[Fig. 1]

119

COR NUTATION _ AMINO_ AWINO
TOGIL | ZUMAB CDR SEQUENCE
OLASSI- SITE ACID OF ACID AFTER
FIcATIoN  CDR SEQUENGE i Mo )TOCILIZUNAB MUTATION AFTER MUTATION
HCDR2 YISYSGITTYNPSLKS 50 Y F  FISYSGITTYNPSLKS
(SEQ 1D NO: 82)
HCDR2 YISYSGITTYNPSLKS 58 T N  YISYSGITNYNPSLKS
(SEQ 1D NO: 81) (SEQ ID NO: 83)
HCDR3  SLARTTAMDY 95 S L LLARTTAMDY
(SEQ ID NO: 85)
HCDR3  SLARTTAMDY 99 T A SLARATAMDY
(SEQ ID NO: 84) (SEQ 1D NO: 86)
LCDR1  RASQDISSYLN 27 Q T  RASTDISSYLN
(SEQ 1D NO: 88)
LCDR1  RASQDISSYLN 27 Q R RASRDISSYLN
(SEQ ID NO: 87) (SEQ 1D NO: 89)
LCDR3  QQGNTLPYT 89 Q G GQGNTLPYT
(SEQ 1D NO: 91)
LCDR3  QQGNTLPYT 93 T R QQGNRLPYT
(SEQ 1D NO: 90) (SEQ 1D NO: 92)
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[Fig. 3]

CLASS|—  TOCILIZUmAB WUTATION AWINO AWTNO SEQUENCE
ACID OF ACID AFTER AFTER
FICATION ~ SEQUENCE  (kahat No.) TOCILIZUMAB MUTAT LON MUTAT1ON
13 R K
HER1 QVOLOESGPLRPSQTLSLTC 16 Q E  QVOLOESGPGLVKPSETLSLTC
TVSGYSIT 23* T A AVSGYSIS
(SEQ ID NO: 93) 30* T S (SEQ 1D NO: 94)
HCDR1 SDHAWS 31 S D DDHAWS
(SEQ ID NO: 95) (SEQ 1D NO: 96)
HFR2  WVRQPPGRGLEWIG 43 R E WVRQPPGEGLEWIG
(SEQ ID NO: 97) (SEQ 1D NO: 98)
64 K Q
HCDR2  YISYSGITTYNPSLKS ¢ A > YISYSGITTYNPSLQD
(SEQ ID NO: 81) ©9 (SEQ 1D NO: 99)
105 E
HFR4 WGQGSLYTVSS ppa g T WGEGTLVTVSS
(SEQ ID NO: 100) (SEQ 1D NO: 101)
LFR1 DIQMTQSPSSLSASVGDRVTTC 18 R S DIQMTQSPSSLSASVGDSVTITC
(SEQ ID NO: 102) (SEQ 1D NO: 103)
LCDR1  RASQDISSYLN 24 R Q QASQDISSYLN
(SEQ ID NO: 87) (SEQ 1D NO: 104)
LFR2  WYQQKPGKAPKLLIY 45 K E WYQQKPGKAPELLIY
(SEQ ID NO: 105) (SEQ ID NO: 106)
53 R E
YTSELES
(SEQ 1D NO: 107)
55 H L YTSRLLS
(SEQ 1D NO: 109)
80 Q E
GVPSRFSGSGSGTDFTFTISSLQPE ., GVPSRFSGSGSGTDFTFTISSLEAE
LFR3 81 P A
DIATYYC g3+ | A DAATYYC
(SEQ ID NO: 110) (SEQ 1D NO: 111)
LFR4 FGQGTKVEIK 107 K E FGQGTKVEE
(SEQ 1D NO: 112) (SEQ 1D NO: 113)
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[Fig. 4]
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[Fig. 6]
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[Fig. 8]

CLASS |- TOCIL | ZUMAB MUTATION ANMTNU AMINO SEQUENCE
SITE . ACID OF ACID AFTER  ~ AFTER
FICATION  SEQUENCE ™ cabt 'Wo. ) oGI Iz0lAB "WUTATION  WUTATION
QVOLQESGPGLVRPSATLS QVOLQESGPGLVRPSQTLS
HFR1 LTCTVSGYSIT 27 Y H LTCTVSGHSIT
(SEQ 1D NO: 93) (SEQ 1D NO: 114)
HCDR1 __ SDHAWS 31 S H HDHAWS
(SEQ 1D NO: 95) (SEQ 1D NO: 115)
[CDRT  RASQDISSYLN 32 Y E RASQDISSHLN
(SEQ 1D NO: 87) (SEQ 1D NO: 116)
[CDR2 _ YTSRLAS 53 R H YTSHLS
(SEQ 1D NO:_107) (SEQ 1D NO: 117)
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[Fig. 13]
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[Fig. 20]
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[Fig. 22]
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[Fig. 24]
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[Fig. 26]
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[Fig. 27]
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[Fig. 28]
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[Fig. 30]
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[Fig. 31]
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[Fig. 32]
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