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Please find enclosed herewith an Examination Report ( i.e. a first statement of objections as specified in Rule
24-B(3) of The Patents Rules, 2003 (as amended) ) in respect of above-mentioned application. This report is
issued with reference to a request for examination dated 19/09/2015.The last date for filing a response to the
Examination Report (i.e. a period to comply with all the requirements raised in this examination report) is six
months from the date on which the first statement of objections is issued to the Applicant.

2. afe feuId & sidela oo orft sraeadarsl @I sfofurctol vapd forme, 2003 (e Jonifera) & former 24 x(5) ¥ fafsrfdte
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The instant application shall be deemed to have been abandoned under Section 21(1) of The Patents Act, 1970,
unless all the requirements raised in this report are complied with in the period as specified in Rule 24-B (5) of
The Patents Rules, 2003 (as amended).

3. 3mumrt e=ret v forer, 2003 & forerr 24 wa(6) & yraenoil & a2 oft smeife fopen Sirar 3
Your attention is also invited to the provisions of Rule 24-B (6) of the Patents Rules 2003.

4. smuwl Acts <t Sl 8 b ofiy forueter 3q 3ol IR offy yaa @3
You are advised to file the reply at the earliest for early disposal.

Ramesh Vanaparthi
foriqa ude/ Controller of Patents
Jicrsat/ Enclosed: smRiep seir/As above
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NOTE: This is an electronically generated report.
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All communications should be sent to the Controller of Patents at the above mentioned address.
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[38/MUM/2013

|aﬁ3aa @2l i feifér /Date of Filing

07/01/2013

|cg\[ﬁfm st /Date of Priority

Date

difict siariedier smdcar ot Jieen a f&etics / PCT International Application No. &

|3ﬂﬁaw /Applicant

IVIHITACHEM PVT. LTD.

u3tetur 3q sroRI Pl AR a et /Request for Examination No. & Date

19/09/2015

3798/RQ-MUM/2015

|EEE[915{ i ferfér /Date of Publication

126/12/2014

331 Wigur RUlé & ar #1mer1 3, sreria Ruld ot Ari9l, faa dadofid! Buld, siiual® smasamdars qen Rofs d gadst /
This examination report consists of four parts, namely summary of the report, detailed
technical report, formal requirements and documents on record.

s11e1 -1 T¥UIE o1 ARI9I
PART-l: SUMMARY OF THE REPORT

@, 2. N . ——
/SI. ammmaﬂag I3 U2 fa grdl <t 3izeen /Claim Numbers fetaoft /Remarks
No. /Requirements under the Act
, ez /Claims: &t /Yes |
e 2(1)(e1) ¥ g aufdeort wea / Inventive step G /Claims: 1-8 ot /No
1. |sufdsmr= /Invention u/s — — =
2(1)() MehfPras sweifien /industrial @A /Claims: 1-8 /61 /Yes
Applicability [ /Claims: ot /INo |
arT 3 B sefiol Yee-sriearar (A &, wis 3(w-a) /Non- <1t /Claims: 1-8 el /Yes
2. |patentability u/s 3 ' d
(if yes, specify section3(a-p)) Ialﬁ /Claims: Hag’r /No \
&1 10(4) & sitftol yaeot 6 gerar (si/orE! foifdte
3. |@3)/Sufficiency of disclosure u/s 10 (4) yes
(Specify Yes/No)
sutc/ st /Clarity / [ert /Claims: et IYes |
Conciseness ’alf‘r /Claims: 1-8 Haré)r /No ‘
s IDefiniti \ala /Claims: Ha‘f /Yes \
[erer 10(5) @ 10(4) (on)] |eomiePat /Definiive [ /Claims: 1-9 ot /No
4. & sieflot g /Claims = — =
[u/s 10(5) & 10(4) (c)] |=or gt 2wffar /Supported by [er /Claims: &t /Yes
description e /Claims: 1-8 ot /No |
" /Scope [er /Claims: et IYes |
eI=eoP [o /Claims: 9 [oret /N |
o1 — | foga ameildl fruré
PART-II: DETAILED TECHNICAL REPORT
@. Igh¥ garasit &l 2l /A.List of documents cited:
() Uce anfe=a / (a). Patent Literature :
| | Igha gxams o1

R Ay [ =
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) 50 3 < 3ol g & DR °
& - ISl @I fqazur API9Iol i )/ yRifsro g / 3 o ®
/ : ferfer(for/ams/axt) / Relevant . g /Claims of
/Details of documents L L Relevant claims of . .
Sl.no Publication date | description (page alleged invention

cited document
and paragraph no.)

of cited document

D1 CN101759666 (B)

1 20120905 05/09/2012 1-8
D2 WO 2005/028434
2 31/03/2005 31/03/2005 1-8

(z) ste-ude anfde= /(b).Non-patent literature

IoR¥d gamst o1
yRif® f[dazvr (geo
. q 3[O[CG ARM) | SIPIDIRA snfdtdr
di'/a' amﬁsﬁaﬁﬁazm/Details of m{g;ﬁfy ) /Relgvant ?ﬁal_?‘i/ReIeyant m;{i{?\s@g
Sl.no ocuments /Publication date description (page| - claims of cited alleged invention
and paragraph document
no.) of cited
document
D3 Sudip Mukhopadhyay,*,T S.
Ananthakrishnan, and
Sampatraj B. Chandalia Org.
1 |Proc. Res. Dev., 1999, 3 (6), pp|02/11/1999 1-8
451454 DOI:
10.1021/0p990035n Publication
Date (Web): November 2, 1999
D4 Minkin, V. |.; Dorofeenko, G.
2 |N. Russ. Chem. Rev. 1960, 599[30/11/1960 1-8
30/11/1960

. 3if2iforIar & dad saeAddrsil Uz faxgda fewuforn /B. Detailed observations on the requirements under the
Act:

(1).3nfermrét wca / INVENTIVE STEP:

() 3oz 3gha seaasi(Si) & 2icet 3t Juse sieIusi(cll) Bl &=1iel 31 3 g8, fowolferRad ®rull A gai(dl) (1-8) 3 sufdsprt wea
& oeft 3

Claim(s) (1-8) lack(s) inventive step, being obvious in view of teaching (s) of cited document(s) above under
reference for the following reasons:

The invention relates to novel process for the preparation of (2-bromo-4,5-dimethoxyphenyl) methyl bromide of
formula (1), which is a key intermediate for the preparation of pinaverium bromide.

The process involved the reacting of dimethoxy phenyl with the brominating agent gives mono bromo compound
followed by the treating with formaldehyde and followed by bromination to give phenyl substituted methyl bromide
compound.

D1 teaches Preparation method of pinaverium bromide. The key intermediate in this process is (2-bromo-4,5-
dimethoxyphenyl) methyl bromide prepared from the bromination of 4,5-dimethoxyphenyl) methyl bromide.

Page 2 of 6
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See the claim 1-12, chemical transformation reaction from compound 4 to compound 5.

D2 teaches the heterocyclic compounds, particularly heterocyclic compounds and related analogues that show
broad utility, e.g., by inhibiting HSP90 and treating and preventing diseases that are HSP90-dependent.

In one aspect, the invention comprises the heterocyclic compounds and related analogues as specified below in
Formulae A, |, IA-E, II, HA-D, llI, llIA-B, and TV an IVA and heterocyclic compounds that are produced by a
process of the invention. Also included in the scope of the present invention are sterecisomeric forms, including
the individual enantiomers and diastereomers, racemic mixtures, and diastereomeric mixtures, as well as
polymorphs, solvates, esters, tautomers, pharmaceutically acceptable salts and prodrugs of these compounds.
Stereoisomers of the compounds of the present invention may be isolated by standard resolution techniques
such as, for example, fractional crystallization and chiral column chromatography.

In one aspect, the invention provides compounds of Formula A, or a polymorph, solvate, ester, tautomer,
diastereomer, enantiomer, pharmaceutically acceptable salt or prodrug thereof, which show utility for inhibiting
HSP90 and/or treating and preventing diseases that are HSP90-dependent.

See the claim 1-5.

D3 teaches the An alternative manufacturing process-scheme was developed

to synthesize 2-bromophenol and 2,6-dibromophenol involving oxidative bromination of a substrate protected in
the para position in a two-phase system followed by deprotection involving

decarboxylation. Thus, selective oxidative bromination of 4-hydroxybenzoic acid in ethylene dichloride with HBr-
H202 and subsequent decarboxylation in quinoline gave 90-95%

yield to the mono- or bromophenol depending upon the mol ratio of HBr: H202 employed in the oxidative
bromination. Similarly, 4-methylphenol under identical reaction conditions

gave 99.6% selectivity to 2-bromo-4-methylphenol at 89% conversion ratio of 4-methylphenol.

See the abstract and scheme 1.

D4 teaches the veratraldehyde formation from the veratrol using a formylating agent DMF, POCI3.

See table 2. Entry 5

From the combined teachings of D1-D4 the process for the preparation of (2-bromo-4,5-dimethoxyphenyl) methyl
bromide which is key reactant or intermediate used in the process of preparation of pinaverium bromide. The
reaction disclosed are bromination of dimethoxy phenyl methyl bromide using NBS as brominating agent was
disclosed in the said prior art. The claims 1-9, of alleged invention is obvious for a person skilled in the art to
perform the invention form the teachings of the prior art. Therefore the said claims 1-9 of the alleged invention
lacks inventive step in view of prior art documents u/s 2(1)(ja) of the Patents Act.

(2).0¢c srisaar INON PATENTABILITY:

(1) forFaiferRaa wrvil 31 et 3 & s (d )b yraens & dad sai(d) (1-8) Jifafere Fu 3 Uce Ao oidt 8 /
Claim(s) (1-8) are statutorily non-patentable under the provision of clause ( d ) of Section 3 for the following
reasons:

|
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The argumentation/reasoning as provided under the clause of inventive step is also applies to section 3(d) of the
Patents Act. in view of D1-D4, the process for the preparation of (2-bromo-4,5-dimethoxyphenyl) methyl bromide
from reactant dimethoxybenzene is merely repetitive of known process without any advantageous effect over the
process shown in the prior art. Therefore the claims 1-9 attracts the section 3d of the Patents Act.

(3).ypeat &t cerar ISUFFICIENCY OF DISCLOSURE:

(1) sran(@) 1-8 fafeider 3t ymve famrr uz smenf¥a ol 3 srerar fowotferaa a1l 3 fAfeider 3t ymbeol grRI e oidl 3
Claim(s)'1-8' are not fairly based on the matter disclosed in the specification or not supported by the disclosure in
the specification for the following reasons:

The claims in the alleged invention are not supported by the example in the complete specification both are
different in the reaction process, the reagents. The complete specification not disclosed in the best way that was
performed. Therefore the said complete specification attracts Section 10(4)(b) of the Patents Act.

(4).8x7 /SCOPE:

(1) sran() 9 snfdsmre & 33 &1 SR P fere 8101 B SIar b= RN & 33 fowatferl¥aa wrull 3 ufsmfta st wan() 2.
Claim(s) 9 does/do not define the scope of invention for which the protection is claimed for the following reasons:

Claim 9 is referring to the description & example. Hence It is an omnibus claim, which does not have any legal
basis under the Patents Act. In fact, as the claimis unclear, vague and unsearchable, such a claim cannot be
allowed as per Section 10(4)(c) and 10(5) of the Patents Act.

(5).7usean w4 zifgraar /CLARITY AND CONCISENESS:

(1) sra(@) 1-8 & ide 3 Tuse Fu A wienfe sidt 3.
Claim(s) 1-8 are not clearly worded in respect of:

The process claims are unclear they did not give any process parameters like temperature and other reaction
conditions. Therefore the said claim attracts Section 10(4)(c) and 10(5) of the Patents Act.

(6).uf¥snfyoar /IDEFINITIVENESS:

(1) srax(@)1-9 fwefciRad wruil I snfitwr o) Tl Fu A Wk ot () 3
Claim(s) 1-9 do not sufficiently define the invention for the reasons as follows:

1. Claim 3 is defined N-bromosuccinimide, the same do not have support from examples. The same should be
deleted.

2. Solvents of claim 5 do not have support from the specification. The same should be deleted.

(7).310a1 smagaaars /OTHERS REQUIREMENTS:
|
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(1)

While making any amendments to complete specifications a marked/highlighted copy should be provided to show
and understand how the amendments are carried in the original claims. Further, the support for the subject matter
added should be submitted by pointing out the corresponding page(s) and paragraph(s) in the complete
specifications and the subject matter of the amendments should be in compliance with section 59 of the Act.

Any type of voluntary amendments should be made in only in a prescribed manner(form-13).

aro1 — |11: sfiuentees smagvaamars /PART-II: FORMAL REQUIREMENTS

smuferer /Objections ferquft /Remarks

Details regarding application for Patents Which may be filed outside India from time to time
for the same or substantially the same invention should be furnished within Six months from
the date of filing of the said application under clause (b) of subsection(1) of section 8 and
rule 12(1) of Indian Patents Act and rules;

Statement & Details regarding the search and/or examination report including claims of the application
Under Taking allowed, as referred to in Rule 12(3) of the Patents Rules, 2003, in respect of same or
(Form 3 Details) |substantially the same invention filed in all the major Patent offices such as USPTO, EPO
and JPO etc., along with appropriate translation where applicable, should be submitted
within a period of Six months from the date of receipt of this communication as provided
under section 8(2) of the Indian Patents Act and rules.

All the forms, claim sheet, drawings and other documents shall be duly signed by the

Other Deficiencies applicant as per the Patent rules, 2003.

HRT-1V: %pfs @1 garast /PART-IV: DOCUMENTS ON RECORD

forFolfciRaa Gaamdsil & MR U2 A8 ulevr Ruld der ot srft 3
The examination report has been prepared based on the following documents:

DR forfer / R Jizen /Docket . o
Docket Date Number yfafte 3z fdazur /Entry Number Description
07 Jan 2013 268 1-Ne\_/v_ Appllcatlon For Patent With Provisional /Complete
Specification
07 Jan 2013 268 2-Complete After. Provisional Specification - Form 2 Check For No.
OF Pages & Claims
07 Jan 2013 268 OTHERS(NON CASH)
07 Jan 2013 268 3-Statement & Undertaking - Form 3
07 Jan 2013 268 5-Declaration As To Inventorship - Form 5
19 Sep 2015 20195 45-Form Of Authorisation Of Patent Agent - Form 26
19 Sep 2015 20196 FORM 28
19 Sep 2015 20198 fg(l)-Request For Examination After 18 months Publication - Form
04 Jan 2016 121 OTHERS(NON CASH)
04 Jan 2016 121 OTHERS(NON CASH)
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foriqas @1 omar /Name of the Controller: Ramesh Vanaparthi

foriqee zemet /Controller Location: Chennai

feruvft; uteror PO @1 302 GIf¥act w2a & sifewer fafér / Note: Last date for filing response to the Examination Report:
23/11/2019
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