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INTERNATIONAL SEARCH REPORT Intematiom-il application Na.

PCTAIS 20/41120

A.  CLASSIFICATION OF SUBJECT MATTER
IPC-  AB1K 31/519; A61K 31/437; AG1K 47/55; A61P 11/00; AG1P 35/00 (2020.01)

CPC - AB1K 31/519; AB1K 31/437; AG'K 47/551; AG1P 1/16; AB1P 1/18; AG1P 11/00; A61P 35/00

According 1o International Patent Clagsification (IPC) or 1o both national <lassification and 1FC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
See Search History documsnt

Documentation searched other than minimum documentation to the extent that such documents are included in the fields seanched
See Search History documant

Electronic data base consulted during the intemational search (name of data base and, where practicable, search terms used)
See Search History document

C. DOCUMENTS CONSIDERED TQ BE RELEVANT

Category* Citation ¢f document, with indication, where appropriate, of the relevant passages Relevart to claim No.
X WO 2017/205661 A1 (PURDUE RESEARCH FOUNDATION) 30 Novamber 2017 (30.11.2017) 1,41, 26
e pg24,In 58, pg 49, In 220 pg 50, In 3 O ——
A 10, 141,16
A US 2015/0174268 A1 (SHANGHAI BIRDIE BIOTECH, INC.) 25 June 2015 (25.06.2015) para 10
[0012], [0016], [0024]
A US 200640142202 A1 (ALKAN et al.} 28 June 2006 (29.06.2006) para [0077}, [0164], Fig 1 10
US 2010/0093998 A1 (ISOBE et al.) 15 April 2010 (15.04.2010) para [0406], [0561) 141,16
PUBCHEM-CID: 56675928 Craate Date: 06 March 2012 (06.03.2012) pages 1-9; pg 2, pg 7 141, 16
WO 2007/093901 A1 (PFIZER LIMITED) 23 August 2007 (23.08.2007) pg 57, In 10-12, Ex 18; 141, 16

pg 138, In 10 to py 140, In 20

D Further documents are listed in the continuation of Box C. D See patent family annex.

. Special categories of cited do . “T"  later document published after the intermational filing date or priority

“A™  document defining the general state of the art which is not considered date and not in conflict with the ﬂgﬁ]"?ﬂ""“ but cited to understand
10 be of particular relevance the principle or theary underlying the invention

“I¥* document cited by the applicant in the international application “X* docur of particul ! 3 the claimed invention cannot be

“E" earlier epplication or patent but published on or after the international considered novel or cannot be considered te involve an inventive step
filing date when the document is taken alone

“L"  decument which max throw doubts on priority claim(s) or which Y™ document of particular relevance; the claimed invention cannol
ig eited 10 lish the publication date of Litation or olher be considered 10 involve an inventive step when the document is
special reason (as specihred) combined with on¢ or mare other such documents, such combination

“0"  document referring to an oral disclosure, use, exhibition or other means being obvious 1a a person skilled in the art

“P” document published prior to the international filing date but later than  “&"  document member of the same patent family

the priority date claimed
Date of the actual completion of the intemational sgarch Date of mailing of the intemational search report
9 Saptamber 2020 0 2 D E C 20 70
Name and mailing address of the ISA/US Authorized officer
Mail Stop PCT, Attn; ISAAIS, Commissioner far Patents Lee Young
P.C. Box 1450, Alexandria, Virginia 22313-1450
Facsimile No. 571-273-8300 Telephone No. PCT Helpdesk: §71-272-4300

Form PCT/ISA/210 {second sheet} (July 2019)
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INTERNATIONAL SEARCH REPORT International application No.
PCTAIS 20441120

Box Ne., 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of cartain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3 Claims Nos.: 5-9, 1S and 17-18
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. 111 Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
Pisase sea attached sheet—

1. I:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2 D As all searchable claims could be searched without effor justifying additional fees, this Authority did net invite payment of
additional fees.

3. I:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. ﬁ No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
1o the invention first mentioned in the claims; it is covered by claims Nos.;
1, 401,10, 141, 16 and 26

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanicd by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2019)
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INTERNATIONAL SEARCH REPORT International application No.

PCTAUS 20/41120

Attachment to Box.Ne.lll:

This application contalns the fallowing inventions or groups of inventions which ara not so linked as to form a single general inventive
concapt under PCT Rule 13.1. In order for all inventions to ba searched, the appropriate additional search feas must be paid.

Group M: Claims 1-14, 10-14, 16 and 26, directed to a compound comprising a folate ligand or a functional fragment or analeg thereof
attached to a toll-llke recaptor (TLR) agonist via a linker, whergin sald compound is selected from those specifiad in claims 10-13, and to
a pharmacautical composition comprising said compound.

The compound and composition will be searched to the axtent that the compound encompasses the structure specified in claim 10.

Itis believed that claims 1, 4/1, 10, 1471, 16 and 26 read on this first named invention, and thus thase claims will be saarched withoul fee
to the extent that they encompass the structure specified in claim 10.

Applicant is invited to slsct additional compound{s) wherain sach additional compound electad will require one additional invention fee.
Applicants must specify the claims that encompass any additionally elected compound. Applicants must further Indicate, if applicable,
the claims whith encompass the first namad invention, if different than what was indicated above for this group. Failure to clearly identify
how any paid additional invention fees are to be applied to the '+' group(s) will result in only the first claimed invention to be searched.
Aciditionally, an axemplary election wharein different actual variables are selacted is suggestad. An axemplary election would be a
compound rapresanted by the structure specified in claim 11; and a pharmaceutical compaosition compriging said compound (i.e., claims
1-4, 11, 14, 16 and 26).

Group I Claims 19-25, directed to a method of pravanting er treating a fibretlc diseass state comprising: contacting a cell with at least
one compound comprising an Immune medulator or pharmacgutically acceptable salt thereof attached, via a tinker, to a folate ligand or
functional fragment or analog tharaof, wharsin the Immune modulator or pharmaceutically acceptable salt thereof targets a pattem
recognltion receptor.

The group of inventions listed above do not relate 1o a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, thay lack the same or corrasponding spacial tachnical teaturas for tha following reasons:

Spaecial Technical Faatures:

Group I+ includes the technical feature of a unique compound, which is not required by any other Invention of Group |+,
Group Il includes the technica! feature of a methed of preventing or treating a fibrotic disease state, not reguired by Group I+,
Commeon technical features:

The inventions of Group I+ share the technical feature of a compound represented by the formula: Q-L-T, whaerein,

Q is a radical of a folata recaptor binding ligand;

Lis a linker; and

T is a radical of a toll-ike receptor (TLR) agonist or a pharmaceutically acceptable salt theraof; and a pharmaceutical composition
comprising said compound.

Groups I+ and |l also share the tachnical feature of a compound comprising an immune modulator or pharmaceutically acceptable saft
therecf atiached, via a linker, to a folata ligand or functional fragment or analog theraof.

This shared technical feature, however, doas not provide a contribution over the prior art, as belng anticipated by WO 2017/205661 A1
to Purdug Research Foundation (herainafter Purdue), which discloses a cornpound represented by the formula: Q-L-T, wherein, (tis a
radical of a folate receptor binding ligand:;

Lis a linker; and

T is a radical of a toll-like raceptor (TLR]) agonist (py 24, In 5-8; py 49, In 22 to pg 50, In 3, compound 10). Purdue further teachas a
pharmaceutical camposition comprising said compound (pg 28, In 23-29).

As said compound and composition ware known in the art at the time of the invantion, thase cannot be considered special technical
features, thal would otharwise unify tha inventions of Graup |+ or those of Groups [+-If.
The invantions of Groups -1, thus lack unity under PCT Rule 13.

Note reg. item 4: Claims 5-9, 15 and 17-18 are unsearchable because they are dependant claims and ara not drafted in accordance with
the second and third sentencss of Rula 6.4{a). These claims are, therafora, not inciuded in the above analysis.

Form PCT/ISA/210 {extra sheet) (July 2019)
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