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Sty Age Gender  Melooms  Mstage Prors  mufkgxmc.  duation  (pormal GSvn .
tyne doses¥* weogks) <256 Bre.of postipl
Tremelimuma not WY SRAE, W
CROARES* 43 F cutanecus Mo ) ‘ 85 . ; : 21 pre
b 15x4 avalfable NRAS
Tremelimuma nat
CROBHTOAN T F cutaneous itte Q s ¢ . 168 N BRAF VHQOK 3.7 fost
b i5xd avaitable
- P . . not WT BRAE, WT
CR22540% 71 W cutanesus Mle 1 284 28 y . 4.3 pre
available NRAS
CR6126 68 £ cutsnesus Mib 1 3x4 0% 211 NRAS Q81K 18 pre
- ot
CReEIAN 81 M cetanecus Mib 0 3l 236 ne NRASOBLE 2.6 pre
aveitable
CRNRO244~ 43 M unknown Mic 2 x4 109 330 BRAF VEOOE 2.3 nost
randomized 3 WT BRAF,
CRNR2472* 73 i cutanenus Mic 4l G 89 129 . 17 post
vs 10 x4 NRAS
) 30%20 then not WT BRAF,
CRNR 2941 4D E unknowr M g x 376 I ’ 7.2 past
3xl avatlable NRAS
LSTO167* 33 M culsnesus Ml 0 3x3 140 156 BRAF VEOCE 7 e
1smaoa7™ 36 F cutanenus Mic s} ixd B4 327 BRAF V&GO 3.2 pre
. . WT BRAF,
L503484* 74 M cutanecus Mic 1 x4 154 664 .9 pre
NRAS
LSE4698% &2 ™ cutanesu i 2 3xi4 383 not WTBRAE, 13 bt
(ARSI XY 2 V] Haneous Viic s X5 3%3 z. %
N avibable  NRAS e
L554749% 52 ] cutaneous Mic 8} X7 50 250 NHAS (61K 2.% pre
LSN68R1G* 35 M acrat Mis Q 3x3 &7 178 BRAR V600E a4 pre
LSDNR N . . . ; .
11200 63 M wikaown Mia 2 10x13 242 178 NRAS Q61R 4.6 pre
eiree e N N .. e WT BRAF, .
LSDNR 1656 71 f uvest Mic 0 3x7 73 288 . 27 post
NRAS
randomized not
{e)
ISDNR 3086 47 %1 cutanacus Mlc 2 0.3, 3or 10x4; 13S X BRAF VE0GE 2.5 post
10610 availahle
WX,
LSDNR . . , . et .
9338 82 F cutaneous Mic 1 x4 217 232 BRAFLSHTR 4.2 post
w782
NR2137 18 % cutananus Mic s} Ixg 8 263 BRAF VEOOE 0.8 pre
" not o
NR2018 35 Y] not svaiiabte  M1C YES 10%4 1l av ‘:‘:hi BRAF VGOIK 0.3 pre
vatiable
NRADAS 42 M sutanesus Mic 0 3x4 k51 237 BRAF V600K 1.7 post
not
NR3O83 54 Vi not avatiable  MIC 0 34 32 ‘ NRAS Q61K 0.2 pre
avsitabte
WY BRAF
NRAGII. 3] ™M autanecus %) ; A4 13 i ! 0.5 3
533 utanecus 1c 1 I 1 34 HRAS 0.5 post
WT BRAF, WY
NR6GSS 45 £ cutaneous Mic 2 %4 1t 205 M X 1.2 post
MRAS
NR&721 54 %} cutaneous Mia 2 10x4 3 144 NRAS Q6IR 0.8 post:
WT BRAF, WT
NR6Z42 a3 M cutaneous Mic Q 3x4 then 3x3 12 176 ’ 0.8 pe
NRAS
NRESLS 67 F cutanenus Mib 3 x4 I 330 BRAF 5365F 1.2 post
NR94A45 50 i cutaneous Mic Q xdsvem 2 1502 BRAF V600E 0.2 pre
fR3449 64 £ CHTINSOUS Mic 0 3xd 10 202 NRAS CG1R 0.6 post
NE9S23 74 M cutaneQus Mib 4] 2x4 12 169 NRAS (b1l 7 past
NRO70S 63 ¥ acrg te 9] x4 9 1687 BRAF V6QOE 1.2 post
NRS7EH 38 £ C1Laneous Mih 3 3xd then 2 187 BRAF V600E 21 pre
Tramelimuma not N .
PRO3EQO3A S0 M ctaneous ifte 2 R 236 N BRAF ABS2T 7.5 post
P iixe avaftable
Treraalimuma nat
FRIZ1LT 6o M cutaneous Mic G 73 ) SRAF VBOOK 1.6 e
b 152 available
not
PRAQIG* 78 ] not available  Mic YES 3%6 21y " BRAF G469E 4.2 sre
avsilabie
not -
PRADAG* 44 M not avatlable  Mla YES 1085 110 ) BRAF VGOOE 2.1 are
available
not
PRACTT¥ 7% % not availahiz Mie YES 10X4 315 L BRAF, WTNE 6.1 ore
avaitable
not
PR4QIL* 85 ¥ not avatiable  Mia YES 3%4 314 _D‘ BRAF VBOOE 6.0 sre
avaitable
t
PRacE 57 F o rnotevaishle Mia  YES 1054 315 "0 BRAF VBOOE 6.1 ore
avaitable
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Discovary Set
Sample  Mutations
Long-Term Benafit
115
120
198
156
344
527
540
858
1188
1304

Mutations
Minimal or No Benefit

Sample

L5

28
35
38
99
112
245
307
364
484
529
1028
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Validation Set

Sample

Long-Term Benefit

Sample

Matations
No Benefit

Mutatians

106
109
152
192
200
254
315
442
485
451
495
603
980
1437
1108
1371
1875

LW

29
34
42
48
43
70
98
102
114
198
211
218
50
278
330
342
598
1026
1116
1625
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4mer  Sample Chr Position Geng Mutation  Amino Acid WTSeg MTSeqg
AALL
AALL RG9S jcheX 147083010LRAL ¢.GI000A p.E334K fufaatity fufaniiky
AALL  {5D1494  jche8 944861 31{ROR2 ¢ L2845T  |p.SR82F Smadraall  {Fmadraall
AALL  {CROD9S  johwX 11197431LARHGARPS [c.GEATIA  Ip.E4A7IK aaltkEflr sabtkKir
AALL CRO488S jchild 8359383 KANKI ¢, G2326A (. DT7TEN Devsaltha  (Nevealiha
AALL  PR11217 ichrl9 | BO2096221CPTIC c.C12957 [p.S432L dpaaSiday  {dpastiday
AATA
AATA  {CRE689  iche2? 328580822 2arid e.C1217 p.Pa1s atvastaPa jebvastalda
AATA 1501494 §chy20 | 61528063{01DO1 L1874 |p.SB2SY apasataas
AATA  {CR4&RO  jchrX 243823841FAMARBT  {¢.GIRCTA  |p.ABGAT alaasfaaa
AATA  {1SD3484 fche2d | 44580928§7NF335 e 030477 {p.S10161 saatanskk
AFPS
AFPS  {CR9699  ichrll | H3IRS2764ARIDSB ¢.C35427 0.51181F afpssalss s54
AFPS 5D1484  jche7 124096531 VWDE £.022797 p.P760L fpPifafps afy
AFRS  {LSDARST jchy3 | 1882024275LPP 24107 DASIF abpaisgnf  jaFpsisy
AFPS  {PRE0S2  jche2 | 237076595{GBX2 ¢.£197 p.Pys aafpPshnm  {aafpSsimm
AGAA
AGAA  {CROEOS  jchyld | O400S0835ERPINALYL (. CLI28T |pBUFF teagaasgl.  {tesgassg
AGAA  1SDI494  fchel® | J094E6BER{TMED]T ¢.G3A p.N1f Mmaagaale {Imaagaala
AGAA (1503484 jclw7 272828864 EWNL ¢.G247A $.E83K Epgvagaam {Kpovagaam
ALLK
ALLK  {CRB69D  jchiX 147089011GLRAZ ¢ G1000A  |p.E234K fyfaahity fyfaaliy
AlLk  {CRODOS  johwX 11197431LARHGARPS [c.QI4T1IA  [Ip.B4A7IK aalthtily aatikifir
ALLK CRO4ARES johuX 12280108 THOC2 ¢.G1484A p.E350K gHEadtki ghiKaiikg
ALLN
AUN  {CRI69Y  jchrl2 | 29596410j0VIHL L3047 p.R1014L wilvaBlnh  bwrheally
AN {SDO346  fchel® | 1T132541SMARCAS o .G2758A  |p.E920K Claaiint Khwalint
ALLN  (CRODBS  jchy7 | 14263B8364JKEL cC21747  |p.P725L galinPasr galintssr
ALPA
ALPA  {SDN346  frhel | 228480244J0BSCN CGIETAN  |p E354IK  raigacfil saiparfik
ALPA 1501494 jchyl0 | 55587247{PCOKHLS .GA0B0A  [p.AL3SAT  [alpsskpAv  {alisakplv
ALPA  {CROARBS jchwld | 73958585i0140rf1RY  {¢.CB63T 0.P228L alpzaawst  {algsaawtd
ANLA
ANLA  JCR969G  jchril | 1153B8785INRAP €GOSR £.De8EN ykatiawmk jykank
ANLA - {CREIG6G  jche2l 309494 204 GRIKT £.019497 0.5650F Sytanisaf Fytantaaf
ANLA  {PRA09Z  fchw7 364459235ANLN ¢.C8237 $.7208} tlandaaTi riardaali
ASHL
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ASHL  JCR3699  [oheld | 48244574{EHDD €. 715178  jp Fo08Y epfaiasti
ASHL  {501494  chrld | 4B2445971E802 015408 jp.ER1dK atashiifa B
ASHL  {CROARES {chrl® | A81977173GLTSCRL ¢ {26297 p.PETIS gplpparhl apipp adht
ASHL  iPRAQE2  {chrl? | 73314062{FBFL €.022817  p. 7764t rveashitT  {rvesshit]
ATAA
ATAA  §SD14894  [chr20 | 61528063i0iD01 £ {18747 jp S6I5F apaaataal
ATAA 1506336  jchrl | 179659881 TORDS ¢.G3011A  p.RI00AQ  |ipRstatas
ATAA  {CRASRO  fchrX 24382384{FAMAZRT  |¢,GI507A  ip ASO3T alaaadaas
ATAA  HAD3484 fchr20 | 4458092R1ZINF3I3S ¢. Q30477 §p.S10L6L saatanskk .
ATAA  {CROBETO chrl 2581225 HTMEMBTY 01469C {p.REO0P pestaaRay  |eestasPav
[LFF
DLFF  1CRI508  fchr3 | 10Q014Q10§TBLID2S  [.COROY p.P22TL ditfiyfim  [dilliyiim
DUFF  {CRO69YS  jechrl B7313257§WDRTS ¢ C1201T  ip.HAQLY kftigdiffm  dYquitifm
DLEF  {CRB30G  |chrh | 15002236R{TMEMIEL | .CLO8ET  ip.P363L lyndPipt ISHA
DLFF 11503484 {chr7 | 1389579331UBN2 ¢ L2283T  {p.S76LF gsldediSt  |dsldediy
{8LG
DSLG {CRIS0S  jchr2 | 21912837%{GPRARL ¢.Ca3zT p.P211L dsPgpsiay  [dsigpsiay
DSLG  {CRO69Y  fehrS | 137R3713540DC23 ¢.C4187 p.P140S etudslgP! g
DSLG  {CROEBYN 20 | S8587745(CDHIG €.C24597  {p.PRI0L dalpskatt  Jdslgakath
DSLY
DSLY  JCRISOS  fohX | 13118BEB5{MSTA £ L2397 p.S80L visgedssy \,hqc by
DSLY  §15D1494  Ichri2 | SQIRSES0INCKAPSL  {¢.C3977T  {p.5S1328L sisdshydS 3
DSLY  jCRI306  fchi3 8213Q758§PTPRG 12417 §p.5414L vSpdsiglf  Jvlpdsdelf
ERE 500346  jehrld | 5571459280R6C1 <. L2097 p.570L sileisitt sitailftt
EHEF SDI494  fehiX | 240959364 MAGECS ¢.GOITA p.E23IK Efieilfgi !
EiLF CROGGTD jchi8 555428371RP1L CAGIBET  jp.N2132 epeiifiv  {fegalifiw
EXVL
EEVL  {CRBOIS  [hrll | 106810262{GUCYIAZ  |o.GLI30A  {p.R3ITIK tFeRulir it
EXVL {CRODBS  fehrll | 61915971HNCENE L2228 p ATV lgerekAlr  Hgerskvidr
EKVL  {PR11217 fchrd3 | 286243Q7{FLT3 ¢ GORTA p.E223K keslwthEl  JheakvihKl
ERLK
EPLE CROE98  lchrd 79358 2851FRAST ¢GEO49A (p E201TK frgtaseplf  {rotasspi
EFLK  {CR4BBO  fchwlB | 54362273{WDRY ¢ L2007 §p.P4ABLS insneplk  iSnsneplk
EPLK {PRAQBZ  chrd 384079731 EGFLAM L2147 ip5405F vifepltienS  [vifepliaf
ESPF
ERPE 01484 foha? F42752TTITETS €.C1R28T p.P&IAS lpaPespfa  {ipaSespla
ESPE {CRAZBO  jehr8 7I3316RLIPRUNED CES509A  Ip.GIB3TR  leGrilespf  JeRrilospd
ESRE  {CRW306  fehw? | 120801214FAMIC ARG p.K193E thspteght  (iSspteght
ES5A
ESSA  iSDI494  fehwB 2838186{C5MD1 ¢.(B504A  {p.G28358  |yliGssalt gsalt
FRSA (CRB306 ok | 20783305LCPO C.GRAIA p.GARIE viassadily Exsadily
ESSA  {PRANSI  fehrd | 122414465%{PARPIY ¢.¥791C p.E2648 yihpsesssl  [ySpessan
ETLY
Ty (CR1509  jchr2 G1298B441KIAALSAL [ 02547 P.ABSY spvetiSity  [spvaility
ETLY  JCROE9S  [chrd | 1232697871KIAALI0S  [o.C13195T {p.P4399S {iPwethwd  |Swathef
ETLY  {CRO4AB8S (o7 | 149191085{INF745 £.CA01LY p.S134F vethuSldy  {ysthvFldy
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FAGY

FAGY  {SD0346 {chr3 33134448 TMPPE c. {8236 gL277V {inpffagt. Hnpfiagy
FAGYV  {SD14B4  {chrl7 | 550868515{5CPEPL ¢.Ce02T £.8201F fagvalgdS  |Yagealgdf
FAGV  IPR11217 {chre | 137243798|SLC35D3 ¢.C2307 p.S77¢ slarSTagv slark¥agy
FHEY

FHEY  {CR3865 {chri7 | B0047175(FASN ¢.C20517 p.5684F groathSyfm  [gmaiiby
FHFY  {CRS898  fchrl | 230522381 HHAT c.CB2T p.521F slgthfysf slgthiFe
FHEY CR9306  jchrl 210522381 HHAT 0627 B.S31F sigthfysf stginiyif
FHFY  {CROBE70 {chriS | R3456063{F502 C.ABOT p.Y27F fhfyhmdly  |[ThivhmdiF
FLGL

Ll {CRIEDS  fchrl? 7605749 WRAPS3 ¢.C10437  |p.5348F grSigiyaw

FLGL  {SD0346 {chr7 | 141423024)WEE2 ¢.C3717 £.5324F fligisigt ilgiFigt
FLoL  jSD1494  fchrd7 | 45367057{TGB3 ¢.C3507 p.S317F Slglmtekd Hgimtekl
FLGL  {CR4880 |chrl3 | B84455321|SULITRKL €.(G322A p.V1i08M aflglgivk afigigIMk
FLNL

FLNL  {CRISOS  [chril | 120702563|GRIK4 ¢.C5147 pL172F Valekilr Fnlekilr
FLNL  JCROG9Y  jehrl0 | 98707846{CYP20S CASS2Y £.M198L gfiniMekl  |glisilek
FLNL  §PR4092  {chrd0 | 15133408{C100rilil  |c.C416T p.P139L yiPpfinil yitpiind
FYFF

FYFE CR9EST  jchri | 210522381 HHAT €627 [.S21F slgthiySf slgfhipdd
FYFF CRY306 jchrl | 210522381 HHAT c.C627 p.S21F sigthfyst HFd
FYFF CROA488E5 jchrX | 108065432|T3C1D8E  jc.(5667 p.518GF FisfySHll ¥
FYFF PR11217 [chrid | 20665925{0R11G2Z £.C4317 0.S144F {gfyfifs! loheSiF
GOPA

GQPA 1500345  chri® | 34850797|CELF4 ¢.C10037 p.P3355% Ppgangapa |Spaangup
GOPA  {SDO346  jchird B7691045|PTPNLS £.C40407 R.P1347L (kifPgapaa
GOPA  {5D1434  [chrS | 134074163 {1NUP214 ¢.(52827 n.51761F vpafgapas

GSTL

G5TL SD2056  jchr8 1105041941PKHDILY cAL1QZ07G  1p.S3403G nrkdiSst

GSTL  {CRO306 {chrl7 | 48166555[ITGA3 C.C3127A  |p.P1043T  jryPppgstl

GSTL {CR9306  jchr? | 141635657|CLECRA £.G3024 p.G1O1E kikgstlat

HFYF

HFYF  {CR3865 |chri7 | B0047175|FASN ¢.C20517 £.5684F gmafhdyim |pmafhfyim
HFYF CRYS9Y  |chrl 21082381 HHAT . CB27 p.S21F sigfhfysf

HFYF CR930& jchrl 230522381 HHAY ¢.LB2T n.521F slgfhiysf

{FEA

IFFA CRISOS  jchwd 38733301{5CN10A ¢.C54107  {p.L1803F heldit faf

IFFA CR8899  jchrig 14744049 EMR3 ¢.C15507 p.5517F i#Sanlvif

IFEA 01494 {chrid 7760561817DHHC22 c.CasdT 0.S155F isfahplaf

IFFA CR4880 jehril | 58190112{0R5B2 ¢.1623C p.V2084 Rt

KFLE

KFLK  jSD2056  jchi? 231230262|APOB c.GB478A  |p.E3160K  pkeglkERk ktglkKiik
KFLK 300346 jchrd 73324306|DMGDH ¢.C19827 n.5661F flgrhksio flogticriy
KRLK CR22640 jchril 25370545 RNF1Y .G17858  Ip.ERGTK Eftirvnnk [ K8kmvnnk
KLLS

KLLS CR3665 |chrl9 | 30935897[2NF536 C.G1428A  {p.M476] kitspissM stspiss]
KLLS Sb6336  fchril B5713252|{TSCGALOIP e .G10B84 p.G36R Gliklisty Rifkdisty

FIG, 19C

SUBSTITUTE SHEET (RULE 26)




WO 2015/103037

61/75

PCT/US2014/072125

CRO488S5 jchrll | 59620709 TCNL ¢.G1207A  {p E403K Eibsggepl
PRAOTT  fechrl | 13645S020[KINT2 £ 12236 £.L75V slidiscld stidisow
CR1508  ichrl? G854131GLGDS ¢.G83A (.GR8E dviGmksdr  oviEmindy
SDO346  jehrb | 158823106{TULPA ¢.C2411T | ASQ4Y kakptpgl  {XWiptpyl
CROOSS  {chril | 6I915971PNCERP c. 22287 p.A7TAV iqerekalr  {lgerelid
CR1509  ichrX 19384255{CXari23 ¢.C5547 p.S185F aekyigstr
CR3IBOL  ichrd | 151158188}GS5F10 CGEIEIT  {p.D205SY  juthgkivgy
LSD4651 17} H61615575|KINHE ¢.1282G>A  |p.E428K lekyighaw
SUI494  jchr2 | 2020742011CASFID cCI331T  jp.P444L glatep
$De336  jehrl? | 208748IFSLCOICT €. GBE5A £.A283T gilstialv glisiiaty
CRO488S5 jechri | 183848046 NCKART ¢.C10871 p.L363F atkelatvl alketatvf
CR4B8O  jchrid | 23857401 MYHS .CA3227T (pAL4A1Y {safaaldhk
CRODGS  jehel0 | 1339485601AKMIPY <. GRESA p.E283K oufdEkday
LSD4744 fchrl2 | BES3BY4THRAKS . G1036A  {p.v346M fidkicvppe
CRE16T  jcheX | 102443561 IMUMILT  {c.G136A £.E46K IskdEkikl
CRO4885 ichrX | 146984916 MAGECS £.G1373A  {p.F458K aldFhvar
CROEGS  jehrlS | SEGBI2T7IINF2B0D  |.C7427 p H248Y iHfolidp!
SDO346  jchrX | 122551388GRIA3 2. C16377  {p.Sa4d6L gvfsiidpt
PRI1217 fchr® | 131038615{5WI5 ¢.C191Y 1.P64L Pakdplapt
SDRU56  jchrd 1204853 SNTG2 ¢.06621 R.S221F krwigdtlSy
501484 jchrl | 2011908601GFNT cCIO187T  {p.A3396Y isaldtivgA
CRO48285 jchelf | A5895336|PLON cA263T Ry viidtdent
PRIZZLT fchr? | 228883477I5PHKAP ¢.C20837  |p.SB98L hSseidt
CROESY  {chrd0 | 5IBA33IG5]ANKI o GLABTA  1p.G496E evielhply
SDOUE  jchrl 17690111{1PADY ¢.C18537 {p.S618F cleekveSt
1500167 jchrg | 116598968 TRPSI CAZ3BLG  jp.D787G kieekliglk
CR1509  jchriSs BI325797ISERPINBI  j.04197 p.PLIA fanaPeusr
SP2056  jchell | BE4T72841|SPTBRNZ £ CI1906T  jp.RG36W  frraRleesr
CROGETD jchrlS | 24B26503{TNRCBA C.CAT08T  pPISTOS  {dessPly
PRAC3S  jchrlQ | 26822444]APBBLIP ¢.CEI0T £.5297F Shheesfcg
LEKL CRI%09 jehrld | 1207Q2563{GRIKA ¢.Lh14Y RE YIS Linkakilr
LEKL CR959G  ichrll | 9E707646]CYRP2(CO C.ASRT p.M138L gfinidtek
LEKL PRAOAL  jchil 53544404 | FODN ¢ G1309A  jp.B437K flefinisy flallinlay
LEKL PRAOSZ  chri 88805990 CLCAZ C.G13638  p E4aSK saaprledl  [saapnis
LERY
LEFY CRBEBY  jchrd 39436053141 ¢.C10497 £.5350F vkl St mrkk P
LERY JCRODYS  jehrld ATIAESTIPPP2RIA  |.C455T p.5152F gifSecypr  aitfoypr
LFFV  JCRB126  jchidl | SER49665|LRRTSS ¢.C3027 £.S101F cssgrifdy essyrithy
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