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Table S1  List of reagents

Supporting information, sup-1

Reagent

Bacto ™ Tryptone*
Bacto ™ Yeast Extract*
K,HPO4*

KH,PO4*

glycerol*
ethylenediaminetetraacetic acid (EDTA)
Select Agar

sodium imidazole

Tris base

NaCl

sodium cacodylate
ammonium sulphate

ampicillin

isopropyl-beta-D-thiogalactopyranoside (IPTG)

(tris(2-carboxyethyl)phosphine) (TCEP)

methoxypoly(ethylene glycol) 5000 (MPEG 5000)

Company

BD

BD

Merk

PanReac AppliChem
Sigma Aldrich
PanReac AppliChem
Invitrogen
Calbiochem
Biofroxx

Sigma Aldrich
Sigma

Scharlau

Gold Bio

Gold Bio

Gold Bio

Sigma Aldrich

Catalogue number
211705
212750
A0060701
121509.121
G5516
131679
30391-023
5720
1125KG001
S7653
C0250-100g
AMO04000500
A-301-100
12481C25
51805-45-9

9004-74-4

* Terrific Broth recipe per litre; Tryptone = 12.0g, Yeast Extract = 24.0g, potassium phosphate, dibasic = 9.4q,

potassium phosphate, monobasic = 2.2g, glycerol (100%) = 4mL. Autoclaved. Final pH 7.2 + 0.2 at 25°C.
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Table S2  Codon optimised gene sequences for human FGFR1 kinase domain and PTP1B

FGFR1 kinase domain sequence for cloning into pETDuet Ncol/Hindlll restriction sites:*

CCATGGGCCACCACCACCACCACCACTCTGCTGAAAACCTGTACTTCCAGGGTGCTGGTGTTTCTGAATACGAACTGCC
GGAAGACCCGCGTTGGGAACTGCCGCGTGACCGTCTGGTTCTGGGTAAACCGCTGGGTGAAGGTGCTTTCGGTCAGGTT
GTTCTGGCTGAAGCTATCGGTCTGGACAAAGACAAACCGAACCGTGTTACCAAAGTTGCTGTTAAAATGCTGAAATCTG
ACGCTACCGAAAAAGACCTGTCTGACCTGATCTCTGAAATGGAAATGATGAAAATGATCGGTAAACACAAAAACATCAT
CAACCTGCTGGGTGCTTGCACCCAGGACGGTCCGCTGTACGTTATCGTTGAATACGCTTCTAAAGGTAACCTGCGTGAA
TACCTGCAGGCTCGTCGTCCGCCGGGTCTGGAATACTCTTACAACCCGTCTCACAACCCGGAAGAACAGCTGTCTTCTA
AAGACCTGGTTTCTTGCGCTTACCAGGTTGCTCGTGGTATGGAATACCTGGCTTCTAAAAAATGCATCCACCGTGACCT
GGCTGCTCGTAACGTTCTGGTTACCGAAGACAACGTTATGAAAATCGCTGACTTCGGTCTGGCTCGTGACATCCACCAC
ATCGACTACTACAAAAAAACCACCAACGGTCGTCTGCCGGTTAAATGGATGGCTCCGGAAGCTCTGTTCGACCGTATCT
ACACCCACCAGTCTGACGTTTGGTCTTTCGGTGTTCTGCTGTGGGAAATCTTCACCCTGGGTGGTTCTCCGTACCCGGG
TGTTCCGGTTGAAGAACTGTTCAAACTGCTGAAAGAAGGTCACCGTATGGACAAACCGTCTAACTGCACCAACGAACTG
TACATGATGATGCGTGACTGCTGGCACGCTGTTCCGTCTCAGCGTCCGACCTTCAAACAGCTGGTTGAAGACCTGGACC
GTATCGTTGCTCTGACCTCTAACCAGGAATAAAAGCTT

Translated FGFR1 sequence before rTEV cleavage:

MGHHHHHHSAENLYFQGAGVSEYELPEDPRWELPRDRLVLGKPLGEGAFGQVVLAEAIGLDKDKPNRVTKVAVKMLKSD
ATEKDLSDLISEMEMMKMIGKHKNIINLLGACTQDGPLYVIVEYASKGNLREYLOQARRPPGLEYSYNPSHNPEEQLSSK
DLVSCAYQVARGMEYLASKKCIHRDLAARNVLVTEDNVMKIADFGLARDIHHIDYYKKTTNGRLPVKWMAPEALFDRIY
THQSDVWSEGVLLWEIFTLGGSPYPGVPVEELFKLLKEGHRMDKPSNCTNELYMMMRDCWHAVPSQRPTFKQLVEDLDR
IVALTSNQE

Translated FGFR1 sequence after rTEV cleavage:

GAGVSEYELPEDPRWELPRDRLVLGKPLGEGAFGQVVLAEAIGLDKDKPNRVTKVAVKMLKSDATEKDLSDLISEMEMM
KMIGKHKNIINLLGACTQDGPLYVIVEYASKGNLREYLQARRPPGLEYSYNPSHNPEEQLSSKDLVSCAYQVARGMEYL
ASKKCIHRDLAARNVLVTEDNVMKIADFGLARDIHHIDYYKKTTNGRLPVKWMAPEALFDRIYTHQSDVWSFGVLLWEI
FTLGGSPYPGVPVEELFKLLKEGHRMDKPSNCTNELYMMMRDCWHAVPSQRPTFKQLVEDLDRIVALTSNQE

PTP1B sequence for cloning into pETDuet Ndel/Kpnl restriction sites:*

CATATGGAAATGGAAAAAGAATTCGAACAGATCGACAAATCTGGTTCTTGGGCTGCTATCTACCAGGACATCCGTCACG
AGGCATCTGACTTCCCGTGCCGTGTTGCTAAACTGCCGAAAAACAAAAACCGTAACCGTTACCGTGACGTTTCTCCGTT
CGACCACTCTCGTATCAAACTGCACCAGGAAGACAACGACTACATCAACGCTTCTCTGATCAAAATGGAAGAAGCTCAG
CGTTCTTACATCCTGACCCAGGGTCCGCTGCCGAACACCTGCGGTCACTTCTGGGAAATGGTTTGGGAACAGAAATCTC
GTGGTGTTGTTATGCTGAACCGTGTTATGGAAAAAGGTTCTCTGAAATGCGCTCAGTACTGGCCGCAGAAAGAAGAAAA
AGAAATGATCTTCGAAGACACCAACCTGAAACTGACCCTGATCTCTGAAGACATCAAATCTTACTACACCGTTCGTCAG
CTGGAACTGGAAAACCTGACCACCCAGGAAACCCGTGAAATCCTGCACTTCCACTACACCACCTGGCCGGACTTCGGTG
TTCCGGAATCTCCGGCTTCTTTCCTGAACTTCCTGTTCAAAGTTCGTGAATCTGGTTCTCTGTCTCCGGAACACGGTCC
GGTTGTTGTTCACTGCTCTGCTGGTATCGGTCGTTCTGGTACTTTCTGCCTGGCTGACACCTGCCTGCTGCTGATGGAC
AAACGTAAAGACCCGTCTTCTGTTGACATCAAAAAAGTTCTGCTGGAAATGCGTAAATTCCGTATGGGTCTGATCCAGA
CCGCTGACCAGCTGCGTTTCTCTTACCTGGCTGTTATCGAAGGTGCTAAATTCATCATGGGTGACTCTTCTGTTCAGGA
CCAGTGGAAAGAACTGTCTCACGAAGACCTGGAACCGCCGCCGGAACACATCCCGCCGCCGCCGCGTCCGCCGAAACGT
ATCCTGGAACCGCACAACTAAGGTACC

Translated PTP1B sequence:

MEMEKEFEQIDKSGSWAAIYQDIRHEASDFPCRVAKLPKNKNRNRYRDVSPFDHSRIKLHQEDNDYINASLIKMEEAQR
SYILTQGPLPNTCGHFWEMVWEQKSRGVVMLNRVMEKGSLKCAQYWPQKEEKEMIFEDTNLKLTLISEDIKSYYTVRQL
ELENLTTQETREILHFHYTTWPDFGVPESPASFLNFLFKVRESGSLSPEHGPVVVHCSAGIGRSGTFCLADTCLLLMDK
RKDPSSVDIKKVLLEMRKFRMGLIQTADQLRFSYLAVIEGAKEFIMGDSSVODQWKELSHEDLEPPPEHIPPPPRPPKRI
LEPHN

* This includes inserted restriction site sequences and an N-terminal, rTEV cleavable Hisg-tag. The FGFR1
gene sequence (optimised) is in bold with two cysteine mutation sites underlined.

* This includes restriction site sequences, the PTP1V gene sequence (optimised) is in bold.
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Table S3  Contact distances < 3.8 A between FGFR1 and AZD4547

AZDA4547 atom FGFR1 atom Contact distance (A)
[chain / residue number / atom]  [chain / residue number (type) / atom]
A / 801 / C3 A / 565(SER) / O 3.54
A / 801 / C5 F / 74(HOH) / O 3.77
A / 801 / C c / 1(s04) / 03 3.43
A / 801 / C6 A / 567(GLY) / N 3.76
A / 567(GLY) / CA 3.39
3.57
A/ 567(GLY) / N
A / 801 / C7 A/ 567(GLY) / CA ;.gg
A / 565(SER) / O ’
A/ 801/ cs A / 564 (ALA) / O 3.29
A / 571(GLU) / OE2 3.33
A/ 801/ cll F / 165(HOH) / O 3.47
A / 567(GLY) / CA 3.37
A/ 801 / C10 F / 165(HOH) / O 3.45
A / 567(GLY) / CA 3.60
A/ 801 / C12 A/ 484 (LEU) / CB 3.76
A / 801 / O A / 484 (LEU) / CB 3.67
A / 801 / N2 A/ 564(ALA) / O 3.17
A / 801 / Cl4 A/ 630(LEU) / CD1 3.61
A / 564 (ALA) / O 3.74
A / 801 / N4 A/ 564(ALA) / N 3.03
A / 562(GLU) / O 3.70
A / 563(TYR) / CA 3.75
A / 512 (ALA) / CB 3.48
A / 801 / N3 A/ 562(GLU) / O 2.82
A/ 563(TYR) / CA 3.79
A / 564 (ALRA) / N 3.66
A/ 801 / C15 A/ 512(ALA) / CB 3.66
A / 630(LEU) / CD1 3.66
A / 801 / Cl6 A/ 561 (VAL) / CG2 3.61
A / 801 / C19 F / 71(HOH) / O 3.69
A / 561(VAL) / CG2 3.67
A / 801 / C22 F / 71(HOH) / O 3.66
A / 640(ALA) / CA 3.69
A /801 /01 A/ 640 (ALA) / C 3.78
A / 641 (ALRA) / O 2.97
A / 641 (ASP) / N 3.50
A/ 801 / Cc24 A/ 535(MET) / SD 3.69
A/ 642 (PHE) / CE2 3.68
A/ 535(MET) / CE 3.68
A / 801 / c21 F / 71(HOH) / O 3.38
A / 531(GLU) / OE2 3.51
A / 801 / C20 F / 71(HOH) / O 3.41
A / 801 / 02 A / 514(LYS) / CD 3.38
A/ 514(LYS) / CB 3.56
A / 801 / C25 A/ 531(GLU) / CD 3.65
A/ 531(GLU) / OE2 3.75
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A/ 535(MET) / SD 3.74
A / 535(MET) / CE 3.46
/ 801 / C3 B / 565(SER) / O 3.43
/ 801 / Cé6 B / 567(GLY) / CA 3.52
B / 567(GLY) / N 3.55
/ 801 / C7 B/ 567(GLY) / CA 3.66
B / 565(SER) / O 3.43
/ 801 / C8 B / 564 (ALA) / O 3.14
/ 801 / Cl11 B / 567(GLY) / CA 3.58
/ 801 / C10 B / 485(GLY) / CA 3.68
B / 567(GLY) / CA 3.79
B / 484 (LEU) / CB 3.76
/ 801 /0 F / 214 (HOH) / O 2.77
/ 801 / N2 B / 564 (ALA) / O 3.16
/ 801 / Cl4 B / 630(LEU) / CD1 3.62
B / 564 (ALA) / CB 3.80
B / 563(TYR) / CA 3.74
/ 801 / N4 B/ 564 (ALA) / N 2.98
B / 564 (ALA) / O 3.76
B / 562 (GLU) / O 3.76
B / 512(ALA) / CB 3.58
/ 801 / N3 B / 563(TYR) / CA 3.80
B / 564 (ALA) / N 3.63
B / 564 (ALA) / O 2.90
/ 801 / C15 B / 630(LEU) / CD1 3.62
B / 512(ALA) / CB 3.76
/ 801 / C16 B / 561 (VAL) / CG2 3.63
/ 801 / C19 F / 80(HOH) / O 3.80
B / 561 (VAL) / CG2 3.73
/ 801 / C22 F / 80(HOH) / O 3.68
B / 641 (ASP) / CA 3.76
/ 801 / o1 B / 640 (ALA) / CA 3.80
B / 640 (ALA) / C 3.79
B / 641 (ASP) / N 2.91
B / 641 (ASP) / N 3.53
/ 801 / C24 B / 535(MET) / SD 3.80
B / 642 (PHE) / CE2 3.68
B / 535(MET) / CE 3.78
/ 801 / C21 F / 80(HOH) / O 3.39
B / 531(GLU) / OE2 3.53
/ 801 / C20 F / 80(HOH) / O 3.47
/ 801 / 02 B / 514(LYS) / CD 3.37
B / 514(LYS) / CB 3.42
B / 514(LYS) / CD 3.72
/ 801 / C25 B / 531(GLU) / CD 3.67
B / 531(GLU) / OE2 3.70
B / 559(VAL) / CG1l 3.71




