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& (Bl T FA_TF K, mRNA OFFER) . £, —BOSFico
HECEERLZVWEMT, A - TeHZICHTEB L 2VEA .
AERBICTEH LN & @ NFROY e Sy I VBFR. CRED
Tutrr) , BRLUEEHOSEIE. BH0EE. THESEE R
ENEBSEZEHRET S L (#: PEG (b, EHYE) .

2) BEEMROY 7 Z A IR B LR &,




3) HFEBY—RLTF R, FURSE, BT FROMEH S o8
DHFRAERTH TR, [9FRIHFRE) MoDH L. KGR0
RELZ2VWIE, FTFEEIRE—RRTF R, FoRIE, BELTF R,
BEORNIHE, BHNTT FRUMES S >0 BOBEIR. HTF2EDH
FREZEECRBRT 5Hk, lE. BOEST (BESWTE. BELS
&, BRKEIE, SR 0w ST 7 4 —8) X3 RIEETT
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RUOSFEEZREWTIL (Bl ¥EZ 0 E, PEG{Ly v 0B
(FE&Bl 4. 5. 6 RV TBH)

(3) BMiFZ Vo RIHTH-> THHFREVSFEATH—REESIT. 57
EUSFEE2 27X SFE) BB LA2NZ L @ 45—
Zxzuy TATy, BVIIRFEOTTEALATRTA Y T74+—sddH
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(4) ZFEE. BFORTFREREZFE> THFRO AR FRLHE L1,
NEREIMTHEEEALTHEST B2 &, NERE, CRME ORI
FREEREBTHET A2 L, DAL T 4 FEENRHIBE. HF 20N
TR S-S ELTHETAZ L, £ 37F FOSFRR UL FRIT, -2
TFFRAPALVT 4 FES% S-S L LTEHEL, ~7F FRYRAT ¢
Fie % SH (Bxfl) L LTHETDIZ L, (CHHlI3 RTReBR)

(ol 1]
BRERBANSF F (B—) oM
(F1RBTEH98 : Ob. @b, @a. @Da, Ba)

RERCH -

e
® is a synthetic human oxytocin analog in which Leu at position 8 is substituted
by Lys. @ is a peptide consisting of 9 amino acid residues.

(B3]
Ok, SRkt FAF L P VERETHY, SEBD Leu A Lys KBHB SN
T2, @i, 9BOT IV BBRENLRRITF FTHS.

TI/BESIRRVANT 4 FEES

I |
Cys-Tyr—1le-Gl mAsn—-Cys—Pro-Lys—Gly-NH,

SFRRCSGFE :
C43H57N|3013Sz S 1,038.20



[Foikfl 2]
BETHEZBARRTSF R (B—) 0fl
(De, @b, @b, Da. ®a)

FHEFOH@ -

[Z 4]
@ is 2 recombinant human growth hormone analog which corresponds to amino
acids 101 — 191 of human growth hormone. @ is a peptide consisting of 91 amino
acid residues.

[BZ&4A]
0!, BETFHEL L FEREFAVEVEBRETHY, £ FREFRLEVD
101~19] FEDT I /BICHYTS. @i, 91 HOT7T IV BEREM RS
_RTFFTHD.

72 BEIRERCALT 4 RiEES
LVYGASDSNV YDLLKDLEEG IQTLMGRLED GSPRTGQIFK QTYSKFDTNS

1
HNDDALLKNY GLLYCFRKDM DKVETFLRIV QCRSVEGSCG F

GFARVTSFE :
CassH7p8N1220145S8s 1 10,367.55

(FE&pl 3]
Bz BB R REHRTE S 28 (9—) OF
(@Qc, @b, @a, @b, @c, Da, ®a)

AEFCE -

EES
® is a recombinant human growth hormone analog corresponding to amino acids
51—191 of human growth hormone, whose Lys at position 90 is substituted by Ser,
and whose Lys at position 20 is myristoylated. @ is a modified protein consisting
of 141 amino acid residues.

[B&4]
Ok, BETHBIE MRERAVEVERETHY, b MREFLEVD
S1~191 FEHDOT I JERITHE L, 90 F B @ Lys REH Ser icB# & h, 20
FHDOLys BEBI VA MIEENTWS. @1, 14 BD7 I ) BERE
PORDEMERIGTHSD.



T3 BRI, CANLT 4 FiESERMES -
HC 0

SLCFSESIPT PSNREETQQOK SMLELLRISL LLIGSWLEPYV QFLRSVFANS
F LVYGASDSNY YDLLKDLEEG JGTLMGRLED GSPRTGQIFS QTYSKFDTNS
h 1 ]

HNDDALLKNY GLLYCFRKDM DKVETFLRIY QCRSVEGSGG F

GFRARUSGTFH -
Cr23H113sN 189022556 : 16,267.27

[Redka 4]
BETFHEE 2 BRBEHT (PEG L) 2 &E~7FF (RE—) ofl
(@c. @b, Ba, Bc, @a, ®b)

FHEE

EE
@ is 2 recombinant human insulin analog in which Ile10 in the A-chain and Leul5
in the B-chain are substituted by Lys, and to which an average of 2 to 3
polyethylene glycol polymers (molecular weight: ca. 5,000) are covalently bound
(probable attachment sites: A-chain: Glyl, Lys10; B-chain: Phel, Lys15, Lys29).
@ is a pegylated peptide (molecular weight: ca. 15,000 — 20,000) whose peptide
moiety is composed of an A-chain consisting of 21 amino acid residues and a
B-chain consisting of 30 amino acid residues.

[B#4]
O, BEFHBA L M AU VEBETHY, A #H1lel0 RTVB & Leul5
A Lys KE#Sh, FHLT2~3@OoR)V =F L2 ¥ ) a—n (EHLSF
B :#05,000) BHKEE LTS (ERFBESHIE : A $ Clyl, Lys10; B $4 Phel,
Lys15, Lys29) . @iXPEG{E~_7F K (4rF& : ¥ 15,000~20,000) TH v,
EDATF FENE, 21 D7 I/ BBEENL2D ASHRRI0@OT I/
MiEN DD BHMLERENRS.

7 I )BEIIRBCANT 4 FiE

A 4 GIVEQCCTSK CSLYQLENYC N

B ﬁﬁ FVNQHLCGSH LVEAKYLVCG ERGFFYTPKT
A#{Gl, A K10, B F1, B KI5, B K29 : PEG {LIHir



PEG &4 :

HC. ,[f\/op\ﬂ/nnodiﬁed insulin
n

0

SGFRRUS TR
C257H335N57O77$5 5 5,837.60 ("{77_ F%Bﬁ}; 2 Eiiﬁ)
A ﬁ C99H154N2503584 5 2,396.70
B ﬁ C153H235N4104282 g 3,444.94

(FEaR#H 5]
WETFHBR LIS 80 B0
(@c, @a, @b, ®a)

AR
[F 4]
@ is a recombinant human interferon gamma, which is produced in Chinese

hamster ovary cells. @ is a glycoprotein (molecular weight: ¢ca.21,000) consisting
of 146 amino acid residues.

[AZ4]
Ok, BETHBIE bV F—Txualy HovThY, Fof=—In

ARG —IREMIRN SEEISND. @1, 46 BOT I/ B IES
NIE (FE: $21,0000 Tha.

7 X J BRECA -
CYCODPYVKE AENLKKYFNA GHSDVADNGT LFLGILKNWK EESDRKIMQS
QIVSFYFKLF KNFKDDQSIQ KSVETIKEDM NVKFFNSNKK KRDDFEKLTN

YSVTDLNVOR KAIHELIQVM AELSPAAKTG KRKRSGMLFR GRRASQ

N28, N100 : BEgit4

FREHOWHTEREE
N28
Man(e1-6N
Man(o1 -6)\

Man(o.1-3 Man(B1-4)GIcNAc(B1-4)GIcNAC

Man(a1-3)

N100



Fucf{a1-6)
(a2-3/6)Gal(1-4)GleNAc(B1-2)Man(ce1-6)\
Man(p1-4)GIcNAC(R1-4)GIcNAC

NeuAcg , .
(02-3/8)Gal(p1-4)GIcNAC(B1-2)Man(oc1-3)”

STREVSFR
C161H1206N214022586 : 17,14541 (F 37 BHE4)

[RE#H 61
BEFEBRZIMERNAGNES 0 & (b MubUE) OF
(@, @c, @d. @b, Bb)

AE R

ESE:)
@® is a recombinant humanized monoclonal antibody composed of
complementarity-determining regions derived from mouse anti-human O
monoclonal antibody and framework regions and constant regions derived from
human IgGl. @ is produced in Chinese hamster ovary cells. @ is a glycoprotein
(molecular weight: ca.155,000 — 160,000) composed of 2 H-chain (yl-chain)
molecules consisting of 459 amino acid residues each and 2 L-chain (k-chain)
molecules consisting of 214 amino acid residues each.

[BZ4]
i1, BEFHM L MEE/ 7 u—FARETHY, v 2HE POHK
DOIEFERES, YLk b 1gGl D7V — AV —I RUEERI LA 3.
OiL, FrA=—IANLRAF—IEMRIZLVELEEIhS. @1, 459 B
TI/BBEENORDHE N $) 22FRUT24 07 I BEEND
25 L#H (cB) 25FCHRENDIFES V1 7E (FE : 155,000~
160,000) T 3.



TI/BEFIRVIANT 4 FRES -
Ll ELGHTASPSS VSASVGRVT ITCRASHSIS TYLNWYQQKP GKAPKLLIYA

ASSLGSGVPS RFSGSGSGTD FSLTINSLQP EDFATYYCOQ TFSPSGTFGO
GTKVELKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKY
DNALOSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK LYACEVTHOG

LSSPVTKSFN RGEC

HE#{ EVOLVESGGG LVOPGGSLRL SQAASGFIFT SYWMSWVROA PGKGLEWVAN

IKQEGSEKTY VDATKGRFT! TRDNAKNSLY LQMNSLRAED TAVY?EAREF
ESTMTSVNAD YYYFYMDVWG KGTTVTVSSA STKGPSVFPL APSSKSTSGG
TAALGGLVKD YFPEPYTVSW NSGALTSGVH TFPAVLOSSG LYSLSSVVTV
PSSSLGTATY |CNVNHKPSN TKVDKRVEPK SCDKTHTCPP CPAPELLGGP

SVFLFPPKPK DTLMISRTPE VICYVVDVSH EDPEVKFNHY VDGVEVHNAK
1
TKPREEQYNS TYRVVSVLTV LHODWLNGKE YKCKVSNKAL PAPIEKTISK

AKGOPREPQY YTLPPSREEM TKNUVSLTCL VKGFYPSDIA VEWESNGQPE
NNYKTTPPVL DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ

KSLSLSPGK
HE#HEl : SR /A I 8 H 8 N309 : 3854 ; 1 &4 K459 : %
SHTatE s

L#C214-HEC232, HS{ C238 —H ${ C238, HEH C241 —H K C24] : ¥ &
74 FREEE

ERBEFEOHEERE
Fuc(a1-6)

Man({p1—4)GlcNAc(B1—4)GicNAc

(B1-4)GIcNAC(B1-2)Man(at-6)x,
Galo_z
(B1-4)GIcNAC(B1-2)Man(a1-3)”

PBFERVSTF
Ces3sHioo96N 173602054848 : 147,395.62 (& /30 EERSy, 4 F4H)
H#{ CasiH3Ns940693815 : 50,520.39
L 88 Cipi7HissoN274033456 : 23,181.45



[red#k bl 7]
BETFHEB: BRABSE _BE (kT) #4706
(De. @c, @a, @d. @b, ®x)

FE RO ¢

EE:Y
@ is a recombinant fusion glycoprotein composed of an extracellular domain of
human CD28 in positions 1 — 133 and modified Fc domain of human IgGl at
positions 134 — 356, and whose amino acid residue at position 147 is substituted by
Ser. @ is produced in mouse myeloma (NSO) cells. @ is a glycoprotein
{molecular weight: ca. 90,000) composed of 2 subunit molecules consisting of 356
amino acid residues each.

[ B 445]
@1, BEFHREABEEY NV HETHY, 1~133FB XL F CD28 O
RaAGRI, F7- 134~356 FBHIWER L b [gGl D Fo FAA nbigh,
147 BBOT7 I ) BREN Ser KEBRINTWS. O, vVXIxzo—v
(NSO) ML LELEEZNS. O, 35 BT I/ BEENS Y2
=y P2 BFrOBRENDIESL L VE (BTR :$90,0000 THB.

73 BRFIERSANLT o FiEE

[ ]
KILVLQGSPML VAYDNAVNLS CKYSYNLFSR EFRASLHKGL DSAVEV?VVY ‘

GNYSQaLavy SKTGFN&DGK LGNESVTFYL QNLYWNQTDI YFCKIECMYP
PPYLDNEKSN GTIIHVKGKH LCPSPLFPGP SKPTCPPCPA PELLGGSSVF
LFPPKPKDTL MISRTPEVTG VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP .
REEQYNSTYR VVSVLTVLHQ DWLNGKEYKC KVSNKALPAP |EKTISKAKG
QPREPQVYTL PPSREEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY

!
KTTPPVLDSD GSFFLYSKLT VDKSRWQQGN VFSGSYMHEA LHNHYTQKSL

SLSPGK

N18, N52, N73, N86, N110, N206 : #EgHES ; K356 : 7T okwy vy

—2



B FET 2 T REHOHEERE
N18, N86

Man N\
Man

AN
Man”  Wan-GlcNAc-GlcNAC
Man /

N52, N73, N110

Fuc
Gal-GlcNAc-Man N |
Man—-GlcNAc-GIcNAc

NEUACO.Q
GalGlcNAc-Man

N206
Fuc

GlcNAc—-Man [
Galg.o Man-GlcNAc-GlcNAc
GlcNAc—Man /

STFERUSGTFE :
Ci604Hs538N93401070834 : 80,160.36 (& /37 HE 45y, 2 BikK)
BRA  CigpoHamesNasr0s35517 : 40,080.18



