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HET AR seq 1 MRLLAKIICLMLWAICVAEDCNELPPRRNTEILTGSWSDQTYPEGTQAIY 50 HEF AR seq 600 GFTTVGPNSVQCYHFGLSPOLPICKEQVQSCGPPPELLNGNVKEKTKESY 649
CFHRL AR seq. 1 0 CFHR1 RA s3q. 139 --- R - - -- - ... 138
CHFR3 AR seg. 1 0 CHFR3 AA seq. 140 139
HET AA seq 51 KCRPGYRSLGNVIMVCRKGEWVALNPLRXCQKRPCGHPGDTPFGTFTLTG 100 ZE:RM seq 5;8 699
CFER1 RA seq. 1 0 1 AA seq 1 138
CHFR3 AA seg. 1 0 CHFR3 AA s2q. 140 139
HE® AA seq 101 GNVFEYGVKAVYTCNEGYQLLGEINYRECDTDGWTNDIPICEVVKCLPVT 150 HRF AR seq 780 749
CFER1 AA seq. 0 CFHRL hA seq. 139 138
CHFR3 AA seq. 1 0 CHFR3 AA seq. 140 139
HEF RA seq 151 APENGKIVSSAMEPDREYHFGQAVRFVCNSGYKIESGDEEMHCSDDGFWSK 200 :E;?AAASQCI Zig LKﬁgégiNLIILEEHLK-NKKEFDHNSNIRYRCRGKEGWIHTVCINGRWDP Zzg
CFHR1 AR seq. B VWLL 4 seq. - - - - z i N N -
CHFR3 AA seq. N MLLL 4 CHFR3 AA seq. 140 --RCIR 143
HEF AR seq EKPKCVEISCKSPDVINGSPISQXIIYXENERFQYKCNMGYEYSERGDAV 250 HEF AR seq 849
CFHR1 AR seq. vs- - - - R ) CFHR1 AA seq. 143
CHFR3 AA seq. N - 1s CHFR3 AA seq. 143
HA® AA seq EKSCDNPYIPNGDYSPLRIKHRTGDEITYQCRNGFY? 300 HEF AR seq 850 899
CFHR1 AA seq. - - - -~ -VGGEATF - —-- 22 CFHR1 DA seq. 1e4 143
CHFR3 AA scq. - ANGQVKP- - 22 CHFR3 AA scq. 144 143
HEF AA seq 301 ATRGNTAKCTSTGWIRAPRCTLKPCDY?DIKHGGLYHENMRRPYFPVAVG 350 gE:RfAA;eq igg iz?
CFHR1 AA seq. 23 --- - --CDFPKINHGILYDEEKYKPFSQVPTG 43 CHFRI 2R seq. Tad 14;
CHFR2 AA seq. 23 --- - -CDFPDIKHGGLFHENMRRPYFPVAVG 48 sed.
HEF AA seq 351 KYYSYYCDEHFETPSGSYWDHIHCTQDGWSPAVPCLRKCYFPYLENGYNG 400 HRF AR seq 950 999
CFHR1 AA seq. 19 EVFYYSCEYNFVSPSKSFWTRITCTEEGWSPTPKCLRLCFFPFVENGHSE 98 CFHR1 AA seq. 144 143
CHFR3 AA seq. 49 KYYSYYCDEHFETPSGSYWDYIHCTQNGWSPAVPCLRKCYFPYLENGYNG 98 CHFRI AA seq. 144 143
e
HROF AR seq 401 NHGRKFVQGXSIDVACHPGYALPKA-QTTVTCMENGWSPTPRCIRVKTCS 449 "f*RAA seq 1000 1049
CFHRL AA seq. 99 SSGQTHLEGDTVQLICNTGYRLQNN-ENNISCVERGWSTPP- - --- 138 gH?R; : seq. i‘rg
CHFR3 AR seq. 59 - 139 seq. s
HEF A se HEF AA soq 105¢ NPPTVQNAYIVSRQMSKYPSGERVRYQCRSPYEMFGDEE- - VMCLNGNW 1096
CRRRL R CFHR1 AR seq. 149 NPPTVQNAYIVSRQMSKYPSGERVRYQCRSPYEMFGDEE- - - UMCLNGNW 195
a- CHFR3 AA seq. 145 KSDIEIENGFISESSSIYILNKEIQYKCKPGYATADGNSSGSITCLRNGW 198
CHFR3 AR seq. : R T
SE}TR,‘MA:Z“L HEF BA seq 1097 TEPPQCKDSTGKCGPPPPIDNGDITSFPLSVYAPASSVEYQCQNLYQLEG 1146
Shrns e ok CFHRL AA seq. 196 TEPPQCKDSTGKCGPPPPIDNGDITSFPLSVYAPASSVEYQCONLYQLEG 245
a- CHFR3 AR seq. 199 SAQPICINSSEKCGPPPPISNGDTTSFLLKVYVPQSRVEYQCQSYYELQG 248
X kL RRrARkEA KAE AR K KE K K RKKEAX K oA
HEF AR seq HEF AA 1147 NKRITCRNGQWSEPPKCLHPCVISREIMENYI ¥ 3
CFHR: AA seq seq O NYNIALRWTAKQKLYSRTGES 1156
CRHRS AD . CFHRL AA seq. 246 NKRITCRNGQWSEPPKCLHPCVISREIMENYNIALRWTAKQKLYLRTGES 235
seq. CHFR3 AR seq. 249 SKYVT EPRCIHPCIITEENMNKNNIKLKGRSDRKYYAKTGDT 238
P PO G M
HEF AA seq 1197 VCKRGYRLSSRSETLRTTCWDGKLEYPTCAKR 1231
CFHRL AR seq. 296 ATFVCKRGYRLSSRSHTLRTTCWDGKLEYPTCAKR 330
CHFR3 AA seq. 299 IZFMCKLGYNANTSILSFQAVCREGIVEYPRCR 331
HEF mRNA 1 ATGAGACTTCTAGCARAGATTATTTGCCTTATGTTATGGGCTATTTGTGT 50 HEF mRNA $51 TTGAAGGAGATGAAGARATGCATTGTTCAGACGATGGTTTTTGGAGTAAR 600
CFHR1 mRNA . 1 0 CFHR1 RRNA . 1 0
CFHR3 mRNA 1 0 CFHR3 ©RNA 1 0
HEF mRNA 51 AGCAGAAGATTGCAATGAACTTCCTCCAAGAAGARATACAGAAATTCTGA 100 HEF mRNA 601 GAGAAACCAAAGTGTGTGGAAATTTCATGCAAATCCCCAGATGTTATARA 650
CFHR1 mRNA . 1 0 CFHR1 mRNA . 1 0
CFHR3 mRNA 1 [ CFHR3 mRNA 1 0
HRAF mRNA 101 CAGGTTCCTGGTCTGACCAARACATATCCAGAAGGCACCCAGGCTATCTAT 150 HRF mRNA TGGATCTCCTATATCTCAGARGATTATTTATAAGGAGAATGAACGATTTC 700
CFHRL mRNA . 1 : CFHR1 mRNA 0
CFHR3 WRNA 1 ¢ CFHR3 mRNA 0

151 ARRTGCCGCCCTGGATATAGATCTCTTGGARATGTAATAATGGTATGCAG 200 HEF mRNA 701 AATATARATGTAACATGGGTTATGAATACAGTGARAGAGGAGATGCTGTA 750

1 0 CFHR1 mRNA . 1 0

1 0 CFHR3 mRNA 1 [}

HEF mRNA 201 GAAGGGAGAATGGGTTGCTCTTAATCCATTAAGGAARTGTCAGAARAGGC 25C HEIF MRNA 751 TGCATTSAATCTGGATGGCGTCCGTTGCCTTCATGTGARGAARRATCATG 800
CFHR1 mRNA . 1 0 CFHR2 mRFA . 1 [
CFHR3 mRNA 1 o CFHR3 mREA 1 0
HEF MRNA 251 CCTGTGGACATCCTGGAGATACTCCTTTTGETACTTTTACCCTTACAGGA 300 HEF mRNA 801 TGATAATCCTTATATTCCARATGGTGACTACTCACCTTTAAGGATTAAAC 850
CFHR1 mRNA . 1 0 CFHR: mREA . 1 0
CFHR3 mRNA 1 0 CFHR3 mRKA 1 0
HAF TWRNA 301 GGRAATGTGTTTGAATATGGTGTAAAAGCTGTGTATACATGTAATGAGESE 350 HEF mRKA 851 ACAGARCTGGAGATGARATCACGTACCAGTGTAGAAATGGTTTITATCCT 900
CFHR1 mRNA . 1 0 CFlRL mRNA 1 0
CFHR3 mRNA 1 0 CFHR3 mRNA 1 0
HEIF mRKA 351 GTATCAATTGCTAGGTGAGATTAATTACCGTGAATGTGACACAGATGGAT 400 HEF mRNA 901 GCARCCCGGGGAAATACAGCCARATGCACAAGTACTGGCTGGATACCTGC 950
CPER1 mRNA . 1 0 CFHR1 mRNA . 1 °
CFHR3 mRNA 1 9 CFHR3 mRNA 1 3
HBF mRNA 401 GGACCAATGATATTCCTATATGTGAAGTTGTGAAGTGTTTACCAGTGACA 450 HEF RNA 951 TCCGRGATGTACCTTGAAACCTTGTGATTATCCAGACATTARACATGGAG 1003
CFHR1 mRNA . 1 ¢ CFHR1 mXNA 1 0
CFHR3 mRNA 1 o CFHR3 mxNA 1 0
HEIF CRIA 451 GCACCAGAGAATGGAAMMATTGTCAGTAGIGCAATGGAACCAGATCGGEA 530 HEF mRNA 1001 GTCTATATCATGAGARTATGCGTAGACCATACTTTCCAGTAGCTGTAGGA 1050
CFER1 maNA . 1 0 CFHR1 mRNA . 1 0
CFHR3 mRNA 1 0 CFHR3 mRNA 1 [
HEF mRNA 501 ATACCATTTTGGACAAGCAGTACGGTT IGTATGTAACTCAGGCTACAAGA 550 HEF wRNA 1051 ABRATATTACTCCTAT TACTGTGATGARCATTTTGAGACTCCGTCAGGARG 1100
CFHR1 mRNA . 1 0 CFHR1 mRNA . 1 0

CFHR3 mREA 1 0 CFHR3 maNA 1 0
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HEF mRNA 1101 TTACTGGGATCACATTCATTGCACACAAGATGGATGGTCGCCAGCAGTAC 1150 HRF wRNA 1651 ATAGTGTGTGGTTACAATGGTTGGTCTGATTTACCCATATGTTATGARAG 1700
CFHR1 mRNA . 1 [ CFHRL mRNA . 1 o
CFHR3 mRNA 1 4 CFER3 mRNA 1 S
HAF mRNA 1151 CATGCCTCAGAARATGTTATTTTCCTTATT TGGAARATGGATATARTCAA 1200 7 MRNA 1701 AGAATGCGAACTTCCTAARATAGATGTACACTTAGTTCCTGATCGCARGA 1750
CFHR1 mRNA . 1 [ CFER1 mRNA . 1 0
CFHR3 mRNA 1 0 CFER3 mRNA 1 0
HRFE mMRNA 1201 AATCATGGAAGAAAGTTTGTACAGEGTAMATCTATAGACGTTGCCTGCCA 1250 HE% mRNA 1751 AAGACCAGTAT; TT GGTGTTGAAATTCTCCTGCARACCAGGA 1800
CFHR1 mRNA . 1 0 CFHR1 mRNA . 1 a
CFHR3 rRNA 1 0 CFHR3 mRNA 1 a
HRF WRNA 1251 TCCTGGCTACGCTCTTCCARAAGCGCAGACCACAGTTACATGTATGGAGA 1300 HOF mRNA 1801 TTTACAATAGTTGGACCTAATTCCGTTCAGTSCTACCACTTTGGATIGTC 1650
CFHR1 mRNA . 0 CFHR1 mRNA . 1 0
CEHR3 mRNA 1 [ CFHR3 mRNA 1 0
HEF mRNA 1301 ATGGCTGGTCTCCTACTCCCAGATGCATCCGTGTCAARACATGTTCCAAA 1350 HAF mRNA 1851 TCCTGACCTCCCAATATGTAAAGAGCAAGTACAATCATGTGGTCCACCTC 1900
CFHR1 mRUIA . 1 0 CFHR1 mRNA . L 0
CFHR3 mRNA 1 o CFHR3 mRNA 1 0
HAF MRNA 1351 TCARAGTATAGATATTGAGAATGGGTTTATTTCTGAATCTCAGTATACATA 1400 HXF mRNA 1901 CTGAACTCCTCAATGGGAATGTTAAGGAAAAAACGAAAGAAGAATATGGA 1950
CFHR1 mRNA . 1 il CFHR1 mRNA . 1 0
CFHR3 mRNA 1 0 CFHR3 mRNA 1 0
HEF =RNA 1401 UGCCTTAAAAGAAARAGCGARATATCAATGCARRCTAGGATATGTARCAG 1450 HEF mRNA 1951 CACAGTGRAGTGGTGGAATATTATTGCAATCCTAGATTTCTAATGAAGGE 2000
CFHR1 MRNA . 1 c CFHR1 mRNA . 1 0
CPHR3 mRNA 1 ¢ CFHR3 mRNA 1 0
HRF WRNA 1451 CAGATGGTGAAACATCAGGATCAATTAGATGTGGGARAGATGGATGGTCA 1500 HRZ mRNA 2001 ACCTAATARAATTCAATGTCTTGATGGAGAGTGGACAACTTTACCACTGT 2050
CFHR1 mRNA . 1 0 CFHR1 mRNA . 1 H
CFHR3 mRNA 1 0 CFHR3 mRNA 1 s
HAF mRNA 1501 GCTCARCCCACGTGCATTARATCTTGTGATATCCCAGTATTTATGAATCC 1550 HEF mRNA 2051 GTATTGTGGAGGAGAGTACCTGTGGAGATATACCTGAACTTGARCATGGC 210%
CFHR1 mRNA . [ CFHRL mRNA . 1 0
CFHR3 mRNA 1 0 CFHR3 wRNA 1 o
HEF mRNA 1551 CAGAACTAAARATGACTTCACATGGTTTAAGCTGAATGACACATTGGACT 1600 HEF TRNA 2101 TGGGCTCAGCTTTCTTCCCCTCCTTATTACTATGGAGATTCAGTSGAATT 2150
CFHR1 WRNA . 1 0 CFHR1 wRNA . 1 0
CFHR3 mRNA 1 0 CFHRI wRNA 1 0
HRIF RNA 1601 ATGAATGCCATGATGGTTATGAAAGCAATACTGGAAGCACCACTGETTCC 1650 HEF mRNA 2151 CAATTGCTCAGAATCATTTACAATGATTGGACACAGATCAATTACGTGTA 2200
CFHR1 mRNA . z 0 CFHR1 mRNA 1 0
CFHR3 mRNA = 0 CFHR3 mRNA 1 0
HEF mRNA 2281 TTCATGGAGTATGGACCCAACTTCCCCAGTGTGTGGCAATAGATAAACTT 2250 HEF mRNA 2751 GGGARAATGGAGTTCTCCACCTCAGTGTGAAGGCCTTCCTTGTAAATCTC 2850
CFHR1 mRNA 1 0 CFHR1 mRNA . 75 TCCAAARATAAACCATGGAATTCTATATGATGAAGAARAATATAAGCCAT 124
CFHR3 mRNA 1 0 CFHR3 mRNA 75 TCCAGACATTAAACATGGAGGTCTATTTCATGAGAATATGCGTAGACCAT 124
.k * Poe o owx ok oe o o
HEF mRNA 2251 AAGAAGTGCARATCATCAAATTTAATTATACTTGAGGAACATTTAAAAAA 2300 HEF  mRNA 2801 CI\C"TGAGATTTCTCATGGTqTTGTAGCTCACAIGICAGACAL-TTATCAG 2850
CFHR1 mRNA X 1 o CFHR1 wRNA 125 TTTCCCAGGTTCCTACAGGGGAAGTTTTCT. TTACTCC 162
CFHR3 mREA 1 0 CFHR3 mRYA 125 ACTTTCcAGTAGcTGTAGGAAAATATTAcn CTATTAC 162
e
HET mRNA 2301 CARGAAGGAATTCGATCATAATTCTAACATAAGGTACAGATGTAGAGGAA 2350 HEF  mRNA 2851 TATGGAGAAGAAGTTACGTACARATGTTTT TTTTGGAATTGATGG 2300
CFHRL mRNA . 1 0 CFHR1 mRNA . 163 TGTGAATATAATTTTGTGT- - - - CTCCTTCAAAATCATT "I 201
CFHR3 mRNA 1 0 CFHR3 mRNA 163 TGTGATGAACATTTTGAGA- - - - CTCCGTCAGGAAGTTA. 201
xoxx oA A wx PR N
HEF mINA 2351 AAGAAGGATGGATACACACAGTCTGCATAAATGGAAGATGGGATCCAGAR 2400 HRF mRNA 2901 GCCTGCAATTGCAAAATGCTTAGGAGAAARATGGTCTCACCCTCCATCAT 2950
CFHR1 wWRNA . 1 ¢ CFHR1 MRNA . 202 ACTCGCA- - - - TAACATGCACAGRAGAAGGATGGTCACCAACACCAARGT 247
CFHR3 mRNA 1 c CFHR3 mRNA 202 GATTACA- - - - TTCATTGCACACARAATGGGTGGTCACCAGCAGTACCAT 247
o wxx ok okox warka ok w o xw
HRF mRNA 2401 GTGAACTGCTCAATGGCACAAATACAATTATGCCUACCTCCACCTCAGAT 2450 HEF  MRNA 2951 GCATARAAACAGATTGTCTCAGTTTACCTAGCTTTGAARATGCCATACCC 3000
. 1 0 CFHR1 mRNA . 248 GTCT----- CAGACTGTGTTTCTTTCCTTTTATGGAAAATGGTCATTCTG 292
CFHR3 mRNA 1 0 CFHR3 mRNA 248 GTCT----- CA('AAAA'GTTATTTTCCTTATTTGGAAMTGGATA”AATC 292
PN KEwE ok x Awr ok *x
HEF mRNA 2451 TCCCAATTCTCACAATATGACAACCACACTGAATTATCGGGATGGAGAAA 2500 HEF TRVA 3001 ATGGGAGAGAAGAAGGATGTGTATAAGGCGGG - - TGAGCAAGTGACTTAC 3048
CFERL mRNA . 1 9 CFHR1 mRNA . 293 AATCTTCAGGACAAACACATCTGGAAGGTGATACTGTGCAAATTATTTGC 342
CFER3 mRNA 1 o CFHR3 TRNA 293 AAAAT"ATGGAAGM&1T*c’mCAGGGTAACTCTACAGAAGTTGCCTGC 342
N o xn * - v ox
HAF  mRNA 2501 AAGTATCTGITCT ARAATTATCTAATTCACGARGGAGAAGAA 2550 HRF  mRNA 3049 A-CITGIGCAACATATTACAAAATGGATGGAGCCAGTAATGTAACATGCA 3097
CFHRL mRNA . i 0 CFIR1 mRNA . 343 AACACAGGATACAGACTTCAAAACAATGAGRAAC-- - -AACATTTCATGTG 388
CFHR3 mRNA 1 o CFHR3 mRNA 343 CATCCTGGCTACGGTCTTCCAAAAGTCCGTCAG- ACCACAGTTACATGTA 391
v ok ArE *w ek
HRF  mRMA 2551 ATTACATGCARAGATGGAAGATGGCAGTCAATACCACTCTGTGTTGAARA 2600 HEF mRNA 3098 TTAATAGCAGATGGACAGGAAGGCCAACATGCAGA- - - --- GACACCTCC 3141
CFHRT mRNA . 1 0 CPHR1 mRNA . 389 TAGAACGGGGCTGGTCCACCCCTCCCAAATGCAGGTCCACTGACACTTCC 438
CFHR3 mRNA 1 0 CFHR3 mRNA 392 CGGAGARTGGCTAGTCTCCTACTCCCAGATGE Ach———GAGACAGAAcA 438
PR PO P
HEF mRNA 2601 AATTCCATGTTCACAACCACCTCAGAT, CACGGAACCATTAATTCAT 2650 HEF mRNA 3142 TGTGTGAATCCGCCCACAGTACAAANTGCTTATATAGIGICGAGACACAT 3191
CFERL mRNA 1 0 CFHR1 mRYA . 439 TGTGTGAATCCGCCCACAGTACAAAATGCITATATAGTGTCGAGACAGAT 488
CFER3 mRNA 1 o CFHR3 mRYA 439 TGCTCRAAATCAGATATAGAARTTGARARTGGATTCATTTCTGARTCTTC 468
. o oxw ok
HBF ©RNA 2651 CCAGGTCTTCACAAGRAAGTTATGCACATGGGACTAAATTGAGTTATACT 2700 HRF wRNA 3192 GAGTAAATATCCATCTGGTGAGAGAGTACGTTATCAATGTAGGAGCCCTT 3242
CFER1 ®RNA . 1 ATGTGGCTCCTGGTCAGTGTAATTCTAAT 29 CFHR1 mRNA . 489 GAGTAAATATCCATCTGGT TACGTTATCAATGTAGGAGCCCTT 538
CFER3 mRNA 1 ATGTTGTTACTAATCAATGTCATTCTGAC 2% CFHR3 mRNA 489 CTCTATTTATATTTTARAT) TACAATATARATGTAAACCAGGAT 538
% e wrx x Bk ok kkr ke RARkRE B
HEF  mRNA 2701 TGTGAGGGTGGTTTCAGGATATCTGAAGAARATGARACAACATGCTACAT 2750 HEF mRNA 3242 ATCAAA'"GTT -GAAGAAGTGATGTGTTIAAATGGA 3282
CFHR1 mRNA . 30 CTCACGGATATCCTCTG -TTGGGGGAGAAGCAACATTTTGTGATTT 74 CFHR1 mRKA - 539 ATGAAN i -GAAGARGTGATG! 579
CPHR3 mRNA 30 CTTGTGGGTTTCCTATG -CTARTGGACAAGTGARACCTTGTGATIT 74 CFHR3 mRNA 539 AT C‘CAA(‘AGCAGATGGI\N\T"‘CTTCAGGA’“CM!1ACArQ.TTGCGAAAT 588
JOu P Ak ko ko wrox PR RN *rr ox ox xwewk
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HRF cRNA 3283 AACTGGACGGAACCACCTCAATGCAAAGATTCTACAGGARAATGTGGGCC 3332 CFHR3 mRNA 1137 ATTTGCAAC- - - TTAATATATTCTCAARAATATATTAAAACAAACTAAAT 1183
CFERL mRNA . 580 AACTGGACGGAACCACCTCAATGCAAAGATTCTACGGGARAATGTGGGCC 629 LA AT A A
CFHR3 rRNA S89 GGATGGTCAGCACAACCAATTTGCATTAATTCTTCAGAAAAGTGTGGACC 638
*rx ok ok ok waw FxEr REREE K X KRR KAERE A® HE# mRNA 3854 3853
CFHR1 mRNA . 1178 AACTGGAARACT 1189
HRF  mRNA 3333 CCCTCCACCTATTGACAATGGGGACATTACTTCATTCCCGTTGTCAGTAT 3382 CFHR3 mRNA 1184 TATTGCTTATGCTTGTACTARAATAATARARACTACTCTTATARAAARAA 1233
CFHR1 mRNA . 630 CCCTCCACCTATTGACAATGGGGACATTACTTCATTCCCGTTGTCAGTAT 679
CFHR? mRNA 639 TCCTCCACCTATTAGCAATGGTGATACCACCTCCTTTCTACTABAAGTGT 688
KaATAKRAEERE  AkRAEX KA K A% A% AE Kk AAk * HEF  WRNA 3854 3853
CFHL1 mRNA . 1190 1189
HEF  @RNA 3383 ATGCTCCAGCTTCATCAGTTGAGTACCAATGCCAGAACTTGTATCARCTT 3432 CFHL3 mRNA 1234 AAAAAAARAAARA 1246
CFHR1 mRNA . 680 ATGCTCCAGCTTCATCAGTTGAGTACCAATGCCAGAACTTGTATCAACTT 729
CFHR3 mRNA 685 ATGTGCCACAGTCAAGAGTCGAGTACCAATGCCAGTCCTACTATGAACTT 738
WAk akr AR KR ARRASRARAREAARA 4K RAK KkadE
HEF mRNA 3433 GAGGGTAACAAGCGAATAACATGTAGANATGGACAATGGTCAGAACCACC 3482
CFHR1 mRNA . 730 GAGGGTAACAAGCGAATAACATGTAGAAATGGACAATGGTCAGAACCACC 779
CFHR3 mRNA 733 CAGGGTTCTAATTATGTAACATGTAGTAATGGAGAGTGGTCGGCACCACC 788
wakxs xx Ak ElRE TR KAKCRA A KAIAN A AARRAK
HEF  mRNA 3483 AAARTGCTTACATCCGTGTGTAATATCCCGAGAAATTATGGAARATTATA 3532
CFHR1 mRNA . 780 AAAATGCITACATCCGTGTGTAATATCCCGAGADATTATGGAAAATTATA 829
CFHR? mRNA 789 TAGATGCATACATCCATGTATAATAACTGAAGAAAACATGARTAAAAATA 838
J * FaeEE kA4 % Rw AR
HAF  mRNA 3533 ACATAGCATTAAGGT GCCARACAGAAGCTTTATTCG: CAGGT 3582
CFHR1 mRNA . 830 ACATAGCATTAAGGTGGACAGCCAAACAGAAGCTTTATTTGAGAACAGGT 879
CFHR3 wRNA 839 ACATAAAGTTAAAAGCAAGAAGTGACAGAARATATTATGCAARAACAGGG 688
akdrs kwak ow ok ¥ . v ks v kv
HEF mRNA 3583 GAATCAGTTGAATTTGTGTGTAAACGGGGATATCGTCTTTCATCACGTTC 3632
CFHR1 mRNA . 880 GAATCAGCTGAATTTGTGTGTAAA GATATCGTCTTTCATCACGTTIC 929
CFHR3 mRNA 889 GATACCATTGAATTTATGTGTARATTGGGATATAATGCARATACATCAAT 538
KR % wRAkERs AAKAERRA  KkAERAE K o
HEFE  mRNA 3633 TCACACATTGCGAACAACATGTTGGGATGGGAAACTGGAGTATCCAACTT 2682
CFHR1 mRNA . 930 TCACACATTGCGAACAACATGTTGGGATGGGAAACTGGAGTATCCARCTT 379
CFHR3 mRNA 939 TCTATCATTTCAAGCAGTGTGTC AGGGATAGTGGAATACCCCAGAT 988
. WREE Ak AR Ak RREK ANRA K RARE KA KA K n
HEF  CRNA 3683 GTGCAAAAAGATAGAATCAAT -CATAAAGIGCACACCTITALTCAGAACT 3731
CFHR1 mRNA . 980 GTGCAAAAAGATAGAATCAAT-CATAAAARTGCACACCTTTATTCAGAACT 1028
CFHR3 mRNA 989 GCG-AATAASGCAGCATTGTTACCCTAAATGTATGTCCAACTTCCACTTT 1037
P whx *
RF  mRKA 3732 TTAGTATTAAATCAGTICTCAATTTCATTITTTATGTATTGTTTTACTCC 3781
CFHRL mRNA . 1029 TTAGTATTARATCAGTTCTTAATTTAATTTTTAA-GTATTGTTTTACTCC 1077
CFIR3 WRNA 1038 TCCACTICTCACTCTTATGGTCTCARRGCTTGCAAAGATAGCTTCTGATA 1087
N P * o w ww o kw
HODF WRNA 3782 TTTTTATTCATACGTAAARTTTTGGATTAATTTGTGAARATGTAATTATA 3831
CFHRL mRNA . 1878 TTTTTATTCATACGTAAAATTTTGGATTAATTTGTGAAAATGTAATTATA 1127
CFHR3 mRNA 1688 TTGTTGTA-ATTTCTACTTTATTTCAAAGAARATTAATATAATAGTTICA 1136
wrokror o xx wr ok okr % ow ok Kt owk %
HEF  mRKA 3832 AGCTGAGACCGGTGGCTCTCTT 3853
CFHRL mRNA . 1128 AGCTGAGACTGGTGGCTCTCTTCTTAARAGCACCATATTAAAACTTGGAA 1177
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Box No, T Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. D Claims Nos.:

because they relate to subject matier not required to be searched by this Authority, namely:

2 I:i Claims Nos.:
because they relate to parts of the internaticnal application that do not comply with the prescribed requirements to such
an extent that no meaningful intermnational search can be carried out, specifically:

3 D Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This Iniernational Searching Authority found multiple inventions in this international application, as follows:
Please See Continuation 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 additional fees, this Authority did not invite payment
of any additional fees. ' . .

As only some of the required additional search fees were timely paid by the applicant, this internati¢nal search report
covers only those claims for which fees were paid, specifically claims Nos.:

00O

4, ’E No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricizd (o the invention first mentioned in the claims; it is covered by claims Nos.: 1-19 (species rs529825, fibulin-3,
rs10490924 and A at rs6411530f the BF gene)

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

D The additional search fees were acoompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.
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Category * Citation'of document, with indication, where appropriate, of the relevant passages ' ) Relevant to claim No.

A Francis et al., Haplotypes in the Complement Factor H {CFH) Gene: Associations with Drusen 1-19
and Advanced Age-Related Macular Degeneration, PLoS ONE, 2007, Volume 2, pages 1-6.
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BOX III. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
This application containg the following inventions or groups of inventions which are not so linked as to form a single generd inventive
concept under PCT Rude 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group 1, claim(s) 1-19, drawn to a screening method for determining a human subject’s propensity to develop a vascular disorder andfor
age-related macular degeneration (AMD) comprising: analyzing a biclogical sample from the subject o detect the presence or absence of a
deletion in the region of chromosome 1, which is CFH gene.

Group 2, claim(s) 20-25, drawn to a method of treating a subject having or at risk for developing a vascular disorder.

Group 3, claim{s) 26, drawn 10 a pharmaceutical composition comprising a CFHR3 protein or a fragment thereof and at least gne
pharmaceutically acceptable carrier.

Group 4, claim(s) 27, drawn to drawn to a pharmaceutical composition comprising a CFHR1 protem ora fragment thereof and at least one
pharmaceutically acceptable carrier.

Group 5, claim(s) 28, drawn to a phamaceutical composmon oompnsmg a gene therapy vedor encoding a CFHR3 polypeptide or a
ﬁ'agment thereof and a pharmaceutically acceptable carrier.

Group 6, claim(s) 29, drawn to a pharmaceutical oomposmon comprising a gene therapy vedor encoding a CFHR1 polypeptide or a
fragment thercof and a pharmaseutically acceptable carrier.

Group 7, chaim(s) 30-33, drawn to 2 method of treating a subject having or at risk of developing AMD comptising administering an agent
that reduces the expression of the CFHR and/or CFHR3 genes or reduce the activity or amount of a gene product of the CFHR. and/or
CFHR3 genes.

Group 8, clalm(s) 34-35 and 39, drawn to a phm-maceuhm] compoesition comprising an anti-CFHR 1 antibody and a pharmaceutically
acceptable carrier.

Group 9, claim(s) 36-37 and 39, drawn to drawn to a pharmaceutical composition comprising an anti-CFHR3 mﬁbody and a
pharmaceutically acceptable carrier.

Group 10, claim(s) 38, drawn to a kit for eonducting the sereening method of claim 1 comprising reagents for detecting the presence or
| absence of a deletion in a DNA sequence.

Group 11, claim{s) 40, drawn to a method of screening for agents for use in treating a vascular disorder.

Group 12, claim(s) 41, drawn to use of a protein comprising the gene product of at least a portion of the CFHR3 gene for the preparation of
a medicament for the treatment of a vascular disorder.

G-roup 13 cla:m(s) 42, dlawn to use of a pmtem mpnsmg the gene product of at least a portion of the CFHR3 gene for the preparation of

Form PCT flSAI2]0 (extra sheet) (Apnl 2007)
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Group 14, claim(s) 43, drawn to use of an antibody that binds an epitope of CFHR| for the preparation of a medicament for the teatment
of age-related macular degeneration (AMD).

Group 15, claim(s) 44, drawn te use of an antibody that binds an epitope of CFHR3 for the preparation of a medicament for the m;.atmcm
of age-related macular degeneration (AMD).

This application contains claims directed to more than one species of the generic invention. These species are deemed to lack wnity of
invention because they are not so linked as to form a single general inventive concept under PCT Rule 13.1,

In order for more than one species to be examined, the appropriate additional examination fees must be paid. The species are as follows
and the claims are deemed to correspond to the species listed below in the following manner:

In Group 1: Each gene is.a distinct species [i.c., rs529825; rs800292; rs3766404; rs1061147; rsl061 170; and rs203674; intron 2 TVS2;
intron 2 insTT; rs2274700; exon 10A; rs375046; rs529825; rs800292; rsl061147; rs1061170; rs203674; rs529825; rs800292; rs3766404,
rs1061147, rs1061170; rs203674; 1s529825; s800292; r53766404; rs1061170; rs203674; exon 22 (R1210C); and exon 22 (R1210C)) in
Claim 16,

In Group 1: Each sample is a distinct species [i.e., fibulin-3, vitronectin, B-crystallin AZm B-crystallin A3, B-crystallin A4, B-crystallin S,
glucose-regulated protein 78 kD (GRP- 78), calreticulin, 14-3-3 protein epsilon, serotransferrin, albumin, keratin, pyruvate carboxylase,
villin 2, complement 1 g binding protein/hyaturonic acid binding protein ("complement 1 g component"), amyloid A (al amyloid A),
amyloid P compaonent, C5 and C8b-@ terminal complexes, HLA-DR, fibrinogen, Factor X, prothrombin, complements 3,5 and 9,
complement reactive protein (CRP), HLA-DR, apolipoprotein A, apolipoprotein E, antichymotrypsin, p2 microglobulin, thrombospondin,

' elastin, collagen, ICAM-1, LFAL, LFA3, B7, IL-1, 1L-6, IL-12, 'lNF-a]pha, GM-CSF, heat shock proteins, colony stimulating factors (GM-
CSF, M-C5Fs), and IL-IO] in claim 17. .

In Group 1: Each gene is a distinct species [i.e., rs10490924, rs11200638, rs760336, and r5763720] in Claim 13.

In Group 1: Each gene is distinct species [i.e., A at rs641153 of the BF gene; G at 1s641153-0f the BF gene; R at position 32 of the BF
protein; Q at pasition 32 of the BF protein; A at 154151667 of the BF gene; T at rs4151667 of the BF gene; L at position 9 of the BF
protein; H at pasition 9 of the BF protein; G at rs547154 of the C2 gene; T at rs547154 of the C2 gene; C at 159332379 of the C2 gene; G
at 1s9332379 of the C2 gene; E at position 318 of the C2 pratein; I at position 318 of the C2 protein] in Claim 19.

In Group 2: Each polypeptide is a distinct species {i.e., CFHR1 and CFHR3) in Claim 20.
In Group 7: Each polypeptide is a distinct si:ecies (i.e., CFHR1 and CFHR3) in Claim 30.
In Group 8: Each polypeptide is a distinct species {i.e., CFHRI and CFHR3) in Claim 39.
In Group 9: Each polypéplide is a distinct species (i.e., CFHR1 and CFHR3) in Claim 39.

In Group 8-10: Each gene is distinct species [i.e., rs529825; rs800292; rs3766404; 1s1061147; rs1061170; and rs203674; intron 2 IVS2;
intron 2 insTT; rs2274700; excn 10A; rs375045; rs529825; rs800292; rs1061147; rs1061170; rs203674; rs529825; rs800292; 153766404;
rs1061147, rs1061170; rs203674; rs529825; m800292 , 153766404; rs1061170; rs203674; exon 22 (R1210C); and exon 22 (R1210C)] in
Claim 38.

In Group 11: Each polypeptide is a distinct species (i.e., CFHR1 and CFHR3) in Claim 40.

The following claim(s) are generic: Claims 1-15; Claims 34-35 .in Group 8; and Claim 36-37 in Group 9.

The inventions listed as Groups 1-17 do not relate to a single peneral inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

The inventions are linked by the technical feature of a method drawn to a screening method far determining a human subject's propensity to
develop a vascular diserder and/or age-related macular degeneration (AMD) comprising: analyzing a biological sample from the subject to
detect the presence or absence of a deletion in the region of chromosome 1 between the 3' end of exon 22 of the complement factor
H(CFH) gene and the 5' end of exon 1 of complement Factor H-related 4 {(CFHR4) pene wherein the presence of a deletion indicates the
subject is at increased risk of developing a vascular disorder rand is at decreased risk of developing AMD, However, this technical feature
is not special becanse it does not constitute an advance over the prior art by Abrera-Abeleda et al. (E. Publication Date: 2005 Nov. 18; J.
Med. Genet., 2005, Violume 43, pages 582-589) who disclose a method comprising analysis of biological sample {from patients biopsy) by
PCR amplifying a coding and adjacent intronic region of CFH (see botiom Iefi column, page 584, CFH is CFHR1 according to Figure 3) in
the chromosome 1, using primers for CFH in Table 1 (page 5835), which meets the limitation of analyzing a biological sample from the

Form PCT/ISA/210 (extra sheet) {April 2007)
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subject to detect the presence or absence of a deletion in the region of chromosome 1 between the 3' end of exon 22 of the CFH gene and
the 5' end of exon 1 of CFHR4 gene. Because the technical features of Groups 1-15 lack novelty or inventive step, the technical features
are not special and does not have contributions over the prior art.
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