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ooano

#3: BB L0MmE LTC O

BH (umol/L) IZ39 % LBC (umol/L) D3 (%)
R WD xF&. BLii Dk
BRI R B # WD (%)X %
W 201 3480 (n=16) | 32.79 (n=9) 3
W% 203 3433 (n=6) | 23.99 (n= 40) i
WF 104° i i 48 (n=48)
W% 106° ; ; 6.4 (n = 24)
W% 301° 353 (n=35) | 29.9 (n=164) i
W% 108° i i 37 (n=17)
B i i 12.5 (n = 248)
EEaz] 35.06 (n=57) | 28.91 (n=213) 10.52 (n = 337)
i pH 5.3-76.5 1.7-96.3 2.0-33.96

THEFE 1041, BC-TTM # DR F O A 7R WA P EZ T2z HIYEL 2.
MFEFES 2019-000516-28 D FIC EudraCT iI&FINE | HERKRBTHS. I,

PDFRRTEBROEOCKFNFEZERLTREINE, 1 (SD): 4.81 (1.968);
fYLfl (IQR): 4.45 (1.61); Q1. Q3: 3.52. 5.14; &/b. BKk: 2.9, 3.8; KU 95%
CI: (4.24. 5.38)

b X, PLFISRT EBRAROHIMFE2HERLTREGINEZ. 8 (SD): 6.37
(2.380); W (IQR): 5.84 (2.02); Q1. Q3: 4.92. 6.94; /M. HK: 3.2, 14.6;
KU 95% CI: (5.37. 7.38).

CHFFE301IX. 12 LDT VIR EE N RIC, EERBEE LT 48 BHE RS X
NZEBC-TTM OB R ENZFHIMTHEE2HMELE, FFEES NCT03403205
DO FBFINE 3 HEIRNETHS.

I % 1081, BC-TTM # 5ICH<BEOHFNT L Az M THEE2HWELE, HES
5 NCT04594252 O FICBEHINEE | HERMETHS.

© flHIE. LFICRTEBRNEOKINEEZZERNL CTREBSINE.
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(%)

i 7

ILHEFE (%)

2.5hE 97.5p%
N—ty | nN—tr
Y1V | IVl

90% CI

ITPN
(%)

97.5h%
n—t>
A VAl

2.50r
n—tr
IV

/D
(%)

EXNR

248| 12.54

6.683

0.424

2.95(45.34

g i

122| 10.03

5.208

0.472

2.95125.88| 3.50 22.65 2.95-4.00 |21.66 - 25.88

DA

14.97

7.066

0.629

3.66|45.34| 6.73 33.96 3.66-822 |31.00 - 45.34
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#5. ICP-MSFH—r Y2 T S5— RO IELML"
F—bH¥2 7T 5—SPS4

Sk i 10 #. R 7 HEE 0.3 rps LEEYUS

W | 45 B. o THEIE 03 ps 5% HNO3/H,0 (V/v)
Wik 2 45 8. BT #EE 0.3 rps 5% HNO3/H20 (v/v)
%l 3 60 B, o THEIE 0.3 ps 0.1% HNOs/H,0 (v/v)
YT IVEA 308, RT#EE 0.5 rpm

REL 35 B, R THE 0.1 rps

FHFERBLOSEZRELL. FEBUERZRMUICATERN,
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#£6. ICP-MS&&H™

ICP E &5 Et Agilent 8900
3T IAF— RO A27O3IANRT 51 ¥ —
ATV —F 2 N—RE 4°C
BIEE—F MSMS He HAE—FR
INTA—5
RF HiJ1(W) 1550
G TUL T GEE (mm) | 10
TSAR *TFAF—AAL/min) | 1.04
FTIAF =R (rps) | 0.10
AA2 77T H A(L/min) 0
He #i# (mL/min) 5.1
L OctP N7 A(V) -18
OctP RF (V) 180
IRIVF—ER(V) 0
o N7 A(V) -120
0 LU A(V) 0
Ly X TVAOV) 240
BV O (V) 250
HEIR%) -9.0
Cu 63 0.99 B
Pk Rh 103 (IS) 0.1 B

UHEROREEZFBELOSEEZRBILL T XN,
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£7 2 AOEEADSOENIFILAANY Vi HE R I E RO LBC #EOH &

5 £l | I LBC Mt LBC ¥ LBC 7%=

(ng/mL) (ng/mL) (ng/mL)

ik 61 68.85 53.63 61.24337721 15.2

1k 51 66.47 60.18 63.32487069 6.3

i i 42 85.02 67.29 76.15334185 17.7

Lig 36 115.46 110.28 112.87322 5.2

g3 32 64.07 54.94 59.50668676 9.1

g s 24 95.79 76.45 86.12126963 19.3

B 22 80.55 72.05 76.3015398 8.5

B 56 68.10 56.72 62.4111332 11.4

B 54 75.54 73.44 74.49290634 2.1

B 50 64.25 55.58 59.91582146 8.7

B 65 81.25 78.65 79.94799549 2.6

B 35 76.12 63.56 69.84297349 12.6

B 60 47.21 78.80 63.004 -31.6

B 1k 48 46.50 58.92 52.708 -12.4

B 37 38.42 44.32 41.3695 -5.9

B 42 37.31 39.02 38.161 -1.7

B 66 51.40 43.01 47.2005 8.4

B 62 43.88 43.89 43.8835 0.0

B 41 47.47 50.15 48.8095 -2.7

B 59 47.42 77.02 62.2205 -29.6

B 72 46.88 49.04 47.961 -2.2

B 38 41.25 51.98 46.6155 -10.7

B 56 83.41 60.69 72.0485 22,7
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gooogoao
5 £ | i LBC i LBC 4 LBC 7%=
(ng/mL) (ng/mL) (ng/mL)
Bk 31 53.82 59.10 56.4565 -5.3
B 58 39.40 41.77 40.583 -2.4
Bk 45 54.36 99.04 76.703 -44.7
B 52 46.78 54.58 50.6825 -7.8
1k 62 40.49 42.37 41.431 -1.9
B 18 43.04 40.75 41.895 2.3
Bk 38 58.24 44.50 51.37 13.7
B 75 66.84 51.50 59.1695 15.3
1k 55 72.68 53.95 63.314 18.7
B 63 111.98 57.99 84.984 54.0
91k 62 111.75 75.05 93.398 36.7
B 56 84.75 46.44 65.5905 38.3
B 65 89.03 64.24 76.6355 24.8
Bk 44 91.45 61.18 76.314 30.3
B 67 91.81 72.59 82.196 19.2
1k 43 73.27 55.51 64.3895 17.8
9 64 66.54 48.04 57.2905 18.5
1k 61 86.22 51.24 68.7295 35.0
B 38 101.02 72.12 86.569 28.9
B 58 76.65 43.75 60.199 32.9
Fah i 60 88.03 64.11 76.068 23.9
B 55 78.99 79.26 79.1245 -0.3
B 38 66.25 53.33 59.7865 12.9
B 58 73.83 63.41 68.6195 10.4
Bk 36 136.01 72.15 104.084 63.9
91k 49 82.67 58.81 70.7415 23.9
Bk 23 53.13 55.11 54.124 -2.0
B 34 51.84 38.90 45.371 12.9
Bk 55 48.47 45.96 47.2105 2.5
FEXIFE | 10.1
SD | 19.3
a|0.05
95% LOA FI | -27.7
95% LOA EFR | 47.9
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Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

Claims Nos.:
because they relate 1o parts of the international application that do not comply with the prescribed requiremenis 1o such
an extent that no meaningful international search can be carried out, specifically:

Claims Nos.:
because they are dependent claims and ars not drafted in accordance with the second and third sentences of Rule €.4(a).

Box No.

Il Cbservations where unity of invention is lacking {Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this intemational application, as follows:

2 [¥

]

see additional sheet

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

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

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.:

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

Remark on Protest The additional search fees were accompanied by ihe applicant's protest and, where applicable, the

payment of a protest fee.
The additional search fees were accompanied 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/ASA/210 (continuation of first sheet (2)) (April 2005}
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International Application No. PCT/us2021 j059239

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This Internatlonal Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-74

A method for treating a copper metabolism—associated disease
or disorder in a subject, the method comprising:

determining a concentration of total copper and a
concentration of labile-bound copper (LBC) in the subject's
biological sample;

determining the ratio of LBC to total copper in the
subject's biological sample; and administering to the
subject a therapeutically effective amount of bis-choline
tetrathiomolybdate when the ratio of LBC to total copper in
the subject's bioclogical sample is > between 0.21 and 0.27.

1.1. claims: 17-26

A method of diagnosing a copper metabolism—asscociated
disease or disorder in a subject, the method comprising:
determining a concentration of total copper and a
concentratien of LBC in the subject's

biological sample;

determining the ratlo of LBC to total copper in the
subject's biological sample; and

diagnosing the subject with a copper metabolism-asscclated
digease or discorder if the

ratio of LBC to total copper in the subject's blological
sample is > between 0.21 and 0.27

1.2, c¢laims: 27-40

A method of identifying a subject as suited for treatment
with bis-chellne tetrathiomolybdate, the method comprising:
determining a concentration of total copper and a
concentration of labhile-bound ¢opper (LBC) in the subject's
biological sample; determining the ratio of LBC to total
copper 1in the subject's blological sample; ldentifying the
subject as suited for treatment with bis—-chcline
tatrathlomolybdate whan the ratle of LBC to total eopper in
the subject's bioclogical sample is -L between 0.21 and
0.27,and opticnally administering a therapeutically
effective amount of bis-choline tetrathiomolybdate to the

subject identified as suited for treatmant with bls-choline
tetrathiomolybdate.

1.3. claims: 41-49

A method for treating a copper metabolism—associated disease
or disorder in a subject, the method comprising:

determining a concentration of total copper and a
concentration of directly maasured non—ceruloplasmin—bound
copper (dNCC) in the subject's biclogical sample;
datermining the ratio of dANCC to total copper in tha
subject's biological sample; and administering to the
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International Application No. PCT/us2021 j059239

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

subject a therapeutically effective amount of bils-choline
tetrathiomolybdate when the ratio of dNCC to total copper in
the subject's blcoclogical sample is > betwaen 0.245 and
0.295.

claims: 50-60

A method of diagnosing a copper metabolism—associated
digease or disorder in a subject, the method comprising:
determining a concentration of total copper and a
concentration of ANCC in the subject's biclogical sample;
determining the ratio of dNCC to total copper in the
subject's biological sample; and diagnosing the subject with
a copper metabolism-asscciated disease or disorder if the
ratio of dNCC to total copper in the subject's bioclogical
sample is L between 0.245 and 0.295.

claims: 61-74

A method of diagnosing a copper metabolism—assocliated
disease or discorder in a subject, the method comprising:
detarmining a concentration of total coppar and a
concentration of dANCC in the subject's biclcogical sample;
determining the ratlo of 4NCC tc total copper in the
subject's biological sample; and diagnosing the subjeect with
a copper metabolism-asscciated disease or disorder A1f the
ratio of dNCC to total copper in the subject’'s bioclogical
sample 1s L between 0.245 and 0.295.
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