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(N=6) (N=6})(N=6) (N=6) (N=6) (N=6) (N=36) (N=12) (N=48)
REROER )

n 6 6 6 6 6 6 36 12 48

i 358 330 370 357 398 373 364 353 36.1

SD 1192 817 815 493 1202 1113 925 1034 943

o 345 305 375 355 405 370 335 32.0 335

BEA 23 23 28 29 27 22 22 22 22

BEi 51 46 48 42 52 51 52 52 52

PR

B 4 2 4 3 4 5 22 8 30
(66.7%) (33.3%) (66.7%) (50.0%) (66.7%) (83.3%) (61.1%) (66.7%) (62.5%)

i 2 4 2 3 2 1 14 4 18
(33.3%) (66.7%) (33.3%) (50.0%) (33.3%) (16.7%) (38.9%) (33.3%) (37.5%)

ATE
B A 0 1 0 0 3 3 7 3 10
(16.7%) (50.0%) (50.0%) (19.4%) (25.0%) (20.8%)

Be/T7UhHR 6 4 4 6 3 3 26 9 35

FRYUBA (100%) (66.7%) (66.7%) (100%) (50.0%) (50.0%) (72.2%) (75.0%) (72.9%)

TIT A 0 0 1 0 0 0 1(28%) 0 1(2.1%)

(16.7%)

KEEER 0 0 0 0 0 0 0 0 0
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(N=¢6) (N =6} (N=6) N=6)
FIEROESR ()
n 6 6 6 6
TH 4038 42.5 41.0 413
SD 10.03 13.10 11.42 11.89
o gl 415 48.0 05 455
RED 29 20 24 22
=4 54 53 53 53
PERI, n (%)
1 4 (66.7%) 1 (16.7%) 3(50.0%)  1(16.7%)
Bk 2 (33.3%) 5 (83.3%) 3(50.0%)  5(83.3%)
ATE, n (%)
EA 2 (33.3%) 1 (16.7%) 2(333%) 3 (50.0%)
BAZHEETZUIRTAVIAN  4(66.7%) 4 (66.7%) 4 (66.7%) 3 (50.0%)
FT N 0 1 (16.7%) 0 0
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AL 4 3 2 1 0

NP10679 5 mg 0 0 0 0 0
(N=6)

NP10679 15 mg 0 0 0 0 0
(N=6)

NP10679 50 mg 4 0 0 0 0
(N=6)

NP10679 100 mg 3 2 0 0 0
(N=6)

NP10679 150 mg 3 2 0 0 0
(N=6)

NP10679 200 mg 4 0 0 0 0
(N=6)
7R 10 2 0 0 0 0
N=12)
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DOEE
NP10679 NP10679 NP10679 .
BRI 25 mg 50 mg 100 mg 77:?‘
oA N=9 =9 =g  OTO
n (%) (%) (%) n (%)
'g:“ &b 1o TEABEHT 5K (833%)  3(50.0%) 6 (100%) 6 (100%)
MRS 3(500%)  3(500%)  4(66.7%) 5 (83.3%)
TEAR 0 3(50.0%) 3 (50.0%) 3 (50.0%)
BV 2 (33.3%) 0 2(33.3%) 1(16.7%)
R 1 (16.7%) 0 0 0
Jepg 0 0 1 (16.7%) 0
TREHED E U 0 0 0 1(16.7%)
EEMEER X S ORE 1(16.7%) 2(333%) 1(16.7%) 3 (50.0%)
i) 1(16.7%) 1{16.7%) 0 2(33.3%)
LI 0 1(16.7%) 1 (16.7%) 0
1 TE 0 0 1 (16.7%) 1(16.7%)
FAEHERERR 0 1(16.7%) 0 0
gE, PEBLUEE EOSIHE 2(33.3%) 1{16.7%) 1 (16.7%) 1(16.7%)
B 2(33.3%) 1{16.7%) 0 1(16.7%)
BEAMAE 0 0 1 (16.7%) 0
MRS LRV RS 2(33.3%) 0 1 (16.7%) 0
i 2(33.3%) 0 1 (16.7%) 0
=g 0 0 1 (16.7%) 1 (16.7%)
573 0 0 1(16.7%) 1(16.7%)
B B 0 0 1(16.7%) 0
Bl 0 0 1 (16.7%) 0
BRAEE 1(16.7%) 0 0 0
FRARSIM T 1(16.7%) 0 0 0
BER L UETaEROES 0 1(16.7%) 0 0
FUBE 0 1{16.7%) 0 0
H Dk 0 0 0 1(16.7%)
RS 0 0 0 1(16.7%)
B LR SRk oOSE 0 0 0 1(16.7%)
e 0 0 0 1(16.7%)

TEAE = #LEI X 0 34 Ul A Esg; N=22EHA 0 - - FRLoEisBs T 58808 n=
BHLhH T D3RO % =1/N*100,

HEEGT, MedDRA S—T a2 211 #ANT2— T4,
R LEARFEOFEFLPEHHE L CHaRE., #OERFETIEZT I M5,
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# 11. NP10679-101 iZ 81T 3B IRNE 5% O NP10679 BBEIE X7 A — & —
agk—hk1 | ak—r2| ak—+r3| ak—F+4| ar—F+5] 2Fk—h6

e 5 15 50 100 150 200

(mg)

N 6 6 6 6 5 6

Coas 26.96 + 99.19 + 415.40 + 746.10 = 95376+ | 2066.00+
(ng/mL) 14.76 66.60 106.68 22279 370.47 797.66
AUC.1y 33546 | 1135+£233 | 3976+ 544 9366 + 13555 & 19740 +
(ng*h/mL) 3085 1220 4371
AUCp.inp 533204 | 1278227 | 4676+ 797 9865 + 13849 £ 20158 +
(ng*h/mL) 3223 1280 4605
AUMCq, | 57944807 | 18219+ 61442 & 201642+ | 286984+ | 407581+
(ng*h?/mL) 5732 13054 103878 37671 138911
AUMC @.in) 35856 & 34553 & 114675+ | 253651+ | 323299+ | 459611+
(ng*h?/mL) 43169 14287 34777 126027 49874 171457

CL 9.82+£2.89 11.99 + 11.00 + 10.96 £ 10.90 + 10.39 +

(L/h) 1.83 2.18 3.07 0.96 251

Vss 435178 306 £ 41 255 £ 20 259 £ 57 250+ 23 221 +34

(L)

MRT 5204433 | 261459 | 238441 | 245+£48 | 230£19 | 219440

(h)

A 0.0252 + 0.0339 + 0.0388 + 0.0351 + 0.0387 + 0.0397 +
(/) 0.0121 0.0058 0.0069 0.0026 0.0035 0.0062
Ty* 276+12.0 204+35 178+33 198+15 179+ 17 174+ 28

(h)

P 0.9737 + 0.9652 + 0.9874 + 0.9972 + 0.9975 + 0.9955 +

0.0445 0.0403 0.0118 0.0025 0.0031 0.0037

O
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2 21157 1 09+£08 ] 1920+ 305 172
25mg 3 207435 | 08+04 | 2088 +303 16+3
4 250+34 | 05+£00 ] 2170+ 397 195
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INTERNATIONAL SEARCH REFORT International application No.

PCT/US 22/42496

A.  CLASSIFICATION OF SUBJECT MATTER
IPC - INV. AB1K 31/54, AG1K 31/33, AB1K 31/395 (2022.01)

ADD. AB1K 31/407, AB1K 31/496 (2022.01)
CPC - INV. ABIK 31/54, AB1K 31/33, AGTK 31/395

ADD.AB1K 31/407, AB1K 31/496
According to International Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbolg)
See Search History document

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Soo Search Histery document

Electronie data base consulted during the international search (name of data base and, where practicable, search terms used)
Soe Search History docunent

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Firgt Invention
X | "Pubchem CID 67249063", Croate date: 19 August 2012 (19.08.2012), entire document, 1,4,68

especially page 2, compound listed

A US 2014/0021363 A1 (Lictta et al.},30 January 2014 (30,01.2014), entire document, especially |1, 4, 6-8
para[0802], [0026]-{0030]; Tables 3-4

A US 2008/0168864 A1 (Traynelis et al.), 07 Septamber 2006 (07.09.2008), entire document, 1,4, 68
espaclally para[0046}-[0056], [0059]-{0060], [0080], [0153], {0216], [0236]

A US 2004/0054013 A1 (Tai et al.), 18 March 2004 {18.03.2004)}, entire document, especially 1,4,68
paraf0019}1-[0024]

A US 2006/0241121 A1 (Greenloe et al.), 26 Cetober 2006 (26.10.2006), entire document, 1,4,68

especlally para[0114]-{0120], [0256]

Further documeats are listed in the contintration of Box C. D See patent family annex.

* Special categories of eited documents: B “T™ later document published afer the intemational filing date or ioﬁl)é'
s ?:gl;n;?mfﬂ:rg IE}.: 5:;1:;&1 state of the art which is not considered - ﬂ_l“:"'p:'r‘:’m‘:’ﬂ n m&“ﬂm&;ﬁﬂ’ﬁ:&m‘ cited to understan
“D" document cited by the applicant in the intermational application “X" document of particular relevance; the claimed invention cannot be
“g" eﬁaﬁdniglﬁeplicaﬁon or patent but published on or after the international ?ﬁ%ﬂﬂfﬂﬁmﬁ?ﬁdmd to involve an inventive siep

“L" document which may throw doubts en priority claim{s) or which “Y” document of particular relevance; the claimed invention cannot
is cited to establish the publication date of another citation or other be considered to involve an inventive step when the document is
special reason (as specified) combined with one or mere other guch documents, such combination

“0"  document referring to.an otal disclosure, use, exhibition or other means being obvious Io a parson skilled it the art
“P*  document published prior to the international filing date but later than  “&™  document mentber of the same patent family

the priofity date claimed

Date of the actual completion of the international search Date of mailing of the international search report
e

02 Navember 2022 JAN 3 0 2[] &j

Name and mailing address of the ISA/US Authorized officer

Mall Stop PCT, Attn: ISA/US, Commissioner for Patents Kari Rodriquez.

P.0O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No, 571-273-8300 Telephone No. PCT Helpdesk: 571-272-4300

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

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Second Invention
X Nevurap Inc,, "A Multiple Ascending Dose Study of Safety and Pharmacokinetics of NP10679 in | 1-2, 45
<1 Normal Haealthy Valuntaers", National Library of Medicine, 04 November 2019 (04.11.2048),
pages 1-B, entfre document, especially page 2, para 2 ,
AP “Pubchem CID 162823707", Create date: 16 Fabruary 2022 (16,02,2022), el:ﬂlre document, 12,45
| espacially page1, Synanyms; page 2, compound listed
A US 2011/0160223 A1 (Dingledine et al.), 30 June 2011 (30.06.2011), entire documant, 1-2, 4-5
especially para[0023]; Tables 1, 7
A US 2014/0031383 A1 (Liotta et &l.),30 January 2014 (30.01.2014), entlre document, especially | 1-2, 45
pera[0002], [0026]H0030); Tabla 7
A Us 2006/0198864 A1 (Traynelis et al.}, 07 September 2006 {07.09.20086), antira document, 1.2, 45
especially para[D046]-[0058], [0055]-[0060], [0080], [0153], [0218), [0236]
A US 2004/0054013 A1 (Tal ot al.}, 18 March 2004 (18,03.2004), entire documant, espacially 1-2,4-5
para[0019}-/0024]
A US 2006/0241121 A1 {Greenlee et al.}, 26 October 2006 (28.10.2008), entire document, 1-2,4-5

especially para[0114{-[0120], [0266]

Famm PCT/ISA/210 (continuation of second sheet) (July 2022)
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3. Claims Nos.: 9-29
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-—gee supplemental box—-

L D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
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2. [ ] As all searctiable claims coutd be scarched withont effort justifying additiatal fees, this Autiority did not invite payment of
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3 E As only some of the required additional search fees were timely paid by the applicant, this international search repost covers
only those ¢laims for which fees were paid, specifically claims Nos.:

12, 4-5
4. No required additional search fees were timely paid by mcugglmmt Consequently, 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

paymeant of a protest foe,

I:' The additional search fees were accompanied by the applicant’s protest but the apphcublc protest
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Group I+: Claims 1-8 are directed ta a compound having having & structure of Formula | as seen in instant claim 1. Claim 1 will be
saarchad to the extent that it ancompasses the first spacies of dlaim 1, represented by a compound wherein R1 is chosen from the first
structure listed as seen in Instant claim 1; R2 is H; R3is H. It Is belleved that claims 1, 4, and 6-8 read on this first named Invention, and
thus these claims will be searched without fee. This flrst narmed invention has been selected based on the guidarice set forth in section
10.54 of the PCT International Ssarch and Preliminary Examinaflon Guidelines, Applicant iz Invited 1o slect additional compaunds of
claim 1, wharein each additional compound elected will require one additional invention fee, Applicants must specify the daims that
encompass any additionally elactad compound, Applicants must further indicate, if applicatle, the claims which encompass the fivst
named Invention, If ditferent than what was indicated above for this group. Faflure ta clearly identify how any paid additional invention
fess are to be applied to the "+ group{s) will result in only the first claimed Invenfion to be searched. Additionally, an exemplary election
whereln different actual variables are selacted is suggested. An exemplary election would be a compound of formula | wherein R1 is
chosen from the first structure llsted as seen in instant clalm 1; R2 Is methyl; R3 is H (i.e, claims 1, 6-7).

The group of inventions lsted above do not relata to a single general inventive concapt under PCT Rula 13.1 becauss, under PCT Rula
13.2, they lack the same or comesponding speclal technical features for the following reasans:

Special Technical Faatures:

Each invention In Group I+ includes the technical feature of & unigue compound of famula 1, which Is not required by any other invention
of Group . B

Commeaon Technical Features;

The inventions of Groups |+ share the technical feature of a compound of formula 1.

These shared %echnical featuras, however, do net provide a cantribution aver the prior art as baing enticipated by a document entitled
"Pubchem CID 67248063 {hereinaiter 'Pubchen-063"), Pubichem-063 teaches a compound of formula | as seen In Instant elaim 1
whereln R1 Is the first structure listed; R2 Is H; R3 is H {swe page 2, compound listed).

As sald compaund was known in the art at the time-of the invention, these cannot be cansidered special technical features that would
otheswlse unify the inventions of Groups 1+, The Inventions of Group i+ thus lack unity under PCT Rule 13.

Nate:
Clalms 9-29 are unsearchable because they are dependent claitms and are not drafted in accordance with the second and third
sentences of Rule 6.4(a). .
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