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®1. FIEFRICBITIREOR-A31 VT
otk ERE SRR
(0=105)" (n=105)" (n=106) 285
Fih.®
T15(5D) 59.9 (8.7) 60.3 (8.8) 59.4(9.8) 59.9 (9.1)
5
BN (%) 71 (67.6) 71 (67.6) 71 (67.0) 213 (67.4)
N (%) 34 (32.4) 34 (32.4) 35 (33.0)
*E(ka)
75.74 (14 48) 78.02(13.66) | 76.17 (13.03)
F5(sD)
B 9.9 (6.8) 102 (6.3) 10.1 (6.5) 101 (6.5)
T (sD)
MAO—Bi
BN 38(36.2) 38(36.2) 39 (36.8) 115 (36.4)
1L 67 (63.8) 67 (63.8) 67 (63.2) 201 (63.6)
BRBEE
UEh R 15 (14.3) 21 (20.0) 23(21.7) 59 (18.7)
BEEEDER 39 (37.1) 28 (26.7) 39 (36.8) 106 (33.5)
b R 51(48.6) 56 (53.3) 44 (41.5) 151 (47.8)
MDS—UPDR
s&t 1201 (12.98) 1490133 30.75 (12.10) 31.41 (12.78)
F(8D)
MDS—UPDR
sii—Hn 21.54 (9.11) 21.90(9.14) | 2097 (8.81) 21.47 (9.00)
F(sSD)
MDS—UPDR
Sit—tn 5.55 (4.09) 4.94 (3.99) 5.50 (4.07) 533 (4.04)
F(8D)
MDS—UPDR
Sit—M 491 (3.71) 4.64 (4.16) 4.27 (3.57) 4.61 (3.83)
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78 (24.7)

85 (81.0)

76 (72.4)

77 (72.6)

238 (75.3)

MoCA&E A1
7
EH(sSD)

27.83 (2.01)

27.97 (1.94)

2781 (2.1%)

SCOPA—AUT
F13(SD)

7.68 (5.36)

7.95 (5.83)

8.32 (5.93)

PDSS—2
F#(SD)

9.41 (6.41)

8.57 (6.21)

8.49 (5.94)

L LEERR fTBh
BE(=5)
fEE(<5)

24 (22.9%)
81(77.1%)

34 (32.4%)
71 (67.6%)

27 (25.7%)
78 (74.3%)

SE—ADLATT
J]

Bir

JEBIL

104 (99.0%)
1 (1.0%)

104 (100%)
0

106 (100%)
0

CGI—8
F13(sD)

3.05 (0.63)

3.05 (0.63)

3.06 (0.64)

PDQ—39
F13(SD)

10.08 (7.06)

9.59 (7.54)

9.36 (6.82)

DaT—SPECT
A A=SH
FEH(sD)

1.06 (0.30)

1.04 (0.33)

1.08 (0.34)

528 B I(ICFE
il T—R%H
TERET

76 (72.4)
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73 (70.9)

224 (70.9)
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#2 RelET-A08E

IS5t ERE =HE 2BE

(n=105) (n=105) (n=106) (n=316)
AED# %> 411 428 549 1388
iR EHOAEDLR R (

0 0 0 0

HL—¥5)*

DB DERTIREORK(%)

AE 87 (82.9) 98 (93.3) 97 (91.5) 282 (89.2)
SAE 5(4.8) 7 (6.7 8 (7.5) 20 (6.3)
H=E3~4DAE 8(7.6) 4(3.8) 8(7.5) 20(6.3)
DB ODHBREEBIRE DR

WA R d AR 1(0.9) 2(1.9) 5(4.7) 8(2.5)
ETOY L~ ROIRR 17 (16.2) 20 (19.0) 36 (33.9) 73 (23.1)
Hl=F1~20IRR 17 (16.2) 20 (19.0) 35(33) 72 (22.8)
HL-E3MIRR 0 0 1(0.9) 1(0.3)

* (FEAEDAERT L~ F1~2THo%, 1207~ FADAE(BRER) OHTRESNH. HE&
NE(FREH CERBETHICEILONL, BUARCHRESINEL(>1. 0%) YL~ k3~
ADAER, BEBIT—T70REO2AQBE(. 9%) BL. F3VxAVTRBEHOEHAR
WEWBIUTR—SBERI2ADEE (1. 9%) (ERAEEFZETI 0 BOBRERTVE
L) Tk,

-y F-JiR, FIRELONICE I AR ERBEARSEORBICH LTI RE LR
SNEFEI REPICRELEZAEOH RTINS,

EXBCLIZHERIOVTUE. HZBECHEIZE—AEQEKORER1BEETIVY NS
[BROBBUTORERCOVTIR. HEIBRICHIZR—AEDEBORERI R < (Tho bE
nd.
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®4.

st 1500mg 4500mg

(n=105) (n=105) (z=106)
AEDEBE 411 428 549
B NEREHIAEDRY 0 0 0
(JL—F5)*
PRI DERTIBEORE
(%) :1
AE 87 (82.9) 98 (93.3) 97 (91.5)
SAE 5(4.8) 7(6.7) 8 (7.5)
Hl—E3~8DHAE §(7.6) 4(3.8) 8(7.5)
WENMOBER E- (IR S OHE 1(1.0) 2(L.9) 5(4.7)
ELIEHTAE
2TOYL~FOIRR 17(16.2) 20(19.0) 36 (33.9)
Hl—k1~2MIRR 17 (16.2) 20 (19.0) 35(33.0)
S~ F3DIRR 0 0 1(0.9)
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claims.
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As only some of the required additional search fees were timely paid by the applicant, this international search repori covers
ouly those claims for which fees were paid, specifically claims Nos.:
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caontinued from: Box No. lIl Observations where unity of Invention Is lacking

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

Grouwp 4+, claims 1-7, 9-13, 15-18, 26-29, diracted to a method of maintaining, slowing decline, or improving one or more pathologies
related to Parkinson's disease In a subject having Parkinson's disease or at risk of Parkinson's disease. The method will be searched to
the axtent that tha one or mora pathologies maintained or improved encompasses maintaining or slowing decline in motor function. Itis
balievad that claims 1-7, 26-29 encompass this first named invention, and thus these claims will ba searched without fee to the extent
that the method encompasses maintaining or slowing decfina in motor function. Addltional patholog(ies) maintained or improved will be
searched upon the paymant of additional fees. Applicants must specify the claims that encompass any additionally elected pathclog(ies)
maintained or improved. Applicants must furthar indicate, if applicable, the claims which encompass the first named invention, If
difterant than what was indicated above for this group. Failure to clearly identify how any paid additional invention fees are 1o be applied
to the "+* group(s} will result in only the first claimed invention to be searched. An exemplary elaction would be where the method is for
maintaining or increasing cerebral blcod flow (claims 9-13).

Tha invantions listed as Group I+ do not relale to a single special tachnical feature under PCT Rule 13.1 because, undar PCT Rule 13.2,
they lack the same or corresponding special technical featuras for the following reasons:

Special technical features

Tha inventions of Group |+ each |r|c|ude the special technical feature of a different ona gr mora pathologies related to Parkinson's
disease that is maintained or improved by the method, and is censidered a distingt technical feature.

Commeon technical features

Tha inventions of Group I+ share the common technical feature of a methoed for maintaining or slewing decline in a function related to
Parkinson’s disease In a sublact having Parkinson's diseasa ar at risk of Parkinson’s disease comprising administering to the subject a
regimen of Prasinezumab, wherein the maintaining comprises reducing Parkinson's disease progression as demonstrated by delaying
time to progression, whergin the regimen of Prasinezumab comprises 1000-5000 mg of Prasinezumab at intervals of 3 to 5 weeks.

Howaver, the feature shared by Group I+ is previously disclosed by the publication entitled "Safaty and Tolerability of Multiple Ascending
Doses of PRXOD2/RG7935, an Anti-alpha-Synuclein Monoclonal Antibady, in Patients With Parkinson Disease A Randomized Clinical
Trial” by Jankovic at al. (JAMA Neurology. Oct 2018, Vol 75, No 10), {hersinafter "Jankovic®).

Jankovic disclosas a method for maintaining or slowing decline in motor function in a subject having Packinson's disease or at risk of
Parkinson's disease comprising administering to the sublect a regimen of Prasinszumab (abstract - “Single and multiple doses of
PRX002 were generally safe and well tolerated and resulted in robust binding of paripheral alpha-synuclein and dose-dependent
increases of PRX002 in cerebrospinal fluid, reaching cerebrospinal fluid concentrations that may be expected to engage extracellular
aggragated alpha-synuclsin in the brain®; Note: PRX002 is a synonym of Prasinezumab; pg 1207, col 1, para 4 "PRX002...ameliorated
cognitive and motor behavior deficits. Sequestration, neutralization, and clearance of toxic alpha-synuclein species by PRX002 is
thought to halt the spreading of pathoganic alpha-synuclein between neurons, resulting inneuronal protection and potentially slowing
disoase progression”), wherein the maintaining comprises reducing Parkingon's digease progression ag demonstrated by delaying time
to pragression of at laast a 5-point progression in MDS-UPDRS Part lll {pg 1207, col 1, para 4; pg 1210, Table 1 illustrates a dacrease in
the MDS-UPDRS scora for PD patients as compared to a placebo, MDS-UPDRS score for placebo 48.5 versus PD patients treated with
Prasinezumab scores at 10 and 30mgikg), and the slowing decline comprises at least one of the following: a. slowing decline the
patient's MDS-UPDRS Part Nl motor examination score {(pg 1207, col 1, para 4 - "Sequestration, neutralization, and clearange of toxic
alpha-synuclein species by PRX002 is thought to halt the spreading of pathogenic alpha-synuciein between neurons, resulting
inmeuronal protaction and potentially slowing disease prograssion®; pg 1210, Table 1 iliustrates a decrease in the MDS-UPDRS score for
PD patients as compared {0 a placebo, MDS-UPDRS score for placabo 48.5 versus PD patients treated with Prasinezumab at 10 and
30maikg), wherein the regimen of Frasinezumab cemprises 1000-5000 mg of Prasinezumab at intervals of 3 to 5 weeks (pg 1209, col 2,
para 3 - "The greatest reductions after the first infusion were in the &0-mg/kg dose cohort"; abstract - "Participants were enrolled info 6

ascending-<ose ¢ehorts and randomly assigned to recelve PRX002 {0.3mglkg, 1.0mg/kg, 3.0mglkg, 10mg/kg, 30mg/kg, or 60mgikg) or
placebo. Participants received 3 intravenous infusions every 4 waelks of PRX((2 or placebn and wers monitored during a 24.week
observational period”) (Note: 50 mgfkg Js approximately 3720 mg basad off of an avarage adult weight of 63 kg).

As the technical features were Xnown in the art at the time of the inventien, they cannot be ¢onsidered special technical features that
would otherwise unify the groups.

Therafore, Group 1+ inventions lack unity under PCT Rule 13 because they do not share the same or corresponding special tachnical
feature,

**continuation of ltem 4 above: claims 8, 14, 18-25, 30-38 are hald unsearchable because they are dependent claims and are not
drafted in accordance with the second and third sentences of Rule 6.4(a).
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