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Saibal Ghosh,
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farerr: vopa siférforemer, 1970 &t et 12 a 13 aen vava e, 2003 &b sieftor wderur Faid
Subject: Examination report under sections 12 & 13 of the Patents Act, 1970 and the Patents Rules, 2003.

1. 3w sdcol & Acst A wlerur Ul ( srerid, voa forme, 2003 (e onfi) & former 24-x(3) 3 fafsrfdte smuferil o1
Yerdl el ) $AD AT Acloal 3| As uld werur 3q sreR1d feetid 05/11/2019 & 3= @t a3t 6t orft 3| wtervr Rulé a1
312 1f3dc ol Ft sifewr feifdr (srerfer, a1 R & RS srft 219t sragrIes sl b siofurctor bt 3/afr) 3G B SMUfRRIt o
Y belel St alat 6t foifdr 3 ©: 118 8
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 05/11/2019.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
srafer b R 3ic sropurctol oidl fepanr sRm Al va siféiforme 1970 &t emr 21(1) P sreflor adarrer smAger 1 uf¥eED ATell
SITEaI |
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.

Parvathy S
foriqa ude/ Controller of Patents
Jicrsat/ Enclosed: smRiep seir/As above

fewavfl: *1E scacifore »u A 3cusa e 3
NOTE: This is an electronically generated report.

A8t TR BrRiqe vdd Bl IWAfFARAd ud U2 Sisi STl
All communications should be sent to the Controller of Patents at the above mentioned address.
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udizmor fuié /[Examination Report

lsmigor 2izean /Application Number 1201847020374
[ifaer @2a &t Rifr /Date of Filing 131/05/2018
lufdfept Rotics /Date of Priority 06/11/2015

Date

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

US2016060816 -- 07/11/2016

smiea /Applicant

INC.

IONIS PHARMACEUTICALS,

|u2‘1&r01 &q 3pRId oI Acen a fEetid /Request for Examination No. & Date

|R20194034551 05/11/2019

|EEE[915{ i ferfér /Date of Publication

|08/06/2018

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. |patentability u/s 3
(if yes, specify section3(a-p))

and 154), (151-152), (155 and
156) AND (150 and 154)

c,e,d iandn

@, 2. N . ——
/SlI. 3mmm3ﬂa9” TSI U2 [y gral & Jizcen /Claim Numbers feraoft /Remarks
No. /Requirements under the Act
Novelt o/ /Claims: 1-156 &t IYes |
Pore Y [ /Claims: ot /No
art 2(1)(1) & asa _ [er /Claims: 8% /Yes
1. sufaerz /Invention u/s|sofdsorRt @e / Inventive step | X /Claims: 1-156 Ha-é’f/N ‘
2(1)() o [Flaims: 1- el Mo
st sweii /Industrial [or /Claims: 1-156 et IYes |
Applicability [o /Claims: ot /No |
ort /Claims: (1-112), (113-150 ||,
et 3 3 ateor We-ardieare (af &, wis 3(w-1) /Non- ims: (1-112), ( ol IYes

’alf‘I/CIaims: Haré’r'/No
et 10(4) & sieflor yaveot 6t gern (1o forfdee
3. |[@3)/Sufficiency of disclosure u/s 10 (4) 1-156
(Specify Yes/No)
secen <iféren /Clarity / [era /Claimes: [t Yes |
Conciseness [ /Claims: 1-156 ot /No |
[emr 10(5) @ 10(4) (1)) L lert /Claims: &t /Yes
4. |[& swefier o /Claims  |[uf¥snfiasar /Definitive | X /Claims. 149. 155 and 156 ‘aéT/N
[u/s 10(5) & 10(4) ()] Ialf"/CIafmS' , 199 8n o ° |
g /Claims: st [Yes
/S
s /Scope [ /Claims: 1-156 [oret /No |

a1 -l | ferqga aweiidt feuré
PART-Il: DETAILED TECHNICAL REPORT

@. I gearasil &i 2= /A.List of documents cited:

() adc anfeex / (a). Patent Literature :
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and paragraph no.)
of cited document

353 gIaas @1
yRif3r® fdazur (yeo a . >
@, A. N YmoI9rel 3lofcese ) / ) N /aj sifdien i snfdsmr B
/ AL DTRRI | oo hoetend) / Relevant YR Gr it /Claims of
/Details of documents L . Relevant claims of ) ,
Sl.no Publication date | description (page alleged invention

cited document

D1: US .
1 2015/0126720 A1 07/05/2015 whole document all claims 1-156
(271) Siz-ude et /(b).Non-patent literature
35¥d gIaas @1
yRIB® fdazvr (gso
. q 3po[eyG AdwR) | sifdrpfed sufdterR T o
B 2| rarysit @t Rrazor /Details of dpiott /Relevant ¥ it /Relevant | o St
/ ferfer(fSot/ama/axt) . . . & gia /Claims of
documents L description (page| claims of cited . .
Sl.no /Publication date alleged invention
and paragraph document
no.) of cited
document

D2: SOTIRIOS TSIMIKAS
ET AL: "Antisense therapy
targeting apolipoprotein(a): a
randomized. Double-blind.
placebo-controlled phase 1
study". LANCET. vol. 386. no.
10002. Pages 1472-1483.

01/10/2015 whole document 1-156

1. 3iffoRIa & dad aeADdIsil u? faxqga fecufor /B. Detailed observations on the requirements under the
Act:

(1).3nfersmrst wca / INVENTIVE STEP:

() 3= 3gha seadsi(si) & 2iget D1 and D2 3t Jute srenmuei(sit) w1 &iiot 3t 21 53U, fowaifciRaa wruil 31 gar(dl) (1-156) 3
3nfvpRt deA b oot 3

Claim(s) (1-156) lack(s) inventive step, being obvious in view of teaching (s) of cited document(s) above under
reference D1 and D2 for the following reasons:

The subject matter of claims 1-156 do not constitute an invention u/s 2(1)(j(a)) of the Patents Act, 1970, as these
are not inventive in view of the disclosures in following prior published documents:

D1: US 2015/0126720 A1 &

D2: SOTIRIOS TSIMIKAS ET AL: "Antisense therapy targeting apolipoprotein(a): a randomized. Double-blind.
placebo-controlled phase 1 study"

D1 discloses an oligomeric compound (abstract; paragraph [0052]), wherein the oligomeric compound is ISIS
681257 (paragraph [0052]), for use in treating or preventing a disease or condition in a human (to treat, prevent,
or ameliorate diseases, disorders or conditions related to apo(a) and/or Lp(a) in a human; abstract; paragraph
[0017]), wherein the treatment comprises administering the oligomeric compound to the human during a dosing
period (administering the composition to an individual in need thereof; paragraphs [0018), [0023]). Isis does not
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disclose administering not more than 500mg of the oligomeric compound. It would have been obvious to a person
of ordinary skill in the art, at the time the invention was made, to have disclosed administering not more than
500mg of the oligomeric compound, as the previous disclosure of Isis includes administration of a dose that can
be stated in mg/kg (Isis; paragraph [0188]), and since discovering the optimum value of a results effective
variable would only involve ordinary skill in the art, and the result would have been an improved dosage regimen
treating or preventing a disease or condition in a human. It also discloses a method of treating a disease or
condition in a human (a method to treat, prevent, or ameliorate diseases disorders or conditions related to apo(a)
and/or Lp(a) in a human; abstract; paragraph [0017)), comprising administering an oligomeric compound to the
human during a dosing period (administering the composition to an individual in need thereof; paragraphs [0018].
[0023)) wherein the oligomeric compound is ISIS 681257 (paragraph [0052)). it does not disclose administering
not more than 500mg of the oligomeric compound. It would have been obvious to a person of ordinary skill in the
art, at the time the invention was made, to have disclosed administering not more than 500mg of the oligomeric
compound, as the previous disclosure of D1 includes administration of a dose that can be stated in mg/kg (Isis;
paragraph [0188)), and since discovering the optimum value of a results effective variable would only involve
ordinary skill in the art, and the result would have been an improved method for treating or preventing a disease
or condition in a human.

D2 discloses a phase-l clinical trial, using single dose of 50, 100, 200 and 400 mg or multiple doses of 100,200
and 300 mg. According to D2 single doses of 50-400 mg did not decrease Lp(a) levels at day 30 whereas multi
dose cohorts caused significant decreases. D2 also mentions present conjugated compounds in the last
paragraph.

Thus, the person skilled in the art would not exercise inventive skills to arrive at the subject-matter of the present
invention. Hence, the claims 1-156 are not inventive u/s 2[1(j)(a)] of the Patents Act, 1970.

(2).9¢e srisaar INON PATENTABILITY:

(1) forFaiferRaa wruil 3 emer 3 & s (C, €, d, i and n )& ymaens & dsd sai(d) ((1-112), (113-150 and 154), (151-152),
(155 and 156) AND (150 and 154)) ifaferes »u 2 Oce Ao oidl 3 /

Claim(s) ((1-112), (113-150 and 154), (151-152), (155 and 156) AND (150 and 154)) are statutorily non-
patentable under the provision of clause ( c, e, d, i and n ) of Section 3 for the following reasons:

1. Claims 1-112 are not patentable u/s 3(c) of the Patents Act, 1970 as the claimed oligomeric compounds are
isolated and available in nature.

2. Claims 113-150 and 154 are not patentable u/s 3(e) of the Patents Act 1970, as it is directed to a
composition/method. The claims are inadequate in defining the technical aspects of the said
composition/method which could hence be presumed to be a mere admixture and in absence of further
adequate elaboration on experimental data, it is unclear whether any synergistic effect is produced or not.

3. Claims 151-152 are not patentable u/s 3(d) of the Patents Act, 1970 as the claimed sealed container/syringe
is well known from the prior published documents.

4. Claims 155 and 156 are not patentable u/s 3(i) of the Patents Act, 1970 as they claim for method of
treatment.

5. Claims 150 and 154 are not patentable u/s 3(n) of the Patents Act, 1970 as it claims for printed information.

(3).yaweot & ggrar ISUFFICIENCY OF DISCLOSURE:
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(1) faferSer snfareerz &t 2rdfer fAff S MG oY 31 3 T PRI 1 a8 IAI8I01 DI ST B2l DI DGR 3, 33 foworferiad
PRI A Ybc old] AT 3|

The specification does not disclose the best method of performing the invention which is known to the applicant
and for which he is entitled to claim protection for the following reasons:

claims 1-156 are broad and are not enabled in the specification via working examples in its whole breadth. The
applicant is required to restrict the claims in accordance with the enablement in the specification. The complete
specification shall, fully and particularly describe the invention and its operation or use and the method by which
it is to be performed and disclose the best method of performing the invention, which is known to the applicant
and for which he is entitled to claim protection u/s 10(4)(b) of the Patents Act, 1970.

(1) sufersepre 3 Suzier 61 srft Sifdm AEEf B Aa a sisifere 3ga bt Jydel.
Information of source and geographical origin of biological material used in the invention:

Source and geographical origin of the biological material used should be given in the specification in accordance
with section 10(4)(d) of the Patents Act, 1970.

(4).3r1 /SCOPE:

(1) eran(a) 1-156 snferz & 3 &1 f51=1 P fere izt o1 orar fopei sri 8 33 fowarfeiRaa arull 3 uf¥snfia st wean(a) 3.
Claim(s) 1-156 does/do not define the scope of invention for which the protection is claimed for the following
reasons:

Claims 1-156 do not meet the requirements of section 10(4)(c) of Patents Act, 1970 as the claim is defined in
terms of the achievable end effect.

(5).>aveer wd iféraar /CLARITY AND CONCISENESS:

(1) eran(a) 1-156 & e 3 Juse U A GenfR o1t 3.
Claim(s) 1-156 are not clearly worded in respect of:

1. Claims 1-156 do not meet the requirement of section 10(5) of Patents Act, 1970 as the phrases like
“comprises”, “comprising”, “one or more”, “at least”, “optionally”, “no more than”, “not less than” which
makes the claim too broad, unclear and vague as it represents an optional feature with no limiting effect,

thus introducing ambiguity on the scope of the claim.

2. Claim 1 does not meet the requirement of section 10(5) of Patents Act, 1970 as the term ISIS 681257 is an
internal designation and not widely recognized in the art. The claims have to be clear per se without any
need to refer to the description. In the absence of the explicit indication of the nucleotide sequence and the
modifications of the compound, the scope of claim 1 is not clear

(6).uf¥snfrser /IDEFINITIVENESS:

(1) eran()149, 155 and 156 fowaiferiaa wrull A fitdR B wRItd U A utenftd ol w2ai(d) &
Claim(s) 149, 155 and 156 do not sufficiently define the invention for the reasons as follows:
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Claims 149, 155 and 156 do not meet the requirement of section 10(4)(a) of Patents Act, 1970 as the claimed
method is not well defined with its corresponding process steps.

(7).310a smraarsars /IOTHERS REQUIREMENTS:
0

Claim 157 claiming for the use is not an invention within the meaning u/s 2(1)(j) of the Patents Act, 1970.

sire1 — |11: siioenf¥es smaoaasars /PART-IIl: FORMAL REQUIREMENTS
smuafer=i
/Objections fevuuft /Remarks

(a) 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 sub section(1) of section 8
and rule 12(1) of Indian Patent Act.

Statement &
Under Taking (b) Details regarding the search and/or examination report including claims of the application

(Form 3 Details) |allowed, as referred to in Rule 12(3) of the Patent Rules, 2003, in respect of the same or
substantially the same invention filed in all the major Patent offices 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.

aer-V: Rofs 3 cearast /PART-IV: DOCUMENTS ON RECORD

forraIfIRad g3ArdSl b 3meR U2 A8 U3l Buld der o srft 8
The examination report has been prepared based on the following documents:

Docket ﬁDﬁjté o NﬁéPOCket yfafte Fiwen fdazur /Entry Number Description

31 May 2018 40397 1-New Application For Patent With Provisional /Complete Specification
12 Jun 2018 43141 OTHERS(NON CASH)

08 Nov 2018 80506 3-Statement & Undertaking - Form 3

29 Apr 2019 36702 3-Statement & Undertaking - Form 3

26 Sep 2019 81511 3-Statement & Undertaking - Form 3

05 Nov 2019 92998 28(i)-Request For Examination After 18 months Publication - Form 18
05 Mar 2020 22054 1F i(ririg-%hanging Name/Address/Nationality/Address For Service -

foriqa @1 omsr /Name of the Controller: Parvathy S

foriqas zemer /Controller Location: Mumbai

feruvft: wieror fyuld w1 32 Gifact ool & siferr feifér / Note: Last date for filing response to the Examination Report:
15/12/2022

Page 5 of 6



a THE PATENT OFFICE

IMTELLECTLIAL
I"H.J}LH. TINDIA

Page 6 of 6



