient power to obtain from the
Colomblen administrative, judiciel and poiice officas and
authorities, In any Instance, privileges of patents of
invertion, uglltrltlon of tradamarks, industrial designs

end utity models; registration of comimeroial namas

and smbiéms, reglatration of copyright and contracts
ralatad thareto, certificates of obtainers of vegotablas
varistios, as weli a» gxtonslons, renasweals and redordal
of sasignments snd ohanges of name and domiocle
relsted to the above; 10 prapere, pronscute and reglatar
licanses of any kind; to sct as plaintiif or defondant In
lnylmtmuarrmunl,lnllmmm..
corposation, publia offislsl or suthority in * hidiolal,
sdministrative and poilcs actions, such as: oppositions

1o the reglstration of trademarks; oatuaity, cenosliaton

and nulity actions; claim amtions derived’ from the
obteining or expintation of Bcenass, action'of Lnfair

competition; penal demands, aotions of inderrdniés for

damegas: cisims or observations on patent
spplications, models, Industrisl designs end utlity
modsis; intl-mrnluofpmminmnmr lml In
other actions or similer Mnm

- ]

Yo thal effect they hersby ompowsrad to flo
spplications, formulsta descripiona, emendments,
protsats, declarstions, oppositions, enullnlm
nullities, appeals and cisime; ta pay taxes, quotas and

aments prescribed by law, renounce or waive 'lhu

granted or in tha process of granting; to receiva |
all kinds of documents and valuables, giving the
respective relsasa of recsipt, snd, in genersl, to take
ufmlﬂdmonuummmmlum
sffact, and any messures thet they may dsem pertinent .
to the sxfeguard of my, (our) intersstis) with el tho
other necsstivy legal powers.

'-

. "

"

"-‘l.

Tmpewulnﬂtdaihofmwnuufvwooﬁﬂm'

desist, settla and compromise on my (aur] behell, and
to substitute thia power In whols or [n part
revoks substitutions, At ths same tme | (WW)'
sppoint RAMIRD CASTRD DUQUE wnd/or m
BOMEZ MEJIA, domiclied in Carrara 7 No. 18-80, Plan

& et April 1@ 9

oA
Name un':.
tep avis

o Assoc nte' Counsel Patents
| 4
F

4 and signad In Princeton, New Jersey, USA-’

BRISTOL-~MYERS SQUIBB ; CDMPEN!
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« CERTIFICADO NOTARIAL (GOCIEDAD) - . N TARIAL GEH'I'IFIGATE ICOIIPOMWI
l'i ,&‘rmt .
- de . do Onthis 14th dayof April of 1998

personaiments comparecié ans mf personslly appesred befors me

' Stephen.B, Davis e

*mlnennum ¥ de quisn ma consta que firmd el to ma known, ﬂkmnumwhﬂ'hmm

‘aptertor documaento, debidemante juramentsdo declard signed the feregeing instrument who being ty ma duly

. widljo qus & e sworn did depose and say thet he {she) Is the
Associate Counsel Patents
G . of  BRISTOL-MYERS SQUIBB COMPANY
e -l.-al.un‘.

!-
I-"l'

#iiifeded logetmanta constitulda pare un periods de Which is tegally emﬂmmnunnmtnm

'uracién que min no ha teminado; que of decisrants that deponent Is suthorized by sasld Company ta"dfifer
wmppi-autosizado por dicha compafiia pars conferir este this Power of Attorney: that the seal affbeell hereunto
msquul-dh-mmpmmrddphdoulpodcr. by the deponent in the name snd on behuit of seid
bre y reprasantacién de ia expreseds compafiia, Corporation Is the corporuta sesl thateo!; shd'thilt lho_
iselio ofivlal de siin; v que el objeto pars stous! s purpose for which this Instrumefit s grinted Is Indibdéd
...mnnlm [ ] lmwmmummmmw within the corporate purposs of company.
”ﬁ!umlw Notarlo havs conster que twvo  Ia vists iss The underaigned Notary Public sttests that he hvis seén
*-pyuebas dé ia existencia de lo sociedad. the documents thet prove the -existsrics of the
“MN' PR :-n.'. LR v"—..
W _ ‘ Stataof Delaware -
_ ] under dete of  \yyember 13, 1989
16500 quien confiwe of presente poder- es ou end that he {she) m.mnmmu
mmnntlm sttorney s its Represantative. - eEse .

Notario Pdblico {eel
k] !;:'.n'
« L mo m
4 '; “
::‘.fﬂ:;; ; ' e
Hey. do ' 14th  deyoef April ‘of 1998
e . ooorah wosmed weoreme
EW"" y Stephen 8. Davis T -
‘qswhn {es) conozen Y me consta que esfson) lale) who Is{are) known to me and mlmm&im -
ipgtubnais) firmanta(s) de! documento que preceds v foregaing document end he {they) deciaréd ha ‘fthey)
‘sguisnies) declarain) que otorgen ol mismo para los grant(s) the dowmnthrtlnum-ndmmmmﬂ' .
M propdaitos que en &1 ss sxprasan. exprensed. . vt an
G
‘ :; " -
i . 9’ N dpne é M—«J
- Notarlo Pdblico {seilo} Notery Publio (Seal}
it Dians C. Bariram
o * Notary Publio of New s T
s Ay Commission Expires March 8, 2000
. \SBALIZACION ANTS CONSUL COLOMBIANG €8 mnmmﬁmmm
~RBOUENIDA.
] :_«:_. - ‘w ]
By
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e - 1, CATHERINE DiCOSTANZOQ, Clesk of the County of Mercer,

IO o

S O STATEOPN::WJEH“-} .. Do Hereby Certify that % g: /_u,?W

. /! Esq., whoee name is subscribed to the acknowledgment, proof or affidavit of
the annexed instrument, ard thereon written, is and was at the time of

llkilﬁg the same, a Notary Public in and for said State,

dwelling in said County, commissioned and sworn and duly authorized by

the laws thereof to take the s and acknow ents of deeds or ather

instruments dwrlmﬁ, and affidavits to be rec in said State, and that I ;

am well acquainted with the handwriting of said official, and verily believe

that the signature is genuine, !

Further Certify that impression of Seal of Notaries Public not required by

law be flled in my office.

In Testimony Whereof, ] have hereunto set my hand and affixed the seal of .

said County and Courts, at Trenton this r — * dayof - .
A.D. nineteen hundé&nﬂ‘.d >l
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EL SUSCRITO CONSUL DE COLOMBIA .
' VISTOS LOS DOCUMENTOS PRESENTADOS POR LOS INTERESADOS

‘ CERTIFICA

Que el Sefior (a),, CATHERINE Dicostanzo, CIerck del condado de Mercer
estado de New Jersey. autenticd la firma de la notario(a) publico(a) sr (a).
DIANE C. BARTRAN del estado de New Jersey, Estados Unidos de América y
quien ejercia las funciones antes expresadas, y que la firma y sello que en el
documento aparecen como suyes, son los que usa y acostumbra en sus actos
oficiales; ) ' L

. 9
Que la notario(a) antes citada autenticé la firma del sefior STEPHEN B. DAVIS-
quien actua en calidad de Asesor de Patentes de la Compafia BRISTOL-
8 MEYERS SQUIBB COMPANY sociedad que existe y esta legaimente
organizada bajo las leyes del estado de Delaware U.S.A

Que ha tenido a la vista los documentos probatorios de los hechos citados y
constatados por el notario piblico y el County CIerck del estado de New
Jersey, los cuales forman parie integral del presente documento.

Se expide la presente certificacion en: cumplimiento de los articulos 259 del

Cadigo de Procedimiento Civil y 480 del Cadigo de Comercio y a solicitud del -

interesado el 20 de Abril de 1998.

NO SE ASUME RESPONSABILIDAD POR EL CONTENIDO DEL
DOCUMENTO ADJUNTO.

g PAGADO IMPUESTO DE TIMBRE Y DERECHOS CONSULARES.

' mmvmmm@mmlom.zg

En lnNotmin Cosrenta do axte M-
colald npresents lotornplagus miacide . I

d-hh-lw--h-u.u ? :
W‘“ ] rjia
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TRADUCCION OFICIAL No. 260/99 de las Legallzaciomes que Bse enc::
tran a continuacién de un Poder otorgado por BRISTOL-MYERS SQUIBB“~_
COMPANY, una socledad domiciliada en Princenton, New Jersey, Esta-
dos Unidos de Américe al doctor RAMIRO CASTRO IUQUE y/o HECTOR GO-
MEZ MEJIA, de Santafé de Bogotd, D.C., Colombla, del inglés al ea-
pafiol, las cumles para su identificacién se sellan con el Sello

del Traduotor al mismo tiempo que la presente.-
s o S S R

AREXO3: E1 Poder arriba mencionado, Certificaciones Notariales,Cer-
tificacién de las Firmas Notariales, Certificacién del Consulado
General de Colombla en New York, Estado de New York, Estados Unidos
de América, Autenticacién por el Ministerio de Relaciones Exterio-
res de Colombila.-

L ok o T o o T o T L T T

Diane C. Bariram (firmado)
Notario Pdblicyo
HAY UN SELLO QUE DICE:

Diane C. Bartram

Notario Pdblico de New Jersey

Mi Comisifén Expira el 9 de Marzo del
aflo 2000

L o o L e e o hn s = o S o A R ORI ST A 3 S S AR RIS

Diane C. Bartram (firmado)
Notario Pfblico

HAY UN SELLO QUE DICE:

Diane C, Baritram

Notario Pdblico de New Jersey

Mi Comisién Expira el 9 de Marzo del
aflo 2000

+ )+ ﬁtﬁﬁ . e L o I T B e A S S R er g s

Diane C. Bartram (firmado)
Notario Pdblico

HAY UN SELLO QUE DICE:

Diane C. Bartram .

Notario Pdblico de New Jersey

Mi Comlsidén Expira el 9 de Marszo del
afio 2000

L - o
'HUQO Navaans ALEARE?
HRplicion R |+ HAT UFICta,
ey W me ey, iy
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Diane C. Bartram (firuwado)
Notario Pdblico

HAY UN SELLO QUE DICE:
L

Diane C. Bartram

Notario Pdblico de New Jersey

Mi Comisién Expire el 9 de Marzo del
aflo 2000

T b T 3

Diane C, Bartram (firmado)
Rotario Pdblico

HAY UN SELLO QUE DICE:

Diane O, Bartram

Notario PUblico de New Jersey

¥i Comisién Expira el 9 de Marzo del
affio 2000
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Diane C. Bartram (firmado)
Notario Pdblico

HAY UN SELLO QUE DICE:

Diane C, Bartram

Notario Pdblico de New Jersey

Mi Comisién Expira el 9 .de Marzo del
afio 2000

+++ o L T L TS T

-

ESTADO DE NEW JERSEY
Condado de Mercer

Yo, CATHERINE DiCOSTANZO, Eecribano del Condado de Mercer,

Por Medio del Presente Certifico que Diane C. Bartram, cuyo nom-
bre estd suscrito al reconocimiento, Pruebem o declaraciém jurada
del instrumento anexo, y en éste eacrito, es y era en el momento
de tomar el miemo, un Notaric Pdblico en y para dicho Estado, re-
sidente en dicho Condado, comisionado y jurementado y debidamente
autorizado por las leyes de éste para tomar las pruebas y recono-

A o —
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R?f“ﬁ. F_ .I-P:TERWIJTE CHIA

ya™al | Euht |



3 VISA'DN
N

cimientos de sacrituras u otros instrumentos escritos, y decla-
raciones juradas para ser registrados en dicho Estado, y que es-
toy familiarizado con la caligrafia de dicho funcionario, y de
veras creo que la firma es genuina,

Ademés Certifico que la impresién del Sello de Notarios PuUblicos
no e8td requerida por la ley para ser presentade en mi oficina.

En Testimonic de 1o Cusl, he firmado el presente de mi pufo y le-
tra y fijado el sellc de dichos Condado y Tribunales, en Tranton
este dfa 15 de Abril del A.D. de mil novecientos noventa y nueve.

Oatherine DiConeétanzo (fdo.) Escribano del Condado de
Mercer.

SELTO EN RELIEVE.

e T I e s B o b 2L T L T A S A A R A AT e e

EN ESPANOL: La Certificacién del Consulado General de Colombia en
New York, Estado de New York, Estados Unidos de América bajo el
nimero 200283 de fecha 20 de Abril de 1999; Autenticacién hasta
por el Ministerio de Relaciones Exteriores de Colombia bajo el
mimerc 044498 de fecha 29 de Abril de 1999,

(Pagado Impuesto de Timbre y Derechos Consulares por
valor de $57.00 Délares).

T T L R E R R b L b R ST S S W R A A W S A IO A S S 8

ES TRADUCCION FIEL Y COMPLETA DE LOS.DOCUMENTOS ADJUNTOS.

HTOR & BTERMETE ORG
MY Rl 130E

Ministerio de Justicia.

Fecha: Mayo 3 de 1999.
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. REPUBLICA DE COI-OMIIIA

o . B

g -

GAVIRI A ' Vel —

viNE

ORGANIZACION ELECTORAL ' I e

REGISTRADURIA NACIONAL DEL ESTADO CiVIL T E

REGISTRO CIVIL.DE DEFUNCION . * " 5562241 —
-

Corragimisnte Imp. du Polich Cédlge - 9‘{9

Mﬁh.nnmhummhm
CASTRO DUQUE. RAMIRO ' '
Documentt de Idantiflencién (Class y nomera) . r ' Sexo (sn Latra)
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REQUISITOS NECESARIOS PARA PRESENTACION Y AGIL1IZACION DEL
, ' TRAMITE
L)
ig -
VR ARIy.L. Ty :
_Ag:ql:ljf DE INVENCION” MODELO DE UTILIDAS () ,
' Incﬁckt:lc‘m de que sn:sollclla la:concesion de una patente. ()
Datos de dentificacion del solicitante o de la persona que se prasenta la solicitud. ()
Descripeion de la Invencion. ()
Dibujos de ser eslos pertinanies.X. i)
Comprobante de Pago de las lasas establecidas.

UsUafio  RADICADOR
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COMPLETA () INCOMPLETA ( ) {)
DISENO INDUSTRIAL ( )

—
g

- Indicacién de que se sollcita el registro de Disefio Induslrial { }

= Dalos de identificacion del solicitante o de la persona que presenta ()

- lasolicltud.

- Representacion gréafica o fotografica del Disefio industrial o muestra del
Material que Incorpora el disefio. ( ) ( )

Comprobante de pago de las tasas astablecidas . ()

¥
L

COMPLETA - { ) INCOMPLETA () ()

ESQUEMA DE TRAZADO ()

- Indicacién de que solicita el registro de un Esquema de trazade. () ()
- Datos de identificacion del soicitante o de ia persona gue presenia
La solicltud. (
Representacion grafica del esquema de trazado {
Comprobante de pago de las tasas establecidas. {
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Industria y Comercio

SUPERINTENDENCIA

Folio 15 \ 55

2020
Bogota DC

Doctor
HECTOR GOMEZ MEJIA

Apoderado
BRISTOL - MYERS SQUIBB COMPANY

REFERENCIA: Radicacién No. 05-12425

Solicitud internacional PCTAUS2003/024934
Fecha inicio fase nacional 12-03-2005

Trémite 011
Evento 379
Actuacion 416
Oficio No. 196
Folios 001

Teniendo en cuenta que ia solicitud de privilegio de patente que se tramita bajo el
expediente indicado en ia referencia, redne los requisitos de forme establecidos en ia
Decisién 486 de la Comisién de la Comunidad Andina, el Tratado de Cooperacién en
Materia de Patentas (PCT), el Reglamento y la Circular Unica de la Superintendencia de
Industria y Comercio, se envia el extracto de la solicitud a la Oficina de Comunicaciones
para ofecto de su publicacion en la Gaceta de Propiedad industrial.

g&d":le:.aogomnc 22 MR, 2008°

Carrera 13 No. 27-00 Pisos 5, 7 y 10
Conmutador: 382 0840
Fax: 350 5220
E-mail: Info slc.gov.co
www.sic.gov.co
Bogota, D.C., Colombla



Industria y Comercio
SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 05-012425

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
PCT FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 551
DE FECHA 28 DE ABRIL DEL 2005, EL TERMINO HABIL SENALADO PORLA

LEY EXPIRA EL 29 DE JULIO DEL 2005

NOTA: Dentro del plazo de los seis (8) mases siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, deberd solicitar y cancelar el examen de
patentabilidad so pena de que |a soliciiud caiga en abandono, de acuerdo con lo
establecido en el Articulo 44 de la Decisién 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.

Sl NO X

Bogota D.C., Octubre de 2008
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RADICACION: 6-12425

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

EDICTO No. 18014

LA BECRETARIA GENERAL AD-HOC
HACE SABER:

Pégina 13 de 30

trd

Que ssta Superiniandencia profiid Resolucién No. 29343 de 30-OCT-2008. Que ol conteniic de la parte resolutive es como sigue: El
Supssintandants de Industria y Comercio.

Pam notificar a los Interesados, se fja el
COMERCIO, por al tdnmino de {(10) diez dias,

Secretaria General Ad-Hoc 17-NOV-20
Secretaria General Ad-Hoc

EDICTO No. 18014

RESUELVE

ARTICULO PRIMERO: mﬁlrmtdwapﬂuhubhmda
iInvencion que entré en fase nacinnal en virud del Trstado de Coopentcidn an Mataria de
M(WQMMHMMthﬂMmah

ARTICULO SEQUNDO: mmmuma da ia prassnts resolucidn al
douuHO:hrGﬁandh 0 a quien hags sus veces, an su calidad de apodarado de
Bristol - Myers Squibb Company., entregdndoile copls de la misma, advirtiéndole que contra

mmmmummmdmey
mdmuhMomau § dias hiiblies sigulenias a ella.

uomlwaevamme
mdllunmo.c..lbl 0 1. I

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO,

contados a partir de las 8:30 a.m. de hoy.

http//10.20.1.11/Documentos/ApEdictos/edictos. php?fecha=17-11-2006&kini=120

Eata edicto se desfja hoy 30-NOV-2008 a las cinca (5:00 p.m.)

te EDICTO en luger visible al pdbiico en la SUPERINTENDENCIA DE INDUSTRIA Y

16/11/2006



