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FIG. 1

GAST mRNA in primary and metastatic CRC Cell lines
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GAST mRNA expression
(relative to paired primary tumor sample)
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FiG.2

Relative GAST gene expression
in CRC metastasis samples
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Progastrin concentration
{pM/10exp6 cells/48h)
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FIG.3

Progastrin secretion by
metastatic CRC cell lines
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FIG. 4

Progastrin concentration in CRC patients
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FIG. §

SW620 cells
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FIG. 6A

SW620 cells
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FIG.7
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Mean number of
metastasis per mouse
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FIG. 11
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*, p=0.0372, Mann-Whitney test, n= 10 per group
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F1G. 12

LGRS-positive cells in 2D and 30 CRC cultures
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FIG. 13

Expression of the progastrin-encoding gene
in primary and metastatic CRC cells grown in 2D or 3D
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Progastrin concentration
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FIG. 14

Progastrin secretion by primary and
metastatic CRC cell lines in 3D
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FIG. 15
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FIG. 16

HCT116
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FIG. 17
Primary human CRC cells (CRC1}
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FIG. 18A & FIG. 19A
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FIG. 20
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FIG. 21

T84 cells, ALDH-positive population
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FIG. 22
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FI1G. 23
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FIG. 24

T84_2D / ALDH-positive cells
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FIG.25

SWE20_20 / ALDH-posliive cells
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FIG. 26

T84_3D Sphere numbers
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FIG. 27

SW620_3D Sphere numbers
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FIG. 28

8SW620_post in vive_Sphere number
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FIG. 29
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FIG. 31A

mVu MADb3

999
Gly

gect
Ala

agg
Arg
40

agt
Ser

act
Thr

tect
Ser
25

cct
Pro

gat
Asp

gtg
vVal
10

ggc
Gly

ctg
Leu

tac
Tyr

gca
Ala

atc
Ile

agg
Arg

ttt
Phe

cct
Pro

acc
Thr

999
Gly
15

agc
Ser

gct
Ala

tac
Tyr

gga
Gly

tct
Ser

aag
Lys

ctc
Leu

aga
Arg

gcce
Ala

agc
Ser

gat
Asp

aca
Thr

agc
Ser
85

agt
Ser

ctg
Leu
70

ctg
Leu

cce
Pro

55

act
Thr

aca
Thr

cag
Gln

gca
Ala

aat
Asn

tac

Tyr

gtc
Val

tcc
Sexr

tca
Ser
115

100

gtc
val

gag
Glu

tgg
Trp
105

aca
Thr

gac
Asp

ggc
Gly

cag
Gln

agg
Arg

tce
Ser
75

tct

Ser

caa
Gln

ggt
Gly

tac
Tyr
60

gcc

Ala

gcg
Ala

ggc
Gly

cta
Leu
45

aac
Asn

agt
Ser

gtc
Val

acc
Thr

30

gaa
Glu

cag
Gln

act
Thr

tat
Tyr

act
Thr
110

tgg
Trp

aaa
Lys

gee
Ala

ttc
Phe
85

cte
Leu

att
Ile

ttc
Phe

tac
Tyr
80

tgt
Cys

aca
Thr

48

96

144

192

240

288

336

345



gat
Asp

gat
Asp

aat
Asn

gtt
Val

caa
Gln

gga
Gly

ttg
Leu

gce
Ala

aac
Asn

atg
Met

tce
Ser
20

acc
Thr

acc
Thr

atc
ile

tat
Tyr

cca
Pro

gac
Asp
65

agc

Ser

tca
Ser

aag
Lys
50

agg
Arg

aga
Arg

cat
His

35
ctc

Leu

ttc
Phe

ctg
Leu

gtt
Val

ctyg
Leu

agt
Ser

gag
Glu

ccg
Pro

atc
Ile

ggc
Gly

gct
Ala
85

ttc
Fhe

caa
Gln

tct
Ser

tta
Leu

tac

Tyr Lys Val Ser

agt
Ser
70

gag
Glu

acg
Thr

100

32/68

FIG. 31B
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FIG. 31C
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FIG. 31D
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FIG. 31E
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FIG. 31F
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FIG. 31G
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FIG. 31K

mVy MAb19

gga
Gly

gtc
val

cag
Gln
40

ggt
Gly

cct
Pro

act
Thr
25

Tttt
Phe

tac
Tyx

ggc
Gly
10

ggc
Gly

ctyg
Leu

tac
Tyr

gtg

Val

tca
Ser

aaa
Lys

atc
Ile

cct
Pro

acc
Thr

tct’
Ser
15

agt
Ser

cag
Gln

gat
Asp

ceca
Pro

act
Thr

atc
Ile

act
Thr

gtc
Val

tct
Ser

tet
Ser
85

aac
Asn

gtc
Val
70

gtg
Val

tat
Tyxr

55

act
Thr

act
Thr

ggg
Gly

cgg
Arg

act
Thr

gac
Asp

gac
Asp

gag
Glu

tcc
Ser

aca
Thr

gac
Asp
S0

tac
Tyr

gga
Gly

agt
Ser

tce
Ser
75

aca
Thr

cac
His

aac
Asn

tac
Tyr
60

agg
Arg

gcc
Ala

ttt
Phe

aaa
Lys
45

aac
Asn

aac
Asn

aca
Thr

gac
Asp

30
ctyg

Leu

cca
Pro

caa
Gln

tat
Tyr

tac
Tyr

caa
Gln

ggc
Gly

acc
Thr
115

100

att
Ile

gtc
Val

aca
Thr

gté
val

tce
Ser
120

105

tca
Ser

110

gag
Glu

tct
Ser

tte
Phe

tac
Tyr
95

tgg
Trp

tgg
Trp

ctc
Leu

ttc
Phe
80

tgt
Cys

ggc
Gly

48

96

144

192

240

288

336

363



caa
Gln

tca
Ser

att
Ile

gag
Glu

cgce
Arg
65

aac
Asn

gca
Ala

ctt
Leu

gca
Ala

gaa
Glu

gtt
Val

gcg
Ala

aaa
Lys

tgg
Trp
35

aag
Lys

ctc
Leu

cta
Leu
20

tat
Tyr

aaa
Lys

act
Thr

acg
Thr

cag
Gln

gat
Asp

cag
Gln

tgc
Cys

caa
Gln

gga
Gly

tca
Ser

act
Thr

cag
Gln

agc
Ser

42/68

FIG. 31L
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FIG. 32C

hVy MAb4

Gly

Ala

Ala

40

Gly

Ala

Ser

25

Pro

Ser

Glu
10

Gly

val

Tyr

Lys

Thr

Lys

Phe

Pro

Ser

Gly
15

Ser

Ala

Ser

Gly

Thr

Arg

Leu

Asp

vVal

Ser

Gly

Thr

Ser
85

Asn

Met
70

Leu

Tyx

55

Thr

Arg

Asp

Arg

Ser

Trp

Asp

Glu

Phe

Thr

Asp
90

Ala

Gln

Asp

Ser

75

Thr

Tyr

Leu

Val

Thr
115

100

val

Ser

Ser

105

Gly

Tyr

60

Thr

Ala

Trp

Leu

45

Ala

Ser

Val

Gly

30

Glu

Gln

Thr

Tyr

Gln
110

Trp

Lys

vVal

Tyr

95

Gly

Met

Phe

Tyr

80

Cys

Thr



Asp

Gln

Ser

Ile

Pro

Gly

Val

Ala

val

Met

Ser
20

Thr

Thr

Ile

Tyr

Gln

Ser

Leu

Pro

Asp

65

Ser

Thr

Gln

50

Arg

Arg

His

35

Leu

Phe

vVal

val

Leu

Ser

Glu

Pro

Ile

Gly

Ala

85

Pro

Tyr

Ser

70

Glu

Thr

100

46/68

FIG. 32D

hV, MAb4

Thr Pro Leu

Cys Lys Ser
25

Tyr Trp Tyr
40

Lys Val Ser
55

Gly Ser Gly

Asp Val Gly

Phe Gly Gln
105

Ser

10

Ser

Leu

Asn

Thr

Val

S0

Gly

Leu

Gln

Ser

Ser

Val

Leu

Thr

Val

Pro
15

His

Gly

Ser

Gln

Arg

Asp

75

Tyr

Thr

Lys

Phe

60

Phe

Tyr

Lys

Ser

Thx

Cys

Leu

30

Gly

Gly

Leu

Ser

Glu
110

Gln

val

Lys

Gln

95

Ile

Ser

Pro

Ile

80

Ser

Lys



Glu

Ser

Ala

Ser

Lys

65

Leu

Ala

Val

Leu

Met

Ser

50

Gly

Gln

Thr

Gln

Arg

Ser

35

Ile

Leu

Leu

20

Trp

Ser

Val

Ser

Val

Ser

Glu

Cys

Arg

Gly

Ser

Ala

Gln

Gly

47/68

FIG. 32E

hVy MAbS(a)

Gly

Ala

Ala

40

Thr

Gly Gly Leu

Ser
25

Pro

Tyr

10

Gly

Phe

Val

Thr

Lys

FPhe

Pro

Thr

Gly
15

Thr

Gly

Tyr

Gly

Thx

Arg

Met

Gln

Phe

Asn

Gly

Thr

Ser
85

Asn

Ile
70

Leu

Tyr

55

Ser

Arg

Ser

Arg

Ala

Leu

Asp

Glu

Asp

Asn

Asp
90

Phe

vVal

Thr

val
115

100

Ser

Ser

105

Lys

Tyr

Ala

75

Thr

Trp

Gly

Tyr

60

Lys

Ala

Gly

Leu

45

Ala

Asn

vVal

Gln

30

Glu

Asp

Ser

Tyr

Gly
110

Trp

Ser

Leu

Tyr

95

Thr

val

Val

Tyr

.80

Cys

Thr



Asp

Glu

Lys

Ile

Pro

Gly

Val

Ala

Ile

Met

Ser
20

Thr

Thx

Ile

Phe

Pro

Asp

65

Ser

Leu

Gln

50

Arg

Arg

Glu

35

Leu

Phe

Val

Leu

Leu

Ser

Glu

Pro

ile

Gly

Ala

85

Leu

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

100

Ser

Cys

Tyr

Gln

55

Gly

Asp

Phe

48/68

FIG. 32F
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FIG. 32G
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FIG. 32J

hV,. MAb8(c)
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FIG. 32K

hVi MAb13(a)
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FIG. 32L

hV. MAb13(a)
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FIG. 32M

hVy MAb13(b)
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FIG. 32N

hV, MAb13(b)
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FIG. 320

hVy MAb16(a)
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FIG. 32P

hV, MAb16(a)
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FIG. 32Q

hVy MAb16(b)
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FIG. 32R

hV, MAb16(b)
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FIG. 325

hVy MAb16(c)
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FIG. 32T

hVL MAb16(c)
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FIG. 32U

hVy MAb19(a)
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FIG. 32V

hV,
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FIG. 32W

hVi MAb19(b)
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FIG. 32X

hV,. MAb19(b)
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FIG. 32Y

hVy MAb19(c)
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FIG. 32Z

hV. MAb19(c)
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