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BEDEMENELCTFIRE:
Z(T. 8B P4EZOSMEN,
BEFEREALL 1B0SMENRET BEE
BinFRE (3N CIORF72, 14 (1. SOD1 B IzFLEES
AUV DBETFER), RIS BN,
048 0SMECE
EEFERFR BN, 10
—— ; :EJ jﬁi i]‘ljf-(;jﬁ{i%ﬁﬁfg ;ﬁj%%;\iuftiiﬁﬁ%#ﬁﬁ%
N=0 OO0
0000000000000 00000O00O00O00O00O00O0D0O0000000000
0000000000000 00000O00O0O0O00O00O
0O0oooao
20
BIRFES MOL
2mg/kg
LE= | (N = 56) (N=061) (N=117)
71, N (%)
T 19 (33.9%) 17 (27.9%) 36 (30.8%) 30
Bt 37 (66.1%) 44.(72.1%) 81 (69.2%)
SEEOEEH, TH+SD 56.0+6.5 545+6.0 552+6.3
ALS®54 TN, N (%)
RiEE 1(1.8%) 12 (19.7%) 13 (11.1%)
Mt 55 (98.2%) 49 (80.3%) | 104 (88.9%)
ALS ORLESEL, N (%)
BRI 7 (12.5%) 12 (19.7%) 19 (16.2%)
R iRy 49 (87.5%) 49 (80.3%) 98 (83.8%) 40
ALSOEIl Escorial 2%, N (%)
FERE 26 (46.4%) 27 (44.3%) 53 (45.3%)
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FEFREE 21 (37.5%) 24 (39.3%) 45 (38.5%)
FEREE. ARZCLDET 3 (5.4%) 4.(6.6%) 7 (6.0%)

£ 6(10.7%) 6 (9.8%) 12 (10.3%)
R—AF{ VB AICEHBALSFRS-RAIZEH L SD|  392+4.1 374+48 383445
R—AFAVEAICBIaMEE,F5 £ SD 96.1+19.8 208+ 17.6 33+ 188
ALSTERREN D A2, T+ SD 2020+ 841 17.60+ 789 | 18.85+821
A—254 > hs-CRP (mg/L), £ + SD 3.94+3.55 3.12+£2.10 3.51+290
JEH#FTEDK—A51 Vhs-CRP"! 2.57+237 5.52 +5.04 473 +463
(mg/L), 5 + SD (N=7) (N=19) (N =26)
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NP0O1 2 mg/kg (1.13mg/L% E[EISCRP, n =75}

5 (6F/14M)

H#E1T #&{20F/35M)

FBERE

R B

=/ E

=AM

BERE

o R i

&=/ E

F i

20

52.9

7.7

53.5

40

65

55

57.3

11.1

59.0

28

N—AT1ALSFRS-R2OF

20

38.6

44

40.0

28

45

55

38.1

4.8

39.0

28

N—AT1VC

20

100.6

193

99.0

69

132

55

95.0

20.3

88.0

57

ALS FFFe sl A 20

20

22.89

8.02

23.80

6.97

33.17

55

18.34

8.27

16.83

267

35.80

N—AFT/EERICh 5 FHDPE

20

0.48

0.28

042

0.13

1:29

55

0.67

0.50

0.61

0.03

2.58

CRP (mg/L)

20

594

5.24

4.30

1.21

22.20

55

.67

2.63

2.67

1.15

10.43
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INTERNATIONAL SEARCH REPORT

International application No.
PCTUSZHTTSET

IPC -

CPC -

A.  CLASSIFICATION OF SUBJECT MATTER

INV. AGIK 33/20; AS1K 33/00; AG1P 21/00; AB1P 25/00 {2022.01)

ADD.
INV. ABTK 33/20; AB1P 21/00; AG1P 25/00

ADD. GO1N 2333/4737; GO1N 280042835

According to International Patent Classiftcation (IPC) or to both national classification and 1PC

B.  FIELDS SEARCHED

Minimum documentation searched (clessification system followed by clagsification symbals)
Sea Search History docurnent

Dacumentation searched other than minimum documentation to the extent that such documents are included in the fields searched
See Search History dacument

Electronic database consulted during the international scarch (name of database and, where practicable, search terms used)
Sea Search History document

C. DOCUMENTS CONSIDERED TG BE RELEVANT

Category*

Ciiation of document, with indication, whete appropriate, of the relevant passages

Relevent to claim No,

X

Y

]

WO 20151175074 A1 (NEURALTUS PHARMACEUTICALS, INC.) 19 November 2015;
Paragraphs: [0072], [00144], [00186], [00198], [00206], [00231], [00238]; Claims: 1, 18, 24, 31,
39; Figures: 3A, 3B, 26A

K. WALKER ET AL. "The association of mid- to lateife systemic inflammaticn with white matter
structure in older adulta: The ARIC Study” 1-18. Neurobiol Aging. 2018 August ; 68: 26-33.
VWeb. August 2013; Page 3, last paragraph; DOI: 10,1016/ .neurobiclaging.2018.03.03

E. SIMEONOVSKA-JOVEVA ET AL. "DIFFERENTIAL DIAGNOSIS BETWEEN
BULBOSPINAL MUSCULAR ATROPHY — KENNEDY'S DISEASE AND AMYQTROPHIC
LATERAL SCLEROQSIS" 77-81, Acta Medica Medianas 2019, Vol.68(2}). Web. 2018; Abstract;
DOI: 10.5833/amm.2019.0213

WO 2014/057880 AT (KITA YOSHIKI) 17 April 2014; Page 4, frst paragraph; claim §
ALZFORUM. "In ALS, Respiratory Measure Predicts Pace ofQisease" 1-5. In ALS, Respiratory

Measurs Pradicts Pace of Disease | ALZFORUM. Webpage, 01 Decembaer 2017; Page 1, first
bullet point

1-4, 6-7, 11-13, 15-15,
28-32, 36, 38, 6769,
70-72, 77-80, §2-83, 85,
87-81, 84

5, 8-10, 14, 20-27,
33-35, 37, 3B-56, 80-69,

73-76, 81, 84, BB, 92, 93,

95

5, 8-10, 20-27, 33-34,
39-86, 61-69, T4-76, 95

14, 28,

26,37, 44, 50, 55,
60, 88, 73

3
7
10, 22-27, 35, 41, 48,

§3. 83, 66, 76
81,92-83

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

D See patent family annex.

filing date

-

. Special categories of cited documents:

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

“D"  document cited by the applicant in the international application “X" d

“E"  earlier nppl:canon or pateat but published on or after the i

“L*  document which may throw doubts on priozil
is cited to establish the g:ubhunon date of an
special reason (as specifiedy

0"  documentreferting to an oral disclosure, use, exhibition orother means

date and not in conflict with the a;:ﬁel
the principle or theary underlying

“T" lnter document published after the mnemanonal filing date ar nunty
icetion but cited to u and
invention

laimed invention canot be

when the document is taken alone

citation or other

d prior to the i

the pnonty date claimed

t of e, the
tional idered novel or cannt be conslderedtomvolvemmventwe:tep

claim(s) or which “Y™ document of particular relevance; the claimed invention cannot
be considered to involve an invertive step when the document is
cambined with one or more other such decuments, such combination
being obvious ta a person skilled in the ant

1 filing date but later then  “&"  decument member of the same patent family

Date of the actual compietion of the international search

16 Decemnber 2022 (16.12.2022)

Date of mailing of the international search report

MAR 14 2023

Name and mailing address of the [SA/

Mall Stop PCT, Attn: 1SA/US, Commissloner for Patents
P.0D. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No. 571-273-8300

Authorized oficer

Shane Thomas

Telephone No. PCT Helpdesk: 571-272-4300

Form PCT/ISA/210 (second sheet) (July 2022)
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C (Continuation),  DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, whers appropriate, of the relevant passages Relevant to claim No.
¥ ~{ N.C.JOYCE ET AL. "Electrodiagnosis in Amyotrophic Lateral Sclerosis” 1-15, PM R.. Web.
May 2013; Abstract; page 4, paragaph 3; DOI: 40.1016/.pmrj,2012.03.020. B4, 86

Form PCT/ISA/210 {continuation of second sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT International application Na,

PCTAIS22/7765T

BoxNo. Il  Observations where certwin claims were found ansearcbabie (Continuation of item 2 of first sheet)

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

L. D Claims Noa.:

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

2, D Claims Nos.:
hecause they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful intsrnational search can be carried out, specifically:

3 |:I Claims Nos,:
because they are dependent elaims and are not drafted in accordance with the second and third sentences of Rule 6.4(2).

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

This Intemational Searching Authority found multiple inventions in this international application, as follows:
~*_Please Sea Supplemental Page-"**-

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

2 |:| As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

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

1-85;

4, l:l No required additional search fees were timely paid by the applicant. Consequently, this infernational search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:

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

(] The additionat search fees were nccompanicd by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

]:l No protest accompanied the payment of additional search fes.

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

PCTAUSZ2TTES?

-"**-Continued From Bax No. Ill: Observations where unity of Invention is lacking-***-

This application contains the following inventions ar groups of Inventlons which ara not s linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriata addltional examination fees must be paid.

Group |, Clalms 1-85 are directed toward methods and compositions for the treatment of ALS using chiorite for a targat ALS patient
population.

Grewp 1I, Clafms 86-117 are directed toward methods and compasltions for the treatment of ALS using a pharmaceutical compaaltion
comprising sodium chlorite for a target ALS patiant population.

Ths Invertions listed as Groups | and || do hot relate to a sing’e general Inventive concept under PCT Rule 13.1 becausa, under PCT
Ruls 13.2, they lack the same or correspanding special technical features for the following reasons: the special technical features of
Group | include NPOG1 chlorite, wherein the NPOD1 chiorlte is pH balancad to a pH of 7.4, not present In Group !l the special technical
features of Group Il include a chlorite composition, comprising purified sodium chiorite wherein the purified sodium chledte is at least
87% pure; whereln the purified sodlum chloriie comprises na more than 2.0% sodium chlerlde; wherein the purified sodium chiarite
comprises no mora than 1.0% sodium chiorats; and whereln the chlorite composition comprises dibasic sodium phosphate and has a pH
between 7.5 and 9.5, not present in Group .

Groups | and 11 ahare the technical features Including: a method of madulating an immune responsa In a subjact comprizing: a mathod of
treating amyotrephic lateral sclerosis (ALS) In a sublect, the methed comprising: determining the subjact to have an alevated plasma
C-reacilve prateln (CRP} level of greater than 1.13 mg/L prior to administering chlorite; the age of the subject ta be aga 40-65;
administering io the subject chiorite infravenously at 2 mg/kg body welght per dose for § days for one month; administering to the subject
chlorle a1 2 mg/kg bady weight par doea for 3 days in a row per month for the subsequent b months,

Howaever, thasa shared technical faaturas are proviously disclesed by the WO 2015/175874 A1 (NEURALTUS PHARMACEUTICALS,
INC., et al.) (hereinafter 'Neuraltus").

Neuraltus discloses a method of treating amycetrophic latera) sclerosis (ALS)in a subject {a method of treating amyotrophic latatal
sclerasls [ALS) In a subject; claima 1, 18), the methoed comprising: determining the subject to have an elevated plasma C-reactive protain
(CRP) level of greater than 1.13 mgéL prior to administering chlerte (tha method comprising: determining the subject to have an slevated
piasma C-reactive protein {CRP) level of greater than 1.13 mg/L prior to administering chlorite; paragraphs [00185], [0186], [0198}; claim
1); the age of the subject to be age 40-85 (the age of the subject to be age 40-85; paragraph [00207]); administering to the subject
chlorite intravancously at 2 mglkg body weight per dose for 5 days for one month {administering to the subject chlorite intravenousty at 2
mgikg body waight per doae for 5 days for one month; paragraph [00208]; claim: 24); administaring to the subject chlerite at 2 mgikg body
waight per dose for 3 days [n a row par month for the subsequent § months (adminfstering te the sublect chlgrita at 2 mg/kg body weight
per dese for 3 days In a row per month for the subsequent 5 menths; paragraph [00209); claims 25-26).

Since none of the speclal technical features of the Groups | and Il inventlons are found in more than one of the inventions, and since all
of the shared technlcal features are previously disclosed by the Neuraltus referense, unlty of inventlon Is lacking.
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