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INTERNATIONAL SEARCH REPORT

JP 2025-505575 A 2025.2.28

International application No.
PCT/US 23/61951

A, CLASSIFICATION QF SUBJECT MATTER
IPC - INV. AB1K 38/47, C12N 15/86 (2023.01)

ADD. AG1K 48/00, AG61P 3/00 (2023.01)

CPC - INV. C12N 15/86, AB1K 48/005

See Search History document

Minimum documentation searched (classification system followed by classification symbaols})

See Search History document

Documentation searched other than minimum documentation to the extent that such documents are included in the felds searched

See Search History document

Electronic data base ¢onsulted during the international search {name of data base and, where practicable, search 1erns used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indiecation, where appropriate, of the relevant passages Relevant to claim No.
b WO 20217081338 A1 (AUDENTES THERAPEUTICS, INC.) 29 Aprll 2021 (20.04.2021) 1-5
Abstract; Claim 1; Claim 2; Claim 3; Claim 4; Claim 5; Claim 6; Claim 22; Clalm 41
Y US 2004/0029779 A1 (ZHU et al.) 12 February 2004 {12.02.2004} Abstract; para [0072] 15

D Further documents are listed in the continuation of Box C.

|:| See patent family annex.

. Special categories of cited documents:

“A™ document defining the general state of the art which is not considered
to be of particular relevance

“D" document cited by the applicant in the international application
“E” eardier application or patent but published on or after the international
filing daté

“L" document which m?; throw doubis on priori% claim(s) or which
i3 cited 10 establish the {ub]icaﬁm date of another citation or other

special reason (as specified)

0" document referring to anoral disclosure, use, exhibitionorather means

“P”  document published prior to the international filing date but later than

the priority date claimed

“T"  later document published after the itternational filing date or priority
date and not in conflict with the m‘)g;i_wtion but cited to understand
the principle or theary underlying the invention

“X*  decument of particular relevance; the elaimed invertion cannot be
considered novel or cannct be considered to invelve an inventive step
n the document is taken alone

“¥" dacument of particular relevance; the claimed invention cannot
be considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

“&" document member of the same patent family

Date of the actual completion of the international search

12 May 2023

Date of mailing of the international search report

JUL 20 2023

MName and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents
P.C. Bax 1450, Alexandria, Virginla 22313-1450

Facsimile No, 571-273-8300

Authorized officer
Kari Rodriquez

Telephone No. PCT Helpdesk: 571-272-4300

Form PCT/ISA/210 (second sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/S 23/61951

Box Ne, I Nucleotide and/or amino acid sequence(s) (Continuation of item l.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequenice disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

. g forming part of the international application as fi led.

b. I:I furnished subsequent to the intemational f1 ling date for the purposes of international search (Rule 13ter.1{a)),
accompanied by a statement to the ¢ffect that the sequence listing does not go beyond the disclosure in the
international application ag filed,

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this report has been
established to the extent that a meaningfis] search could be carried out without a WIPO Standard ST.26 compliant sequence

listing.

3. Additional comments:

Forra PCT/ISA/210 (continuation of first sheet (1)) (July 2022)
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INTERNATIONAL SEARCH REFORT International application No.

PCTAIS 231619851

Box No. 1L Observations where certain clnims were fornd unsearchable (Continuation of item 2 of first sheet)

This international search report hes not been established in respect of certain 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 thet do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3 Claims Nos.: §-7, 12-19, 28-32, 36-88
becanse they ate dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a),

BoxNo. Il  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:
—Fleasa see continuation in first extra sheet ——----— —

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

2. [ ] As al scarchable claims could be scarched without effor justifying additional fees, this Authority did not fnvite payment of
additionat fees.

3. D 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. No required additional search fees were timely paid by the applicant. Conseguently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:

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 accompanied by the applicant’s pratest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:l No protest accompanied the payment of additional search focs.

Form PCT/ISA/210 {continuation of first sheet (2)) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.

PCTIUS 23/61951

Continuation of Bax No. 111, Observations whers unity of invention is lacking.

This application contains the following inventions or groups of Inventions which are not so linked as to form a single general inventiva
concept under PCT Rule 13.1. In order for all inventlans to be searched, the appropriate additional search fees must be paid.

Group |, claims 1-5, directed to a metheod of treating Pompe disease, reducing giycogen aceumulation in muscle tissue andfor in
neuronal tissug, improving pulmenary function and increasing GAA expressicn in a treatment nalve human patient in nasd theracf.

Group [, claims 8-11, 20-27, 33-35, directed fo a method of treating Pompe disease, reducing glycogen accumulation in muscle tissue
andfor in neuronal tissue, improving pulmonary function and increasing GAA expression in a previously treated human patient in need
thereof.

The invantions listed as Groups |-Il do not relate 1o a single special technleal feature under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

Speclal Technical Features:

Group | has the special technical feature of a method of treating Pompe disease, reducing glycogen accumulation in muscle tissue
and/or in neuronal tissue, improving pulmonary function and Increasing GAA expression In a treatment naive human patient who has not
been praviously administered a cortlcosterold or a viral treatment, that is not required by Group 1. Groug | does not require monitoring
the patient for development of transaminasemia, hyperbilirubinemia, or one or more symptoms thereof, required by Group 11,

Group Il has the special technical feature of a mathod of treating Pompe diseasse, reducing glycogen accumulation in muscle tissue
andfor in neuronal tissue, Improving pulmonary funetion and increasing GAA expression In a previously treated human petient who has
been previously administered a corticosteroid or a viral treatment, that is not requirad by Group |. Group Il requires maonitoring the
patient for development of transaminasemia, hyperbllirubinemia, or one or more symptems thereof, not required by Group 1.

Common Technical Features:

Groups HI share the commen technical feature of:

a method of freating Pompe disease, reducing glycogen accumulation in muscle issue andfor in neuronal fissue, improving puimanary
function and Increasing GAA expression in a human patient in need thereof, comprising administering to the patlent (i) a therapeutically
effactive amount of a viral vector compriging a transgene ercoding acid alpha-glucosidase (GAA) and (1} a corticosteroid,

Hawever, this shared tachnical feature does not represent a contribution aver prior art, bacause this shared technical feature is made
obvlous by WO 2021/081338 A1 to Audentes Therapeutics, Inc. (hereinafter 'ATI') In view of US 2004/0029779 A1 to Zhu et al.
{hereinafter 'Zhu').

ATl teaches a method of treating Pompe disease, reducing glycogen accumulation in musele fissue and/or in neuronal figsue, improving
pulmonary function and increasing GAA expression in 8 human patient in need thereof, comprising adminlstering to the patient (i) 2
therapeutically effactive amount of & viral vector comprising & transgene encoding acld alpha-giucosidase (GAA) (Abstract - 'The present
disclosura ralates to compositions and methods useful for treating glycogen storage disorders, such as type Il glycogen storage
disorder, also referred to harein as Pompe dlsease. Using the compositions and methods of the disclosure, a patient (e.g., a mammalian
patient, such as a human patient) having Pompe disease may be administered a viral vector, such as an adenc-associated viral (AAV)
vector, that contains a transgene encoding acid alpha-glucosidase'; Clalm 1 - 'A method.of treating Pompe disease in a human patient in
naed thereaf, the method comprising administering to the patient an adeno-associated viral {AAV) vector comprising a transgene
encoding acld alpha-glucosidase (GAA), wherein the AAV vactor is administered to the patlent In an amount of from about 1 x 10413
vgikg to about 3 x 10214 vgikg."; Clalm 2 - ‘A method of Improving muscle function in a human patient dlagnesed as having Pompe
disease, the method comprising administering to the patient an AAV vector comprising a transgene encoding GAA,"; Claim 3 - "A method
of reducing glycogen acoumulation in a human patient diaghosad as having Pompe disease, the method comprising administering fo the
patient an AAV vectar comprising a transgene encoding GAA," Claim 4 - The method of elaim 3, whereln administration of tha AAV
vacior to the patient educes glyeagen accumulation in muscle tissue and/or in neuranal tissue.’; Claim § - 'A method of improving
pulmenary function in a human patient diagnosad as having Pompa disease, the method comprising administering to the patient an AAYV
vector comprising a transgene encoding GAA,"; Claim 6 - 'A method of Increasing GAA expression in a human patient diagnesed as
having Pormpe disease, the methed comprising administering to the patient an AAV vector comprising a tranegene encoding GAA"). ATI
fails to teach a corticosteroid.

—--please see continuation on next sheet ===s==——r—ervm-—
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PCTAJS 23/51951

Continuation of Box No. lll. Observations where unlty of invention |s lacking.
———continued fram previous sheet -—-—-----——-

Zhu teaches use of corlicosterolds for treatment of Pormpe diseasa (Abstract - ‘Methods of modulating uptake of extracellular lysosomal
enzymes by administering a pharmaceutical agent and methods of treating a lysosomal storage disease (such as Gaucher disease,
Pompe digease, Fabry diseasa or Niemann-Pick dissase) or enhancing enzyme replacement therapy or gene therapy, comprising
administering a pharmaceutical agent such as dexamethasone, glucose or Insulin, are provided.'). It would have bean obvious to one of
ordinary skill in the art that the method of Zhu could be combined with that of ATI, for more efficaclous treatment of Pompe disease and
associated symptems thereof.

As the technical features were known in the art at the time of the invention, they cannot be considered speclal technfcal features that
would otherwise unify the groups.,

Therafore, Group HI inventions lack unity under PCT Rule 13 bacause thay do not share the same or corresponding special technical
faature.

Continuation of Itam 4 above: claims 6-7, 12-19, 28-32, 36-88 are held unsearchable because they are dependent claims and are not
drafted in accordance with the second and third sentences of Rule €.4(a).

Form PCT/ISA/210 {extra sheef) (July 2022)
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