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Sebelipase Alfais a recombmant human 1ysosomal acid lipase produced in egg white Erom transgenic

Ga]lus which is a glycoprotem (molecular weight: ca. 55,000), consisting of 378 amino acid re51dues
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Nonacog Beta Pegol is a recombinant human blood coagulation factor IX analogue (molécular
weight: ca. 98,000) in which an averége of one non- reduci_ug end of a glyc’an at Asnl57 or
Asnl67 is attached to neuraminic acid conjugated to two polyethylene glycol polymers (total
average molecular weight of the polymers: ca. 42 000) via the amino group. The glycoprotein

moiety containing 415 amino acid residues is produced in Chinese hamster ovary cells.
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Turoctocog Alfa Pé'gol is a modified glycéprotein (mole_culéu‘ weight: ca. 216,000) in which non- .

reducing end of a glyean at Ser750 of Turoctocog Alfa (Genetical Recombination) is attached to o L

neuraminic acid conjugated to 2 polyethylene glycol polymers (totél average molecular weight of tﬂe
-polymers: ca. 40,000) via the linker. .

(R X




BEES 263B1
JAN (HZ4%). : ¥V haF FLTy ~NON EETEEZ)
JAN (Z& ) : Damoctocog Alfa Pegol (Genetical Recombination)

72 BESIRS

H# -

- ATRRYYLGAV
FVEFTDHLFN
VQVSYWKASE

ELSWDYMQSD
IAKPRPPWMG
GAEYDDQTSQ

TANT 4 REEE -

LGELPVDARF
LLGPTIQAEV
REKEDDKVEP

PLCLTYSYLS
VFDEGKSWHS
KSVYWHVIGM
MDLGQFLLFC

TDSEMDVVRF'

APDDRSYKSQ
PLLYGEVGDT
FPILPGEIFK

HVDLVKDLNS
ETKNSLMQDR
GTTPEVHSIF
HISSHQHDGM
DDDNSPSFIQ
YLNNGPQRIG
LLIIFKNQAS
YRWTVTVEDG

GLIGALLVCR
DAASARAWPK
LEGHTFLVRN

PPRVPKSFPF

YDTVVITLKN
GASHTYVWQV
EGSLAKEKTQ
MHTVNGYVNR
HRQASLEISP

NTSVVYKKTL
MASHPVSLEA
LKENGPMASD
TLHKEILLEA
SLPGLIGCHR
ITFLTAQTLL

EAYVEVDSCP
TRSVAKKHPK
RKYKKVREFMA.
RPYNIYPHGT
PTKSDPRCLT

LLICYKESVD
VQLEDPEFQA
VFFSGYTFKH
GMTALLKVSS
RHQR

L#i
EITRTTLOSD
FIAAVERTWD

RGELNEHLGL
GAEPRCNFVK

ORGNOIMSDK
SNTIMHSINGY
KMVYEDTLTL

RNVILFSVFD
VFDSLQLSVC

EEPQLRMKNN
TWVHYTAAEE
YTDETFKTRE
TDVRPLYSRR
RYYSSFVNME
FNRSWYLTEN
LHEVAYWYIL

EEAEDYDDDL
EDWDYAPLVL
ATQHESGILG

'LPKGVKHLED

RDLASGLIGP
IQRFLPNPAG
SIGAQTDFLS -

FPFSGETVFM

SMENPGLWIL

GCHNSDFRNR|

CDRNTGDYYE

QEEIDYDDTT

-YGMSSSPHVL

LGPYIRAEVE
PNETKTYFWK

DSYEDISAYL

SVEMKKEDFD
RNRAQSGSVE
DNIMVTFRNQ

VQHHMAPTKD.

LSKNNATEPR

TYDEDENQSP
QFKKVVFQEF
ASRPYSFYSS
EFDCKAWAYF

SGLIGPLLVC
CRAP&NIQME
SNENTHSTHF
ECLIGEHLHA
KLARLHYSGS
SQFIIMYSLD
TRLEHPTHYST
MFATWSPSKA
KSLLTSMYVK
* PPLLTRYLRI

HTNTLNPAHG
DPTFKENYRF
SGHVFTVRKK
GMSTLFLVYS
INAWSTKEPF
GKRWQTYRGN
RSTLRMELMG
RLHLQGRSNA
EFLISSSQODG
HPQSWVHQIA

RQVTVQEFAL
HATNGYIMDT
EEYKMALYNL
NKCOTPLGMA

FFTIFDETKS
LPGLVMAQDQ
YPGVFETVEM
SGHIRDFQIT

SEFSONPPVLK

RSFQKKTRHY
TDESETQPLY
TLISYEEDQRQ
SDVDLEKDVH
WYFTENMERN
RTIRWYLLSMG
LPSKAGTIWRYV
ASGOYGOWAP

SWIKVDLLAP
STGTLMVFFG

‘MITHGIKTQG
NVDSSGEIKHN

ARQKFSSLYIL
IFNPPIIARY

CDLNSCSMPL

GMESKATISDA

QITASSYFTN

WRPQVNNPKE
HOWTLFFONG

WLQVDFQKTM
KVKVFQGNQD

KVTGVTTQGV
SFTPVVNSLD

LRMEVLGCEA

H#N41, N239 ; L#iN162, N470 : 5SS
H 37346, Y718, Y719, Y723 ; LE5Y16, Y32 : Bt
H 88 Y895 : FradmREs(t

1.8 C156 : 75 PEG {LEfkL

QDLY




SRR «

- HEH N41
 NeuAc—Gal-GlcNAc N
- Man
PN !
NeuAc-Gal-GlcNAc Man-GlcNAc-GlecNAc

_Fuc

NeuAc—Gal—GI‘cNAc—M an 7/

‘ .- Fuc
Gal-GlcNAc-Man \ . ] .
NeuAcy.o ‘ ' Man-GlcNAc-GlcNAc

Gal=-GlcNAc-Man /7

HE N239

Man\
Man

Mang_ N
1039 Man” | Van-GicNAc-GIcNAG

Man_ - Man

Man \
Man
N
Man”/ - ‘Man-GlcNAc-GIcNAc
- Man/
L& Nie2

. ) Fuc
Gal-GlcNAc-Man - )
NeuAcg2 “Man-GlcNAc-GIcNAG
Gal-GlcNAc-Man /- .

L% N470

Man \
Man

. Man 3« AN
139 Man”’ Man-GlcNAc-GINAc

Man - Man

O AT

NeuAc

|
NeuAc—Gal-GalNAc -




RYTFL o FY a—LokEatEst

“ﬁ*%ff ‘

* Cys?*%o)i‘"-?i‘—}bﬁ

C74-45H113i8N198409184869 (& 2INDBERS, 2 48
HH . 03895H5927N109901159S33
L ﬁé’ 03550H5391N9350103°S3s

FEr Ay FVT7y NIV, BEFEBEX b S EEREE VIT HFPESE (075831 234,000
THY, F¥UNIEHME, £ NREEE VI JHFO 1~754 HERN 1649~2332 RHO 7 3 JBIC
WET5, FEZ RIS TIT7 RIL, TBAEOTI I BRBEN S HEEV4EOTI ) .

BEENS2S LETERIN, Cys KERIN/A-LED 156 BHOY I JBRE, RUIFLIFY
IV (F495F8 - #960,000) 28U > A—EN L THAELTWS. #Y //\ﬁgﬁ[ﬁﬁ&i 1438 ED T
\/@ﬁﬁﬂbﬁb mtwAAx&m%ﬂ@ﬁbEééhb

Damoctocog Alfa Pegol is a recombinant human blood coagulation factc;r VII analogue (molecular
weight:-ca. 234,000) whose protein moiéty corresponds to amino acids 1 - 754 and 1649 = 2332 of
humaﬁ blood coagulation factor VIII. Damoctocog Alfa Pegol 1s composed of an H chain consisting of
754 amino acid residues and an L chain consisting of 684 amino acid residues, and a polyethylene

" glycol polymer (average molecular weight: ca. 60,000) is attached to amino acid residue of the L, chain
at position 156 which was substituted by Cys via linker. The glycoprotein is composed of 1438 amino -

. ac1d residues and produced in Baby hamster kidney cells.




AT 26-5-B5 : . .
JAN (B&%) ' NUAsbad L7y KRdjy (iﬁ{i?ﬁ‘«ﬂﬁi)
JAN (F 4) : Rurioctocog Alfa Pegol (Genetical Recombination)

!

7z PEG LT - ' .
| K36, K213, K437, K510, K512, K877, K962, K986, K992, K1002, K1054, K1067, K1098, K1115, K136,
K1147, K1154, K1159, K1164, K1225, K1285, K1329, K1342, K1392, K1424, K1482, K1491, K1543,
K1595, K1913, K2065, K2227, K2279 ° ' ‘ |

BUTFL YD) IV ORERER 1

H.
f\”—N-ﬂLys
. 0 | -
0

HaC i} .o\)\;o ﬁ{\/\ ]LCH o
13 } . 3 I
, fO/\/k \[( ] g \W of .~

o) ' o! :
*LysBEOe T = /& . -
" Cazos7H17863N320003552883 (¥ >/N 27 EHERS)
AT RAY FNTy KDV, 2 AORVIFL 7 UL (SHOTFIHTR : 49.20,000)
BV FT RaY TNT 7 BETHERA) O 2 il 8 O Lys 120 2 h— &0 L TRE LIt
FIRIE TR 49330,0000 THB. : - '
Rurioc{obog Alfa 'Pegol‘ is a modified glycoprotein (rﬁolecula,; weight: ca. 330,000). Two polyethylene

glycol polymers (total average molecular weight:“ca. 20,000) are attached via the linker to 2 or.3 Lys of

Rurioctocog Alfa (Genetical Recombination).
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