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FIG. 1A
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FIG. 1B
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FIG. 2

P-cadherina/CD3 VF-DART
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FIG. 3
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FIG. 4
EK-DART
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FIG. 5
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FIG. 6

N-terminal MP3 DART
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FIG. 7

MP3 DART C-terminal
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FIG. 8
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FIG. 14

153 LP-DART en un modelo tumoral CHT-116
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FIG. 15

153 LP-DART en un modelo tumoral Du145
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FIG. 16

153 LP-DART en un modelo tumoral H1650
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FIG. 17A
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FIG' 1 7C —o— Vehiculo
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FIG. 17E

HCT-116 P-cadherina “alta”
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FIG. 18A
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FIG. 19

PDX-CRX-11260
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FIG. 20
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FIG. 21A

ELISA de union con huP-cadherina soluble
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FIG. 21C
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FIG. 22A

Biodistribucion: cinética tumoral in vivo
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FIG. 22C

Ex vivo: fluorescencia tumoral
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FIG. 23A

Perfiles de concentracion en plasma en el estudio FMT
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FIG. 24A

Ensayo celular(20pM - P-Cad-LP-DART)
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FIG. 24B

FMT por imagenes: trafficking de células T a tumor
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FIG. 25
35 DART disefado para cristalografia

anti-Pcad anti-CD3




31/44
FIG. 26

Estructura cristalina de un 35 DART
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FIG. 27

Estructura cristalina de un 35 DART
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FIG. 28

vacios en la interfaz heterodimérica



34/44

oJnynsip ap |euoioendwod oplieg

oinynsip ap sauoldisod saiofow 02uUId ap O]apo

(VI IAZGTSHHTHALTI®Y

(VIIAZFTSHHIHA OISO

6¢ Old



35/44

0/:ON Q1 035 ZT:ON QI D3S 69:0N Q1 D3S L¥'ON Q1035
Z Jopebi HAE9T AV-d | Jopebi INZ-T-€Q) | epunbes .
TLON QI D3S 9% 10 GH:ON QI O3S 89:0N QI D3S TT:ON QID3S — &
Z Jopebi HA €02 | Jopebi TAE9T AVI-d .
0/:ON Q1 03S OT:ON @1 03S 69:0N QI D3S L¥:ON Q1035
Z Jopebi] HAYST QV)-d | Jopebi NZ-1-€@) | EPunbes
TZ:ON QI D3S 9% 10 GH:ON Q1 D3S 89:0N Q1 03S 6ONQID3S | gouug s
Z Jopebi HA €02 | Jopebi TAPST Avd-d
0Z:ON @1 03S 8:0ON QI D3S 69:0N Q1 D3S L¥:ON Q1035
Z Jopebi HAEST AV2-d | Jopebi IAZ-T-€Q) | epunbeg -
T/:ON Q1 035 9% 10 G0N QI D3S 89:0N Q1 D3S L'ON QI103S —
Z Jopebn HA €02 | Jopebi TAEST AVI-d .
0Z:ON @1 03S 9:0ON @1 03S 69:0N @1 03S L¥'ON Q1035
Z Jopebi HASE QV2-d | Jopebi] TNZ-T-€QD epunbes ce
TL:ON Q1 D3S 9% 10 GH:ON QI D3S 89:0N Q1 D3S S:ON a1D3S —
Z Jopebi HA €0 | Jopebi TASE AVI-d
0Z:ON Q1 03S #:ON @1 03S 69:0N Q1 D3S L¥:ON QID3S
Z Jopebi HAYE AVI-d | Jopebi TAZ-T-€AD | epunbeg ve
TL:ON QI 035 9% 10 GH:ON Q1 D3S 89:0N QI D3S €:0ON Q1035 eowiy
Z Jopebn HA €02 | Jopebi TAPE AVI-d .
0/:ON Q1 035 Z:ON @1 03S 69:0N @1 03S L¥:ON Q1035
Z Jopebi HAEE QVI-d | Jopebi TAZ-T-€Q) | epunbeg ce
TL:ON QI 035 9% 10 GHON QI D3S 89:0N QI D3S T:ON QI103S I
 Jopebi HA €02 | Jopebi TAEE AYI-d '
Z Jopebi N_M_M_%m\_/ | Jopebi N_M_mm_%n\_/ ‘euape) tho

Vo€ Old



36/44

0Z:ON @1 D3S ¥Z:ON a1 D3S 69°0ON a1 D3S LY'ON Q1 D35

Z Jopebi HATS8Z AV)-d | Jopebi INZ-1-€Q) | epunbes -
TZ:ON Q1 D3S 9% 10 SH:ON a1 D3S 89:0N @I D3S €Z'ON Q1 D35 —

Z Jopebi HA £QD | Jopebi TAT8Z AVI-d .
0L:ON Q1 D3S ZZ'ON Q1 D3S 69:0N Q1 03S Lv'ON Q1 D3S

Z 4opebiT HAO8T aVd-d | JopebiT IAZ-T-€@) | Epunbes -
TZ:ON Q1 D3S 9% 40 Sp:ON A1 D3S 89:0N 41 D3S TZ:ON Q1 D3S SISTIN]

Z Jopebi HA €00 | Jopebi IA08T AVI-d
0Z:ON @1 D3S 0Z:ON @1 D3S 69:0ON QI D3S Lv'ON Q1 035

Z Jopebn HAGLT AV)-d | Jopebi NZ-T-€£QD epunbeg Gk
TZ:ON Q1 D3S 9% 10 SH:ON a1 D3S 89:0N A1 D3S 6T:ON Q1 D3S eowly

T Jopebi HA €00 | Jopebi TA6LT AYD-d ’
0/:ON @I D3S 8T:ON a1 D3S 69°0ON Q1 D3S Lv'ON Q1 D35

Z 10pebi HASLT a¥-d | Jopebi INZ-1-€Q) | epunbes os1
TLZONQIDIS | 9vI0SyONQIDIS[ 89ONQAIDIS|  LTONQIDIS [ oo

Z Jopebi] HA €02 | Jopebi TA8LT AYD-d .
0Z:ON @1 D3S 9T:ON @1 D3S 69:0N @l D3S Lv'ON Q1 D35

Z Jopebi HALLT QY)-d | Jopebi NZ-T-€£QD epunbeg 71
TZ:ON Q1035 9% 10 GH:ON @1 D3S 89:0N @I D3S ST'ON Q1 D35S

Z JopebiT HA €0 yiopebri| ALzt avd-d | P
0Z:ON @1 D3S YT:ON a1 D3S 69:0N a1 D3S L?'ON Q1 D3S

Z Jopebi HAS9T AVd-d | Jopebi TNZ-T-€AD epunbeg cor
TZ:ON Q1 D3S 9% 10 SH:ON A1 D3S 89:0N QI D3S €1°ON Q1 D3S —

Z Jopebi HA €00 | Jopebi IAS9T AVI-d '

Z Jopebi N_M_M_%m\_/ | Jopebi N_M_mm_%n\_/ ‘euape) .FM_\H\Q

a0¢€ Old



37/44

T9'ONQID3IS | TL'ONQAID3S ¢T:ON a1 D35S |69:0ON A1 03S L¥'ON QI D3
3-lendse ¢ Jopebi HAE9L QY D-d | Jopebi 1AZ-T-€Q) | epunbas
C9'ONQID3S | TL/ONAID3IS | 9¥ 10 SH:ON Al DS [89:0ON Al OIS TT:ON QI 035 €91
y-leqdse 7 Jopebr HA £0) | Jopebi INEIT av)-d | ©sewnd
I9:0ON QI D3S CL'ON @I035 OT:ON A1 D3S | 69:0N @ID3S L¥'ON Q1 035
3J-|leadss Z lopebi HAPSTAY)D-d | Jopebi INZ-T€Q) | epunbeg -
Z9'0ON @1 03S CL'ON @I035 | 9% 40 Sp'ON Al O3S | 89:0N A1D3S 6'0N @1 035
y-lesidse T Jopebi HA €02 | Jopebi IAPST QYD d | Bsewld
I9:0ON QI O3S ZL'ON Q1035 8:ON a1 03S | 69°0N AID3S L¥'ON Q1 035
J-|esdse Z Jopebi HAESTAY)D-d | Jopebi INZ-T€Q) | epunbas cer
C9'0ON QI D3S CL'ONQID3S | 9v 10 SH"ON a1 D3S | 89°0N A1D3S L'ON QI D35
y-lendse Z Jopebi HA €00 L 10PEOIT | JAEST Qvd | BowHd
T9:0N @I 035 ZL'ON Q1035 9:0ON Q1 D3S | 69:0N A1D3S L¥*ON Q1 035
3-fendse Z 1opebi HASE aV2-d | Jopebi INZT€Q) | epunbes|
Z9°0ON QI D3S CL'ON @ID3S | 9% 40 SH'ON Al D3S | 89:0N A1D3S S:‘ON Q1 035
y-feaidse T Jopefin HA €02 |-10pE0 ] ASE QY- | °Uid
T9°0ON QI D3S ZL'ON @1 035 ¥:ON @I D3S | 69:0N AI103S L¥*ON @I 035
I-lendse Z Jopebi HAYE QYD -d | Jopebin TAZ-T£0) | epunbeg i
¢9°0ON 41 03S CL'ON QID3S | 9% 40 SH:ON QI D3S | 89:0N A1D3S €:0ON 41 035
y-fesdso Z Jopebi HA €02 L 1opebrT | 1apEQvI-d | UM
I9°0ON QI D3S CL'ON Q1035 ¢ONQID3S | 69°0N @ID3S LY*ON QI D35
J-[esidsa ¢ Jopebi HAEEAQYD-d | Jopebi TAZ-T£0) | epunbeg cc
Z9'0N @I 035 ZL'ON @I035 | 9% 40 S¥*ON Al O3S | 89:0N A1D3IS T:ON QI D3S
y-feidse Z Jopebi HA €00 | J0psa)] NEEQYDd | =W
d|qelen 6 d|qeleA . 1y¥va
|leads3 Z Jopebi tioiBe] | lopebIT uoIBoy ‘euspe) 53

Vi€ Old



38/44

T9:ON Q1035 | Z£ON a103S vZ:ONA1D3S | 69:0NAID3S | L¥:ON a1 OIS
J-jesdse Z iopebi HALSZ Q¥D-d | Jopebi 1TAZ-T-€0) | epunbeg 167
Z9:0ON Q1035 | ZZONQID3S | 9v 10 SE:ON AID3IS | 89:ON AID3IS | €Z:ON A1 OIS
M-lesdsa 7 Jopebi HA €02 | Jopebi] | IAT8ZAVI-d | Bswld
T9:0ON Q103S | Z£ON Q1 D3S ZZONQID3IS | 69:0NQID3S | L¥:ON Q1 D3S
3-elidsa Z Jopebr HAO8L QVD-d | Jopebi 1TAZ-T-€0D | epunbeg
Z9:'0ON Q1035 | ZZONQID3S | 9 10 SE:ON AID3IS | 89:ON AID3IS | TZ:ON A1 OIS Vel
M-esdse T Jopebi HA €02 | Jopebr] | TAOSTQY)-d [ ©sewld
T9:ON Q1035 | Z£ON a103s 0Z:ONQ1D3S | 69:0NQID3S | £¥:ON QI O3S
I-lendse T Jopebr] HA6ZL AYD-d | Jopebi IAZ-T-€QD | ®epunbeg
Z9'0ON Q1035 | ZZONQID3S | 9¥ 10 SH:ON AID3S | 89:ON A1D3S | 6T:ON Al OIS oLt
y-eadso T Jopebi HA €02 | JopeBi | IN6LTAQYD-d | Blewld
T9:ON Q1 03S | Z£ON a103s 8T°ONQID3S | 69:0NAID3S | L¥:ON QI OIS
3-|esdse ¢ Jopebiy HA8ZL QYD-d | Jopebi INZ-T-€QD | epunbeg -
790N Q1035 | ZZONQID3S | 9v 10 SH:ON AID3IS | 89:ON AID3IS | LT:ON A1 OIS
M-esidso T Jopebr] HA €02 | Jopebi | IA8LTAVD-d | eElewnd
T9:0N Q1035 | Z£ON a103S 9T:ONQID3S | 69:0NQID3S | £¥:ON QI O3S
3-jeadse T Jopebin HAZLL QY D-d | 10pebi] 1AZ-T-€0) | Epunbes
Z9:0ON Q1035 | ZZONQID3S | 9 10 SE:ON AID3IS | 89:ON AID3IS | ST:ON A1 OIS &E
M-lesdse ¢ Jopebin HA €02 | Jopebi7 | TALLTAYD-d | Eseuwld
T9:0N Q103S | Z£ON QI D3S vT:ONQID3S | 69:0NQAID3S | L¥:ON QI O3S
3-leadsa Z Jopeb HAS9L QYD-d | Jopebi TAZ-T-€aD | epunbeg cqt
Z9:'0ON Q1035 | ZZONQID3S | 9v 10 SE:ON AIDIS | 89:ON AID3IS | €T:ON A1 OIS
yj-jesdse ¢ Jopebi HA €02 | Jopebr] | IAS9TAVD-d | BIPWld
|ends3 7 Jopebr m”h_m_mm_.ﬂ_.vmm\_/ | Jopebiq M_M_HMMN/ ‘euspe) ._.w__wd

dai€ 'Old



39/44

v9:ON QI03S | 9/-€£:0N QID3S ZT:ON QI D3S | 69:0N QID3S | L¥:ON A1D3S
lefo T Jopebi HAE9T AVD-d | Jopebi 1NZ-T-£Q) | epunbeg
€9°ONQID3IS | 9/-€£:ONQAIDVIS [ 910 SH:ON QI OIS | 89°ON AIDIS | TT:ON Al VIS B
uojog T Jopebi HA €02 | Jjopebr] | TAE9TAVDI-d | esowld
¥9:ON QID3S | 9£-€£:ONQID3S OT:ON QI D3S | 69:0N QI D3S | L¥:ON QI D3S
lefo ¢ Jopebi HAPST AvJ-d | Jopebi 1AZ-T-€0D |epunbeg bt
€9:0N QI1D3S | 9L-€L°ONQID3IS | 9¥ 10 SL:ON AID3IS | 89:ON A1D3IS | 6:ON QI D3S
ugjog ¢ Jopebr HA €00 | Jopebi | IAPSTAYI-d | Biduwid
¥9:ON Q103S | 9L-€£:ONQID3S 8:0N Q103S | 69:0N A1D3S | L¥:ON QI D3S
lelo Z lopebi HAEST aV)-d | Jopebi 1AZ-T-€QD | epunbeg cct
€9:0N QI1D3S | 9£-€£:ONQID3S | 9710 SP:ON AID3IS | 89:0ON AIDIS | £L:ON @I OIS
uolog Z Jopebr HA €02 | Jopebr1 | TAEST AYD-d | Biewld
¥9:ON Q103S | 9£-€L:ONAID3IS 9:0N Q1D3S | 69:0N AID3S | L¥:ON QI D3S
lefo ¢ lopebi HASE QV)-d | Jopebi 1AZ-1-€Q) | epunbeg c¢
€9:0N Q1D3S | 9£-€L'ONQID3S | 9¥ 10 SL:ON AID3IS | 89:ON A1D3IS | S:ON A1 D3S
uolog ¢ Jopebi HA €00 | Jopebr7 | TASE AVI-d | elswnd
¥9:ON QID3S | 9£-€£:ONQID3S ¥:ON Q1 D3S | 69:0N A1D3S | L¥:ON QI D3S
efo ¢ Jopebi HAPE Qvd-d | Jopebi 1AZ-T-€0) | epunbeg
€9:0N Q10D3S | 9L-€£:ONQID3IS | 9710 SHXONAIDIS | 89:0ON AIDIS | €:ON QI OIS re
ugjog Z Jopebi HA €00 | Jopebi] | IAPEQVD-d | Biewld
v9:ON Q103S | 9L-€£:0ONQID3S Z:ON Q1035 | 69:0N Q1035 | L¥:ON QI D3S
lefo 7 Jopebi HAEE QVD-d | Jopebi 1AZ-T-€0) | Bpunbes
£9:ON QI D3S | 9£-€£:0ONQID3S | 9710 SP:ON AID3IS | 89:ON AID3IS | T:ON A1 D3S o
uojog ¢ Jopebi HA €00 | Jopebi1 | IAEEQVD-d | BOWHd
|efo n ugjog Z lopebi m”h_mmw_wmm\_/ | Jopebi M_M_HMMN/ "BUSPED *w% g

vee Old



40/44

$9:0N Q1 03S | 9Z-€£:ON A1 D3S vZONQID3S | 69:0NQID3S [ L¥:ON Q1D3S
efo Z iopebi HATS8Z avD-d | Jopebi INZ-T€Q) | epunbeg riia
€9:0ON Q103S | 9£-€£:0ONQID3IS | 9v 105 ONAIDIS | 89:ONAID3IS | €2ON QI D3S
uolog Z Jopebr HA €02 | lopebil | yaT8zQyd-d | BewHd
$9:0N Q1 03S | 9Z-€£:ON A1D3S ZZONQI03S | 69:0N QID3S | L+:ON a103S
lefo ¢ Jopebi HAOST QV)-d | Jopebi INZ-T-€Q) | epunbeg -
€9:ON Q103S | 92-€£:ONQID3IS | 9v10SHONAIDIS | 89:ONAID3S | TZON AI1D3S
uolog Z Jopebi HA €02 | 10peBIT | 08T QYD-d | BlOWHd
¥9:0N Q103S | 9£-€£:ON Q103S 0ZONQID3S | 69:ONQID3S | L¥:ON QID3S
lefo Z 1opebi HA6LT QY-d | Jopebi NZ-T£Q) | epunbes |
€9:ON Q103S | 9£-€£:ONQID3IS | 9105 ONAIDIS | 89:ONAID3S [ 6T:ON Q1 D3S
uojog Z Jopebi HA €0) L lopebin | ya6LTQyDd-d | BewWld
¥9:0N Q103S | 9Z-€£:ON Q1 D3S 8T:ONQI03S | 69:0NQID3S | L¥:ON AID3S
lefo Z Jopebr HA8LT QV-d | dopebi INZ-T-€Q)D | epunbeg aik
€9:ON Q103S | 92-€£:ONQID3IS | 9v10SHONAIDIS | 89:ONAID3IS | LT:ON A1 D3S
uglod Z iopebi HA €0) L Jopebl | 1agzTQyDd-d | Bsewld
¥9:0N Q103S | 9Z-€£:ON Q1 D3S 9T:ONQID3S | 69:0ONAID3S | L¥:ON QID3S
efo Z lopebr HALLT QVD-d | JopeBi IAZ-T€Q) | epunbeg s
€9:0ON Q1035 | 92-€£:0ONQID3S | 9v10GHON Al OIS | 89:ON AID3S | ST:ON Al O3S
uojog N Lovwm_n_ HA MQU l LOUmm_u_ INLLT Q<U‘& elawilld
¥9:0N QI 03S | 9Z-€£:ON Q1D3S vT:ONQID3S | 69:0NQID3S | L¥:ON Q1D3S
lefo Z Jopebi HAS9T aVd-d | Jopebi INZ-1-€0) | epunboeg cut
€9:0ON Q103S | 92-€£:0ONQID3IS | 9v 105 ONAIDIS | 89:ONAID3IS | ET:ON A1 D3S
uolog 7 Jopebi HA £ | Jopebi7 | JAs9TaQYD-d | eBlewid
a|qelen a|qelen . 14va
lelo n ugjog 7 Jopebi uoIBoy | Jopebi] uoIBoY ‘euspe) -0

a¢e oOld



41/44

ZT'ON QI D3S 69:0N a1 D3S LY:ON 41D3S
HAE9T AVI-d | Jopebi] INZ-T-€0D epunbog s
9t 10 SHON Al O3S 89:0N Q1 D3S TT:ON QI 03S
HA£QD | Jopebi TAE9T AVI-d BJBWId
OT:ON a1 D3S 69:0N A1 D3S L:ON a1 03S
HAPST AQVD-d | Jopebi INZ-T-£0) epunbag -
9t 10 S¥'ON Al OIS 89:0N A1D3S 6:ON Q1 D3S
HA €Q) | Jopebi IAYST AvI-d BBl
8'ON al D3S 69:0N 41 D3S LY:ON Q1 D3S
HAEST AV)-d | Jopebi] NZ-T-£0D epunbag it
9t 10 S¥:ON Al OIS 89:0N A1D3S L:ON d103S
HA£QD | 4opebiT IAEST AVI-d eJoWld
9:0N 4l D3S 69:0N d1D3S L:ON QI 03S
HASE AV)-d | Jopebi INZ-T-£0D epunbag ¢t
9t 10 S¥'ON Al O3S 89:0N A1D3S G:ON Q1 D3S
HA£QD | dopebi IANSE QVd-d BJoWLd
#:ON a1 D3S 69:0N a1 D3S L¥:ON Q1D3S
HAYE QVd-d | Jopebr] AZ-T-£0D epunbeg
9t 10 S¥:ON dl DS 89:0N A1D3S €:ON Q103S =
HA€QD | Jopebi TAVE QVD-d oWl
ZON Al D3S 69:0N A1 D3S L?:ON 41 D3S
HAEE QV)-d | dopebi \Z-T-£0D epunbog pe
9t 10 S¥:ON A4l D3IS 89:0N A1D3S T:ON Q1 D3S
HA£QD | dopebi 1AEE AVI-d elOWIY
a|qerer  uoibey | Jopebi a|qeren  uoibey ‘euspe) 14va

veE "Old



42/44

¥Z:ON 41035 69:0N a1 D3S L¥:ON Q1 D3S
HATS8Z avdd | Jopebi IAZ-T-€QD epunbag 15z
9t 40 G:ON QI D3IS 89:0N @1 D3S €Z:ON Q1 D3S
HA €Q) | 4opebi TAT8Z AVI-d eJoWLd
ZZ:ON a1 03 69:0N a1 D3S L¥:ON Q1 D35S
HAOST AVJ-d | dopebi AZ-T-€0D epunbeg e
9 40 S¥:ON Al D3IS 89:0N A1 D3S TZ:ON Q1 D3S
HA €£QD | Jopebi 1A08T AVD-d eJoWIY
0Z:ON a1 03S 69:0N @l D3S L¥:ON Q1 D3S
HA6LT QVI-d | 4opebi TNZ-T-£0D epunbeg e/t
9t 40 S¥:ON Al D3IS 89:0N A1 O3S 6T:ON Q1 D3S
HA €QD | JopebiT IA6LT AVI-d eIOWLY
8T:ON QI D3S 69:0N a1 D3S L¥:ON Q1 D35S
HASLT QVdd | Jopebi 1AZ-T-€QD epunbog it
9% 40 S¥:ON Al D3IS 89:0N a1 D3S LT:ON Q1 D3S
HA €Q) | dopebiT 1A8LT AVI-d eJoWLd
9T:ON A103S 69:0N a1 O3S L¥:ON Q103
HALLT QYD | Jopebi 1AZ-T-€QD epunbog s
9t 40 G0N QI D3IS 89:0N @I D3S ST:ON Aa103S
HA£QD | Jopebi TALLT QYI-d eloWI
vT:ON QI D3S 69:0N @l D3S L¥:ON QI D3S
HAS9T AVd-d | 4opebi AZ-T-€0D epunbeg -
9t 40 G¥:ON QI D3IS 89:0N Q1 D3S €T:ON Q103
HA€QD | Jopebi TAS9T AVId eJoWld
a|qeuep  ugibey | Jopebi ajqeuep  uoiboy -euspe) ¥va

a¢e oOld



43/44

euewny 24196)

aq

IpUIoSa

Jopebi

h 6093 003 €093 ¢ad3 1ad3

old

|euss

)..(ﬁh }....Muv/ II(\ 1ﬁv/

-

e ]

AR R

h2" //\/ld!. V2NN NS

i .hu.J/',FHUU./\ 4/....”1/”)».( “mu

€ "Old



44/44

FIG. 35

UniProt|P22223|CADH3_HUMAN Cadherin-3

MGLPRGPLASLLLLQVCWLMPCRAVFREAEVTLEAGGAEQEPGQALGKVFMGCPG 60
Péptido senal, 1-24 Propéptido, 25-107

QEPALFSTDNDDFTVRNGETVQERRSLKERNPLKIFPSKRILRRHKRDWVVAPISVPENG 120
ECD1, 108-215

KGPFPORLNQLKSNKDRDTKIFYSITGPGADSPPEGVFAVEKETGWLLLNKPLDREEIAK 180

YELFGHAVSENGASVEDPMNISIIVTDQNDHKPKFTQDTFRGSVLEGVLPGTSVMOVTAT| 240
ECD2, 216-328
[DEDDAIYTYNGVVAYSIHSQEPKDPHDLMFTIHRSTGTISVISSGLDREKVPEYTLTIQA| 300

[TDMDGDGSTTTAVAVVE I LDANDNA PMFIDPQKYEAHVPENAVGHEVQRLTVTDLDAPNSP 360
ECD3, 329-440

AWRATYLIMGGDDGDHFTITTHPESNQGILTTRKGLDFEAKNQHTLYVEVTNEAPFVLKL 420

PTSTATIVVHVEDVNEAPVFVPPSKVVEVQEGIPTGEPVCVYTAEDPDKENQKISYRILR| 480
ECD4, 441-546
[DPAGWLAMDPDSGQVTAVGTLDREDEQFVRNNIYEVMVLAMDNGSPPTTGTGTLLLTLID 540

["NDEGEVPEPRQITICNQSPVRQVLNITDKDLS PHTSPFQAQLTDDSDIYWTAEVNEEGD 600

ECDS, 547-650
TWLSLKKFLKQDTYDVHLSLSDHGNKEQLTVIRATVCDCHGHVETCPGPﬁRGGFIL?Vﬂ 660

Transmembrana
GAVLALLFLLLVLLLLVRKKRKIKEPLLLPEDDTRDNVFYYGEEGGGEEDQDYDITQLHR| 720
y Dominios Citoplasmaticos , 651829
IGLEARPEVVLRNDVAPTIIPTPMYRPRPANPDEIGNFIIENLKAANTDPTAPPYDTLLVE 780

[DYEGSGSDAASLSSLTSSASDQDQDYDYLNEWGSRFKKLADMYGGGEDD| 829

(SEQ ID NO: 159)



