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A (FACS B41)ell o)&fl eGFP, mTagBFP2 2 mKate2ol] A5 kA Aze] wE S-S BAFFo 2N 4

AAle 3: & ZEYRE|E A do] & ZUPEHE AL s a5 LE TF ZE AXe +44 A9,

wA g 2 e 39 583 (Kappa-2A-CAR)& ZQ3te A1 9¥Ee, wA AE 2 2 {FH
RapCasp9(CHICD19TM-2A-Rapcasp9) & Z Y3t A2 HEHE zZi+= 71EZ AE AES A=Y, RapCasp9 At
A FAAE W02016/15131500 7]E= o] vk, A2 WEE ulA 2 A G FRdA Ed¥old A& A4E, 4
£ 5°] CHICDI9TMS X33}, EdRold AE MIde & 8o dAH A AE Md T o= s 4= gl

dwlold AT AL, AzoA A1 HE e 23| A Fhok virle] B I Hlalste], A2 WEd 9

3 =9E thesER CHICDIONM m}A ] %.4%% ZAAT, Al 2 A2 vlAe sFe 11 wejof

B2, CARS| ¥ &3} Hluste] £2 5] A4t F4 Rapcasp9s TAsHE AlEel thel] deo] o=+
R

st

t}. o], RapCasp9e} #e AAF FAA7E, 259 wHd 50| CARS vl FFEHTE AlXoA & 7o ¢
o

<
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[0242]

[0243]

[0244]

[0245]

[0246]

[0247]

[0248]

[0249]

[0250]
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* 2
ArE TEE
HIE] 1 SFGmMR.aCD19_HD37_LC-2A-RQR8
HIE| 2 SFGmMR.eGFP-2A-aCD19_HD37_Fab_H-CD28TM-41BBz
HIE| 3 SGF.V5-full_human_CD19ecto-9xHis.|.eBFP

SFGmR.aCD19_HD37_Fab_H-CD28TM-41BBz-2A-RQR8

02
0X
=
P
M

293T MEE o|Fo|FA wlAY Z7he] AM&E(HE 1 £ B“E1 )2 dxox FARAANI L, & H(dy 1%

WE 2)2 o7 FAPAAAT. HE FEHEC dEAe & 28 Fxst.

gag-pololl thdt Zeglxv|= =9 (pEQ-Pam3-E36), RD114 9] tfd+ Zejxv|= =Y (RDF37), 2 U= dE

2 vlolg] s o] ¥WE ZFAv|=9t 81, GeneJuice(Millipore)E AF&3Fe] 2937 AM¥Q] AAZH HADAS
3l

m

FABQTE. vholH s A NG 48AIFE R 724k FREkaL, 2937 AEE FARY E&S s AR
ol AT A, 2037 AES FALYD AL Fol Alstar, ojFol=Al wiAA Higk 44 dej bE
24 ARE eQF 11 M2 Feolg it

AR AEoNA olFolFA whAL] AFEH<

3 £
A, ® 9 wAE 7HEH DIOF ALgEM, EFE

o
ofx

FAEAT. 1x10° AEE 52 ulek 969 Zef o] o)A gt ¥W FAE 44 SFA(PBS F 1% FB
oz slMsta, AEF 100 w2 ME HIFSATE. o9 qAES AR ZREF upgt AREsslt:
3-CD34 APC =+ PE(ZE (QBEnd10, R&D A]2~®l), 3+-Kappa APC(BD Biosciences), @&-<1%F Fab APC(Jackson

ImmunoResearch), &-His PE(Abcam).

SRR, 14 T AL AR AR A%H FAR BES ASTAA, o FolA wel A
A e v FARYE T ALAA 4FE Az MFS 2E olF FAEYR T Al wAdTE A
of AU & 9bE FEAT)

Tx g 8 HFEE Ficoll(GE Healthcare) THl Yd¥-glol <old] whalslar, 3-CD3/28 Al <& 50
ng/mLE A=ETh. B F-2(IL-2) HFE(100 [U/mL)S &=k Sote] 2= Fo] H7bsiqict. 394, T
AEE Fgeta, EZIE 9 HEZ ulolgix AAdo] Fyo|gstal, 1000 gollAl 404 S IS
o AR &8 7] 71 vkeh Zo] fAE E4S o] 8ete] 59 ol Hrlskdtt.
e, A7l Ve gAAA S o)gsle, oFateEAl mA(HY 1, Wy 2 2 9WE 3)9 47 AER
74 B 12 9 2)" 20937 A, 2 o]FatekA npAe A 2=
2 A 3w 293T AEES =A13 . & 20 AAISE vie} e WE 1,
A *P%Hﬂ Ao JFA 2, A7 71Ed vie} go] FAHE &

[olNe) C
47) BAHNA AFE RE FRES B A1 g5l At J1EE B owye py R Axwe e
@ oWy o owge, X ouwel Wel W A wolux eowx geitel Wusa glolth. ¥ 4y 54
o A Axgueh Bste]l Aysigiont, Py B owdol oleld 54 A Fulel HuahA FHuel
Atz gheiths Ao] olsfslojol Gtk APIE, B AEel wi vkl Role] WelelA Wuw B Wy 5
W] 8 7w wee tad wge, s AEeel U et ew omdt
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=93
—
CH1 — \ — i} EE SO0l
3
]
[ )
-
CD79a = “a = CD79b
(7]
1
-S-S
=
oas
— (D19 @S ¥ B d==Hel
=H4

HIE] 10]l osH FEE ol =M MY

eGFP:
MVSKGEELFTGVVPILVELDGDVNGHKFSVSGEGEGDATYGKLTLKFICTTGKLPVYPWPTLVTTLTY
GVQCFSRYPDHMKQHDFFKSAMPEGYVQERTIFFKDDGNYKTRAEVKFEGDTLVNRIELKGIDFKE
DGNILGHKLEYNYNSHNVYIMADKQKNGIKVNFKIRHNIEDGSVQLADHYQQNTPIGDGPVLLPDNH
YLSTQSALSKDPNEKRDHMVLLEFVTAAGITLGMDELYKRA (MEH S 2)

2A: EGRGSLLTCGDVEENPGP (MgH S 3)

d= EEI= : MSGWSCIILFLVATATGVHS (HE 8 S 4)

FHat AFS
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGECRA (A EH S 5)

HIE] 20] of5H FEE 00| = At M

mTagBFP2:
MVSKGEELIKENMHMKLYMEGTVDNHHFKCTSEGEGKPYEGTQTMRIKVVEGGPLPFAFDILATSF
LYGSKTFINHTQGIPDFFKQSFPEGFTWERVTTYEDGGVLTATQDTSLQDGCLIYNVKIRGVNFTSN
GPVMQKKTLGWEAFTETLYPADGGLEGRNDMALKLVGGSHLIANAKTTYRSKKPAKNLKMPGVYY
VDYRLERIKEANNETYVEQHEVAVARYCDLPSKLGHKLN (HE 3 S 6)

2A: EGRGSLLTCGDVEENPGP (HgH¥ 3 3)

M= HEI= : METDTLILVWLLLLVPGSTG (ME 8 & 7)

CH1:
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLS
SVVTVPSSSLGTQTYICNVNHKPSNTKVDKKY (HZ8 & 8)

CD19TM: AVTLAYLIFCLCSLVGILHL (HE ¥ S 9)

dCD19: QRALVLRRKRKRMTDPTRR (A Z & & 10)
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EHS

HIE] 10]| OfsH SR E Of0| At M

eGFP:
MVSKGEELFTGVVPILVELDGDVNGHKFSVSGEGEGDATYGKLTLKFICTTGKLPVPWPTLVTTLTY
GVQCFSRYPDHMKQHDFFKSAMPEGYVQERTIFFKDDGNYKTRAEVKFEGDTLVNRIELKGIDFKE
DGNILGHKLEYNYNSHNVYIMADKQKNGIKVNFKIRHNIEDGSVQLADHYQQNTPIGDGPVLLPDNH
YLSTQSALSKDPNEKRDHMVLLEFVTAAGITLGMDELYKRA (HZH# & 2)

2A:

EGRGSLLTCGDVEENPGP (A Z8 & 3)

ME HEI=:

METDTLILVWVLLLLVPGSTG (MEH&7)

CH1:
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLS
SVVTVPSSSLGTQTYICNVNHKPSNTKVDKKY (A 2H & 8)

CD79a:
LWMHKVPASLMVSLGEDAHFQCPHNSSNNANVTWWRYVLHGNYTWPPEFLGPGEDPNGTLIIQNV
NKSHGGIYVCRVQEGNESYQQSCGTYLRVRQPPPRPFLDMGEGTKNR (HE# 5 11)

HIE{ 204| 2ISH FEIE ool M M

mTagBFP2:
MVSKGEELIKENMHMKLYMEGTVDNHHFKCTSEGEGKPYEGTQTMRIKVVEGGPLPFAFDILATSF
LYGSKTFINHTQGIPDFFKQSFPEGFTWERVTTYEDGGVLTATQDTSLQDGCLIYNVKIRGVNFTSN
GPVMQKKTLGWEAFTETLYPADGGLEGRNDMALKLVGGSHLIANAKTTYRSKKPAKNLKMPGVYY
VDYRLERIKEANNETYVEQHEVAVARYCDLPSKLGHKLN (M 2% & 6)

2A:

EGRGSLLTCGDVEENPGP (Mg & 3)

ME EE=:

METDTLILWVLLLLVPGSTG (M EH & 7)

CD79b:
ARSEDRYRNPKGSACSRIWQSPRFIARKRGFTVKMHCYMNSASGNVSWLWKQEMDENPQQLKL
EKGRMEESQNESLATLTIQGIRFEDNGIYFCQQKCNNTSEVYQGCGTELRVMGFSTLAQLKQRNTL
KD (AMZE¥ & 12)

CD19TM:

AVTLAYLIFCLCSLVGILHL (HgH¥ 5 9)

dCD19:

QRALVLRRKRKRMTDPTRR (M €8 & 10)

HIE] 30]] oI5H I E 0f0] = A A

mKate2:
SELIKENMHMKLYMEGTVNNHHFKCTSEGEGKPYEGTQTMRIKAVEGGPLPFAFDILATSFMYGSK
TFINHTQGIPDFFKQSFPEGFTWERVTTYEDGGVLTATQDTSLQDGCLIYNVKIRGVNFPSNGPVM
QKKTLGWEASTETLYPADGGLEGRADMALKLVGGGHLICNLKTTYRSKKPAKNLKMPGVYYVDRR
LERIKEADKETYVEQHEVAVARYCDLPSKLGHR (Mg¥ 3 13)

2A:

EGRGSLLTCGDVEENPGP (A ZH# & 3)

Ms HE|IE:

MSGWSCIILFLVATATGVHS (HEH S 4)

It 28 ALS
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGECRA (A Z2# & 5)
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EH8

WT: METDTLILWVLLLLVPGSTG (MEH¥ & 7)

£980] 1: METDTLILVWLLLVPGSTG (MBS 14)

Ml

0] 2: METDTLILVWWLLVPGSTG (HEH & 15)

Ml

&W0] 3: METDTLILWVLVPGSTG (ME# & 15)

80| 4 METDTLILWLVPGSTG (g9 5 17)

Ml

He0| 5: METDTLILLVPGSTG (HEH & 18)
EH80] 6: METDTLILVPGSTG (M EH S 19)

E9o| 7: METDTLLVPGSTG (KM E¥ S 20)
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842 CD19+ EAZYE AES HIE

293T OIB0IEA

100 9
80 9
60 9
409
20 9
—— T
0 T T T
A N Vv yi Vv
<> " &2 82 R
Pad
FA

EEE

<110>

<120>

<130>

<150>

<151>

<160>

<170>

<210>

<211>

<212>

<213>

SEQUENCE LISTING

Autolus Limited

VECTORS

P113572PCT

GB 1718088.6
2017-11-01

23

PatentIn version 3.5
1

8

PRT

Artificial Sequence

<220><223> StrepTag synthetic peptide

<400>
Tyr S
1

<210>
<211>
<212>

<213>

1
er His Pro Gln Phe Glu Lys
5
2
241
PRT

Artificial Sequence

_28_
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<220><223> eGFP sequence encoded by vector 1
<400> 2

Met Val Ser Lys Gly Glu Glu Leu Phe Thr Gly Val Val Pro Ile Leu

1 5 10 15
Val Glu Leu Asp Gly Asp Val Asn Gly His Lys Phe Ser Val Ser Gly
20 25 30
Glu Gly Glu Gly Asp Ala Thr Tyr Gly Lys Leu Thr Leu Lys Phe Ile
35 40 45
Cys Thr Thr Gly Lys Leu Pro Val Pro Trp Pro Thr Leu Val Thr Thr
50 55 60

Leu Thr Tyr Gly Val Gln Cys Phe Ser Arg Tyr Pro Asp His Met Lys

65 70 75 80
Gln His Asp Phe Phe Lys Ser Ala Met Pro Glu Gly Tyr Val Gln Glu
85 90 95
Arg Thr Ile Phe Phe Lys Asp Asp Gly Asn Tyr Lys Thr Arg Ala Glu
100 105 110
Val Lys Phe Glu Gly Asp Thr Leu Val Asn Arg Ile Glu Leu Lys Gly
115 120 125

Ile Asp Phe Lys Glu Asp Gly Asn Ile Leu Gly His Lys Leu Glu Tyr

130 135 140
Asn Tyr Asn Ser His Asn Val Tyr Ile Met Ala Asp Lys GIn Lys Asn
145 150 155 160
Gly Ile Lys Val Asn Phe Lys Ile Arg His Asn Ile Glu Asp Gly Ser
165 170 175
Val Gln Leu Ala Asp His Tyr Gln Gln Asn Thr Pro Ile Gly Asp Gly
180 185 190

Pro Val Leu Leu Pro Asp Asn His Tyr Leu Ser Thr Gln Ser Ala Leu

195 200 205
Ser Lys Asp Pro Asn Glu Lys Arg Asp His Met Val Leu Leu Glu Phe
210 215 220

Val Thr Ala Ala Gly Ile Thr Leu Gly Met Asp Glu Leu Tyr Lys Arg

_29_
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225 230 235 240

<210> 3

<211> 18

<212> PRT

<213> Artificial Sequence

<220><223> 2A sequence encoded by vector 1
<400> 3

Glu Gly Arg Gly Ser Leu Leu Thr Cys Gly Asp Val Glu Glu Asn Pro

Gly Pro

<210> 4
<211> 20
<212> PRT
<213> Artificial Sequence
<220><223> signal peptide sequence encoded by vector 1
<400> 4
Met Ser Gly Trp Ser Cys Ile Ile Leu Phe Leu Val Ala Thr Ala Thr
1 5 10 15
Gly Val His Ser
20
<210> 5
<211> 109
<212> PRT
<213> Artificial Sequence

<220><223> Kappa chain sequence encoded by vector 1

<400> 5

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10 15

GIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

20 25 30

_30_
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Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45
Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser

50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 80
Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90 95
Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys Arg Ala
100 105
<210> 6
<211> 237
<212> PRT
<213> Artificial Sequence
<220><223> mTagBFP2 sequence encoded by vector 2
<400> 6

Met Val Ser Lys Gly Glu Glu Leu Ile Lys Glu Asn Met His Met Lys

1 5 10 15
Leu Tyr Met Glu Gly Thr Val Asp Asn His His Phe Lys Cys Thr Ser
20 25 30
Glu Gly Glu Gly Lys Pro Tyr Glu Gly Thr Gln Thr Met Arg Ile Lys
35 40 45
Val Val Glu Gly Gly Pro Leu Pro Phe Ala Phe Asp Ile Leu Ala Thr
50 55 60

Ser Phe Leu Tyr Gly Ser Lys Thr Phe Ile Asn His Thr Gln Gly Ile

65 70 75 80
Pro Asp Phe Phe Lys Gln Ser Phe Pro Glu Gly Phe Thr Trp Glu Arg
85 90 95
Val Thr Thr Tyr Glu Asp Gly Gly Val Leu Thr Ala Thr Gln Asp Thr
100 105 110
Ser Leu Gln Asp Gly Cys Leu Ile Tyr Asn Val Lys Ile Arg Gly Val

115 120 125
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Asn Phe Thr Ser Asn Gly Pro Val Met Gln Lys Lys Thr Leu Gly Trp

130 135 140
Glu Ala Phe Thr Glu Thr Leu Tyr Pro Ala Asp Gly Gly Leu Glu Gly
145 150 155 160
Arg Asn Asp Met Ala Leu Lys Leu Val Gly Gly Ser His Leu Ile Ala
165 170 175
Asn Ala Lys Thr Thr Tyr Arg Ser Lys Lys Pro Ala Lys Asn Leu Lys
180 185 190

Met Pro Gly Val Tyr Tyr Val Asp Tyr Arg Leu Glu Arg Ile Lys Glu

195 200 205
Ala Asn Asn Glu Thr Tyr Val Glu Gln His Glu Val Ala Val Ala Arg
210 215 220
Tyr Cys Asp Leu Pro Ser Lys Leu Gly His Lys Leu Asn
225 230 235
<210> 7
<211> 20
<212> PRT
<213> Artificial Sequence
<220><223> signal peptide sequence encoded by vector 2
<400> 7
Met Glu Thr Asp Thr Leu Ile Leu Trp Val Leu Leu Leu Leu Val Pro

1 5 10 15

Gly Ser Thr Gly
20
<210> 8
<211> 98
<212> PRT
<213> Artificial Sequence
<220><223> CH1 sequence encoded by vector 2
<400> 8
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15
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Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60
Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
65 70 75 80
Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Lys Val

<210> 9

<211> 20

<212> PRT

<213> Artificial Sequence

<220><223> C(CD19TM sequence encoded by vector 2

<400> 9
Ala Val Thr Leu Ala Tyr Leu Ile Phe Cys Leu Cys Ser Leu Val Gly
1 5 10 15
Ile Leu His Leu
20
<210> 10
<211> 19
<212> PRT
<213> Artificial Sequence
<220><223> dCD19 sequence encoded by vector 2
<400> 10

Gln Arg Ala Leu Val Leu Arg Arg Lys Arg Lys Arg Met Thr Asp Pro

1 5 10 15
Thr Arg Arg
<210> 11
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<211> 111
<212> PRT
<213>
Artificial Sequence
<220><223> (D79a sequence encoded by vector 1
<400> 11
Leu Trp Met His Lys Val Pro Ala Ser Leu Met Val Ser Leu Gly Glu
1 5 10 15
Asp Ala His Phe Gln Cys Pro His Asn Ser Ser Asn Asn Ala Asn Val
20 25 30
Thr Trp Trp Arg Val Leu His Gly Asn Tyr Thr Trp Pro Pro Glu Phe
35 40 45

Leu Gly Pro Gly Glu Asp Pro Asn Gly Thr Leu Ile Ile Gln Asn Val

50 55 60
Asn Lys Ser His Gly Gly Ile Tyr Val Cys Arg Val Gln Glu Gly Asn
65 70 75 80
Glu Ser Tyr Gln Gln Ser Cys Gly Thr Tyr Leu Arg Val Arg Gln Pro
85 90 95
Pro Pro Arg Pro Phe Leu Asp Met Gly Glu Gly Thr Lys Asn Arg
100 105 110
<210> 12
<211> 131
<212> PRT

<213> Artificial Sequence

<220><223> (D79b sequence encoded by vector 2

<400> 12

Ala Arg Ser Glu Asp Arg Tyr Arg Asn Pro Lys Gly Ser Ala Cys Ser

1 5 10 15

Arg Ile Trp Gln Ser Pro Arg Phe Ile Ala Arg Lys Arg Gly Phe Thr
20 25 30

Val Lys Met His Cys Tyr Met Asn Ser Ala Ser Gly Asn Val Ser Trp

35 40 45
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Leu Trp Lys Gln Glu Met Asp Glu Asn

50 55
Lys Gly Arg Met Glu Glu Ser Gln Asn
65 70
Ile Gln Gly Ile Arg Phe Glu Asp Asn
85
Lys Cys Asn Asn Thr Ser Glu Val Tyr
100 105

Arg Val Met Gly Phe Ser Thr Leu Ala

115 120
Leu Lys Asp
130
<210> 13
<211> 230
<212> PRT
<213> Artificial Sequence
<220><223> mKate2 sequence encoded
<400> 13
Ser Glu Leu Ile Lys Glu Asn Met His
1 5
Thr Val Asn Asn His His Phe Lys Cys
20 25

Pro Tyr Glu Gly Thr Gln Thr Met Arg

35 40
Pro Leu Pro Phe Ala Phe Asp Ile Leu

50 55

SIHS31 10-2020-0083554

Pro Gln Gln Leu Lys Leu Glu

Glu Ser Leu Ala Thr Leu Thr

75

80

Gly Ile Tyr Phe Cys Gln Gln

90

95

Gln Gly Cys Gly Thr Glu Leu

110

Gln Leu Lys Gln Arg Asn Thr

by vector 3

Met Lys
10

Thr Ser

Ile Lys

Ala Thr

125

Leu Tyr Met Glu Gly

15

Glu Gly Glu Gly Lys

30

Ala Val Glu Gly Gly

45

Ser Phe Met Tyr Gly

Ser Lys Thr Phe Ile Asn His Thr Gln Gly Ile Pro Asp Phe Phe Lys

65 70

75

80

GIn Ser Phe Pro Glu Gly Phe Thr Trp Glu Arg Val Thr Thr Tyr Glu

85

Asp Gly Gly Val Leu Thr Ala Thr Gln

90

Asp Thr

95

Ser Leu Gln Asp Gly
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100 105 110
Cys Leu Ile Tyr Asn Val Lys Ile Arg Gly Val Asn Phe Pro Ser Asn
115 120 125
Gly Pro Val Met Gln Lys Lys Thr Leu Gly Trp Glu Ala Ser Thr Glu
130 135 140
Thr Leu Tyr Pro Ala Asp Gly Gly Leu Glu Gly Arg Ala Asp Met Ala
145 150 155 160

Leu Lys Leu Val Gly Gly Gly His Leu Ile Cys Asn Leu Lys Thr Thr

165 170 175

Tyr Arg Ser Lys Lys Pro Ala Lys Asn Leu Lys Met Pro Gly Val Tyr
180 185 190
Tyr Val Asp Arg Arg Leu Glu Arg Ile Lys Glu Ala Asp Lys Glu Thr
195 200 205
Tyr Val Glu Gln His Glu Val Ala Val Ala Arg Tyr Cys Asp Leu Pro
210 215 220
Ser Lys Leu Gly His Arg

225 230

<210> 14

<211> 19

<212> PRT

<213> Artificial Sequence

<220><223> mutated signal sequence, mutation 1

<400> 14

Met Glu Thr Asp Thr Leu Ile Leu Trp Val Leu Leu Leu Val Pro Gly
1 5 10 15

Ser Thr Gly

<210> 15

<211> 18

<212> PRT

<213> Artificial Sequence

<220><223> mutated signal sequence, mutation 2

<400> 15
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Met Glu Thr Asp Thr Leu Ile Leu Trp Val Leu Leu Val Pro Gly Ser
1 5 10 15

Thr Gly

<210> 16

<11> 17

<212> PRT

<213> Artificial Sequence

<220><223> mutated signal sequence, mutation 3

<400> 16

Met Glu Thr Asp Thr Leu Ile Leu Trp Val Leu Val Pro Gly Ser Thr
1 5 10 15

Gly

<210> 17

<211> 16

<212> PRT

<213> Artificial Sequence

<220><223> mutated signal sequence, mutation 4

<400> 17

Met Glu Thr Asp Thr Leu Ile Leu Trp Leu Val Pro Gly Ser Thr Gly

1 5 10 15

<210> 18

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> mutated signal sequence, mutation 5

<400> 18

Met Glu Thr Asp Thr Leu Ile Leu Leu Val Pro Gly Ser Thr Gly
1 5 10 15
<210> 19

<211> 14

<212> PRT
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<213> Artificial Sequence
<220><223> mutated signal sequence, mutation 6

<400> 19

Met Glu Thr Asp Thr Leu Ile Leu Val Pro Gly Ser Thr Gly

1 5 10

<210> 20

<211

> 13

<212> PRT

<213> Artificial Sequence

<220><223> mutated signal sequence, mutation 7
<400> 20

Met Glu Thr Asp Thr Leu Leu Val Pro Gly Ser Thr Gly
1 5 10

<210> 21

<211> 4

<212> PRT

<213> Artificial Sequence

<220><223> n-region from the signal peptide sequence
<400> 21

Met Glu Thr Asp

1

<210> 22

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> h-region from the signal peptide sequence

<400> 22

Thr Leu Ile Leu Trp Val Leu Leu Leu Val
1 5 10
<210> 23

<211> 5

<212> PRT

<213> Artificial Sequence

_38_
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<220><223> c-region from the signal peptide sequence
<400> 23
Pro Gly Ser Thr Gly

1 5
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