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Oo0oao
=2

#HE SN f= ACR mg/mmol | A C B D E F Y Heqa] T 15 N

RART)—=1 ND 128 | ND 160 | ND ND

ROYy—=y 228 44 486 | 579 | ND 308

1 BB /0 R 259 58 580 | 224 | 424 | 293 306.4 | 249.6 6

4 HH 218 21 264 | 279 | 418 | 152 226.3 | 174.0 6

71 BB/0 R 233 22 249 | 322 1533 |94 2421 164.9 6

1088 228 35 253 | 648 | 625 | ND

14HE 175 30 343 | 286 | 264 | 184 213.8 | 171.4 6

15 B B #iE 144 44 325 328 | 327 | 720 314.6 | 232.4

16 B B #iH 143 26 329 | ND 277 | 235

17 B B #iE 115 32 263 | 586 | 475 | 475 324.2 | 224.2 6

21 B B & 140 23 373 | 564 | 257 | 348 284.0 | 197.9 6

J+xO0—7vJF2488 | 138 32 469 | 282 | 303 | 279 250.6 | 191.6 6

J+xa—7v 72888 | 132 47 381 577 | 307 | 253 282.6 | 217.5 6

J+0—7vF35HE | 160 ND ND 398 | ND 168

JAAO—7v 74988 | 147 20 140 | 636 | 327 | 564 305.6 | 191.1 6
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ooon
&3
FR Ba ng/mL A C B D E F Ty | EEES N
Ao)—21 ND ND ND ND ND ND
Ay )= 28.3 0.12 | 348 |84.4 | ND ND
1 BE/0 B8 471 0.30 | 793 |14.2 | 252 14.9 | 197 38.1 6
48E 14.7 0.08 | 158 | 4.4 129 5.1 52 9.1 6
188 /0 BiH 11.6 0.21 | 149 |24 142 2.1 51 1.9 6
108 E 8.6 0.08 |53 1.8 106 2.1 28 5.0 6
148EH ND 0.09 | 238 | 4.1 41 9.8
15 B B # 11.9 0.15 209 |8.4 11 2.8 41 6.8 6
16 B B #hR 17.4 0.15 | 318 | ND 20 2.2
17 B B#iR 21.2 0.13 | 164 | 5.0 47 6.9 41 9.5 6
21 H B #RE 79.8 0.49 | 129 | 18.6 | 42 6.6 46 17.2 6
J+0—7wv 2488 | 115.3 |0.14 | 251 |28.7 | 156 2.2 92 18.4 6
J+0—7wvJ288HE [100.8 |0.62 | 175 |30.0 | 234 2.8 90 24.5 6
748—7v 7 35 HB | ND ND ND ND ND ND
740—7vJ49HEB | 16.5 0.16 | 1727 9.4 207 4.4 | 334 21.2 6

gooodaad
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ooon

x4

Ba/Cr ug/mmol A c B D E F Ty | #AEIEY N
AR y—=21 ND ND ND ND ND ND

Ay Y= 3.4 0.065 | 47.1 | 11.1 | ND ND

1 B B/0 B5FE 5.7 0.168 | 129. | 2.5 14.2 17.6 |26.7 b7 6

9

488 1.8 0.040 | 12.4 | 1.0 |6.2 1.2 3.8 1.4 6
1 BEB/0 B 1.8 0.056 | 10.2 | 2.1 9.2 0.5 4.0 1.5 6
1088 1.4 0.053 7.0 1.8 8.0 ND

1488 ND 0.068 | 14.2 | 1.3 1.8 1.1

15 B B#iRE 1.6 0.099 | 19.0 | 2.0 1.2 0.5 | 4.1 1.2 6
16 B B i#niE 2.3 0.078 | 25.2 | ND 2.0 0.6

17 H B#RE 2.1 0.058 | 14.5 | 1.7 6.0 0.7 | 4.2 1.6 6
21 HE#HRE 9.2 0.175115.9 | 4.4 b5 0.5 6.0 2.6 6
JA0—7wv 72488 |11.5 0.075 | 41.1 [ 4.2 125 10.4 | 11.6 3.0 6
J+0—7v728HE | 10.2 0.213 | 24.6 | 6.2 141 /0.6 9.3 3.8 6
J+0—7v 73 HEB | ND ND ND ND ND ND

J+0—7v749HE |38 0.036 | 108. | 2.4 13.1 | 8.2 |22.6 3.9 6
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oo0oa
%5
Ba/ALB ng/mg A C B D E F Tty #MEy (N
RO y—=21 ND ND ND ND ND ND
RO y—=y 15.0 1.5 97 19.2 | ND ND
1 BB /0 B 22.1 2.9 225 110.9 |33.5 |25.9|534 22.6 6
4 HH 8.4 1.5 47 3.5 14.7 |7.6 |13.8 1.8 6
71 BB /0 EHE 1.5 2.6 4 6.5 17.3 | 5.7 |13.4 8.9 6
10 B B 6.1 1.5 28 2.8 12.8 | ND
14 A B ND 2.2 54 4.6 6.9 5.8
15 BB &R 11.4 2.2 58 4.3 3.6 0.6 |13.4 4.9 6
16 BE#E 16.3 3.0 ) ND 1.2 2.6
17 B Bi#hiE 18.6 1.8 55 2.9 127 | 1.6 |15.4 6.9 6
21 B B &R 65.5 1.5 43 7.8 21.6 | 1.5 | 245 13.2 6
JAa—7vJ248HE |83.3 2.3 87 14.9 | 41.2 | 1.5 |38.5 15.7 6
J4x0—F7w 2888 | 71.1 4.5 65 10.8 | 46.1 2.5 | 34.3 17.4 6
J40—7vJ3HE |ND ND ND ND ND ND
J+0—7F7wF49HEB | 26.5 1.7 111 3.8 40.0 | 14.5 | 143.0 | 20.7 6
Ooo0oo00oao
oooao
% 6
EEXE Ho7ILA1 HoFIL2 Ho7FIL3
(uBa (ng/ml)) (uBa (ng/ml)) (uBa (ng/ml))
1 2.76 3.05 3.32
2 <LLOQ <LLOQ <LLOQ
3 <LLOQ <LLOQ <LLOQ
Oo0ooo00oao
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R sC5b-9 ng/mL A C B D E F Ty fIFy | N
RO )—=21 ND 57.4 | ND ND ND | ND

R V—=2 76.3 | 32.1 2598 | 148.7 |[ND | ND

1 BR&REGH 81.2 | 21.5 | 5280 | 28.1 959 | 348 | 1120 210 6
4BA8 84.2 | <8.8 | 2139 | 18.5 |538 |43 472 94 6
1HA 70.4 | <8.8 2266 |15.8 | 484 |54 483 91 6
1088 52.0 | <8.8 | 1073 |38.9 212 | 34 231 56 6
1488 ND <8.8 4010 |12.0 | 112 |62

15 B B#iR 56.9 | <8.8 3334 |20.3 |70 |35 588 66 6

16 B B #iR 66.2 | <8.8 | 4784 | ND 42 |25

17 B B#RE 84.4 | <8.8 2693 |15.3 |74 |55 488 n 6

21 B B#iR 85.8 | 10.3 | 2469 |44.0 |97 104 | 468 99 6
J40—7vJ24HEB [ 9.0 |11.0 |398 |39.9 |18 |51 124 108 6
J+#BA—7v 72888 |79.7 [21.2 | 2376 |57.8 | 141 |65 457 113 6
J40—7v 73 HEB | ND ND ND ND ND | ND

J+#B8—7vJ49 BB |57.5 | 140 | 14132 40.3 | 217 | 180 | 2440 162 6
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sCob-9/ALB ng/mg A C B D E F T Ay | N
Ao )—=21 ND 422 ND ND ND ND

ARy )—=2 40 387 124 34 ND ND

1 BE/0 KHE 38 203 1500 | 22 127 | 120 335.0 | 125.0 6
4HAE 48 173 637 15 61 58 165.3 | 80.6 6
1 BB /0 R 46 110 624 | 43 59 147 171.5 102.8 6
108H8 317 160 563 14 26 ND

1488 ND 220 911 13 19 37

15 B Bi#R 54 131 929 10 23 8 192.6 | 48.2 6
16 B B #R 62 176 1154 | ND 15 30

17 B B#iR 14 126 907 9 20 12 191.3 | 51.5 6
21 BB #RE 10 158 821 18 50 24 190.1 16.3 6
J+#BA—7v 72488 |69 186 1380 | 21 50 34 280.8 | 92.3 6
J40—7v S 28HE | 61 154 882 21 28 57 200.5 | 80.5 6
J+#A—7v 3 HEB |ND ND ND ND ND ND

J+8—7v 49 BE |92 149 6312 | 16 42 59 1117 1123.3 6
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sC5b-9/Cr ug/mmol A C B D E F iy HAEH | N
A1) —=21 ND 52.2 | ND ND ND ND
R y—2 9.2 16.9 | 351 19.6 ND ND
1 BB/0 R 9.9 11.9 | 866 4.8 54.0|35.2 | 163.6 31.3 6
488 10.5 4.63 | 168 4.1 25.718.8 37.0 14.0 6
71 BH/0FER 10.7 2.38 | 155 14.3 31.5113.9 |38.0 17.1 6
10 BE 8.4 5.50 | 143 8.9 16.1 | ND
14 8EH ND 6.77 | 240 3.9 5.0 |6.7
15 B B #hiE 7.8 5.87 | 303 4.8 7.5 |58 55.8 11.9 6
16 B B #hiE 8.8 4.63 | 380 ND 4.2 |70
17 B Bi#E 8.5 4.00 | 238 5.3 9.4 |59 453 11.6 6
21 BBi#E 9.9 3.67 | 305 10.5 12.7 | 8.2 58.3 15.2 6
J+rO0—7v 72488 | 9.5 6.11 | 649 5.9 15.119.5 115.8 17.8 6
J+r0—7vJ28HHE | 8.0 7.32 | 33 12.0 85 | 144 |64.2 17.6 6
J+rO0—7v 735 HEB | ND ND ND ND ND ND
J40—7v 74988 | 13.4 3.04 | 883 10.3 13.7 1 33.2 | 159.5 23.5 6
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uC3c ng/mL A C B D E F

Ao)—2 ND ND ND ND ND ND

1 HE#& G 25.4 1.6 171 8.8 159. 6 216.3

48H 15.2 1.6 369.0 5.3 137.7 63.0

1 BB 0 FfE 1.1 <1.6 289.2 <1.6 168.2 25.8

1088 9.9 <1.6 256.0 <1.6 123.2 43.9

1488 3.6 <1.6 462.7 3.7 64. 4 31.8

15 B B &R 6.8 <1.6 682. 8 3.6 39.7 24.2

16 B B &R 4.1 ND 534. 1 ND 46.8 30.0

17 BB &R 8.5 <1.6 290.8 4.8 107.0 32.4

21 HE 1.8 <1.6 513.5 5.8 4.2 64.0

24 HE 1.4 2.1 7441 5.1 89.6 34.4

28HE 15.6 <1.6 285.3 5.1 97.8 4.5

35 HE ND ND ND ND ND ND

49 08 32.8 <1.6 >1000 1.0 120.3 154.5
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US19/34210

A. CLASSIFICATION OF SUBIECT MATTER
IPC - CO7K 16/18, 16/40; AB1K 31/33, 31/395, 31/40, 31/41, 31/435, 38/365, 45/06 (2019.01}

CPC - CO7K 16/18, 16/40; A61K 31/33, 31/395, 31/40, 31/41, 31/435, 39/395, 45/06; A61P 13/12; GO1IN
33/48, 33/487, 33/4¢93, 33/50

According o [ntemationat Patent Classification (IPC) or to both national classification and IPC
B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbals)
See Search History docurnant

Documentation searched other than minimum documentation fo the extent that such documents are included in the fields searched
See Search History document

Electronic data base consulted during the intemational search (name of data base and, where practicable, search terms used)
See Search History document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Redevant to claim No.
X [WEHLING, € et al.} Manitoring of camplement activation biomarkers and eculizumab in 1-2, 3/1-2, 5-10, 75-82,
- complement-mediated renal disorders. Clinical & Experimental Immunology. February 2017, 84-88, 89/81-82, B9/84-B8
¥ Epub 25 November 2016, Vol. 187, No. 2; pages 304-315; Tille; abstract; page 305, 1stcolumn, | eceee—m o
15t paragraph; page 309, 15t column, 15t paragraph, page 310, 15t column, 1st paragraph; 4/1-2, 41-48, 49/41-48,
page 310, 1st column, 3rd paragraph; page 310, 2nd column, 2nd paragraph; page 311, 1st 50/41-48, 51/41-48,
celumn, 1st paragraph; page 312, 1st column, 3rd paragraph; page 312, 2nd column, 2nd 524142, 52/44-48,
paragraph; Figuras 2, 4; Supplementary Table 1; DOIl: 10.1111/cei.12890 53i41-48, 54/41-48,

55/41-48, 83, 85/83,
90/81-88, 91/81-82,
91/84-88, 92/81-82,
92/84-88, 118-119

Y WO 2015/021166 AZ (ALEXION PHARMACEUTICALS, INC.) 12 February 2015; page 2, 2nd | 4/1-2, 43, 49/43, 50143,
paragraph; page 5, 1st paragraph; page 31, 1st paragraph; page 31, 4th paragraph; page 32, | 51/43, 52/43, 53/43,
1st paragraph 54443, 55/43, 60-62,

63/60-62, 64/60-62, 83,
89ra3, 90/83, 91783,
92/83

Y (YUAN, X et al.) Small-molecule factor D inhibitors selactively block the altemative pathway of | 41-48, 49/41-48,
complement in paroxysmal noctumal hemoglobinuria and atypical hemolytic uremic syndrome. | 50/41-48, 51/41-42,
Haematologica. March 2017, Epub 3 November 2048, Viol. 102, No. 3; pages 466-475; abstract; | 51/44-48, 5214148,
Figure 3; DOI: 10.3324/aematal.20116,153312 53/41-4B, 54/41-48,
55/41-48, 60-62, 63/60-62

%] Further documents are listed in the continuation of Bex C. D See patent family annex.

*  Special categories of cited do 5! “T"  later document pyblished after the international filing date or priority

“A” document defining the genersl state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principte or theary underlying the invention

"D" document cited by the applicant in the international application “X"  document of particular relevance; the claimed invention cannot be

"E" earlier applicatéon or patent but published on or afier the international considered novel or cannot be considered to involve an inventive step
filing date when the document is taken atone

"L™ document which ma:‘y1 throw daubts on priority claim{s) or which “Y™ document of particular relevance; the claimed invention cannat
is cited to estahlish the publication date of aneiher citation or ather be considered Lo involve an inventive step when the document is
special reason (as specified) combined with ane or more other such decuments, such combination

“0" document referring to an oral disclosure, use, exhibition orather means being abvious to a person skilled in the an

“P" document published prior 1o the international filing date but later than  “&"  document member of the same patent family
the prioeity date claimed

Date of the actual completion of the intemational search Drate of mailing of the international search report
21 August 2019 (21.08.2019) -l 3 S E P 20']9

Mame and mailing address of the 1SAMUS Authorized officer

Mall Stop PCT, Attn: ISA/US, Commissioner for Patents Shane Thomas

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

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

Form PCT/ASA/210 (second sheet) (July 2019}
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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.
Y WG 2015/054569 A1 (VIROPHARMA HOLDINGS LIMITER} 16 April 2015; paragraphs [0012), | 64/60-62
[0032]
A (COFIELL, R et al.) Eculizumab reduces complement activation, inflammation, andothelial 1-2, 3/1.2, 411-2, 5-10,
damage, thrombosis, and renal Injury markers in aHUS. Blood. 21 May 2015, Epub 1 April 41-48, 49/41-48,
2015, Vol. 125, No. 21; pages 3253-3262; DOI: 10.1182/blood-2014-08-600411 50/41-48, 51/41-48,

52/41-48, 53/41-48,
54/41-48, 5541-48,
60-62, 63/60-62,
64/60-62, 75-88,
69/81-88, 80/81-88,
91/81-B8, 92/81-88,
118-119

A US 2017/0202821 A1 (CHEMOCENTRYX, INC.) 20 Juty 2017; entire document 1.2, 312, 411-2, 510,
41-48, 49/41-48,
50/41-4B, 51/41-48,
52/41-48, 53/41-48,
54/41-48, 55/41-48,
60-62, 6A/BD-62,
B4/60-62, 75-88,
89/81-88, 90/81-88,
91/81-88, 92/81-88,
1181189

A WO 2018/028722 A1 {OMEROS CORPORATION et al.} 8 February 2018; entire document 1-2, 3A1-2, 41-2, 510,
41.48, 49/45-48,
50/41-48, 51/41-48,
52/41-48, 53/41-48,
54/41-48, 55/41-48,
60-52, 53/60-62,
64/60-62, 75-86,
89/81-88, 90/81-38,
91/81-88, 52/81-88,
118-119

P, X WO 2015/070714 A1 (ALEXION PHARMAGEUTICALS, INC.} 11 April 2019; entiro document | 1-2, 3/1-2, 4/1-2, 5-10,
41-48, 4874148,
50/41-48, 51/41-48,
52141-48, 53/41-48,
54/41-48, 554148,
60-62, 63/60-62,
64/60-52, 75-88,
£9/81-88, 90/81-88,
91/81-88, 92/81-88,
118119

Fonn PCT/ISA/210 (continuation of second sheet) (July 2019)
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Box No, II Observations where certain ¢laims were found unsearchable (Continuation ol item 2 of first sheet)

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

L 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 that do not comply with the prescribed requirements o such an
extent that no meaningful international search can be carried out, specifically:

3. Claims Nos.: 11-40, 56-50, 85-74, 93-117
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(2).

Box No. 111 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:

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

2 I:I As all searchable claims could be searched without effort justifying additienal fees, this Authority did not invite payment of
additional 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. D Mo required additional search fees were timely paid by the applicant. Consequently, this intemnational search repot 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 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/ISA/218 {continuation of first sheet {2)) (July 2019)
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