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-h A^teffla6eirtie^Hpr©dHe^6empmfflg-(A^-arik;st-6©fflp0H€Hf^4riefe-eeH3p4sesras-aH-a6ti¥e-ag€art; 

pfepafte-4-^#feale-aeyH^-{^-(4-eMef&-:pbeByl)--ffi-pym»te [2,3 bj-^p^tfete-^-carboayij-^-^flaefe-

5 pheHyl}-^Hw4e-^effipea}#4)7^F-a-ptoHifl6eatjeally-a66^tab]e-sait4lw&eff-^ftd-(B)-a-9e6ead-eempefieat 

wJaiefe-eemprisesy^s-aM-e^ve-ageaV-afrfitiiH^-HiMkitefr^Ha^ 

eF_seqtteatiaj_(J&e4ft4}ie4Fea|fflefy_0£eaeeei^60ffip14s4f^ 

ktybite*49-9efe6te4-#efi3-eFtetHH&-«^-pharma6eB#6a%'acc®ptafele-sak thereefirep-eeteaaab 

10 3r. ?%ei9teffl^-e«tieal-p:e#aet%M»e^6©FdiHg4#-dteffii4Hfop4fee4»aiffie»t-«f^0ier©elai-eaee«f:T 

iBfekffieiBa-ro44hyfeM-eaBeefr^ haj»4»g4heA/:6<Mi-4mlatie«7 

£-. :3%a^lMFfflfleeafed^fe#aey;eiHise4teeef#kig to any~ea^-el^3laffls4~afi€t-^#fffe^^ 

#itfd--6efftpeHea^G)7-wbfefe-6©Bipases-fla-^H-^6twe-a«en<-€^4epefe©iH«»se4^#Htttef7Jwile^:eia-say 

15 tepeisefftefa^MftMfeifeMs^ffFKJteeaBT^f^^ 

4- :3Se-iskaHHaeeati6a^pmteetfe¥Hase-a66eFdHig4e-aayL«He-ef^teiHi&-4-4e-^-wke3reHhp£epaae-4-

s»Meftte-a€y-^44>-(4-6hteFe-^teftyj^-tfi-pyf^ 4»}-pyMfae-4-6a^effy4:|-42?4^^ 

afflM^nw-aialKtffflaeewfealfy-aeeeptaMeHaaMieBsefri^^ 

20 
§-. A4ifr^«apifri»gM7ArHHfos1re€mieM=ffl«fit^m3lw3efi^rii^^ 

a©yH^4-f4-^H^»e-ffeefP?4)-4fl-fyFFele4S?3-¥j-^yri4ifte-5-^ffl%e«yl§4L4-4ifl^^ 

phae»iieewti6eHy-aeeepaWe-safe4feef«©l^aB#^B)-ar«eeeB^©a¥peH«Bt-vM6i^eefflp4sesr«s-aft-aeti¥e 

ageat7-ae~i5Gf;KriBMbite!H«¥liei:eif^fte4i6PRr4fAi%it«4s-^^ 

25 aeeeptaM^-salMbepeeiT^SHsetexH^^ 
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6~. J<y&rteee¥dffig40-efeiffi-^aHAei:-eeffipis«ig-a4lHKl-eeffip0fi©B^^^ 

ageftferirinotec-aBr 

q•. 24rM^HieeepdiH^06-«feM®s-#-e^^40^Hise4fl4l^e4fml3:B©»^ef;-eM 

5 ¥6(M)B-«trtatieHT 

%-. Tite-pto:imearti-eal-pfe4tte<-fe^as^8eeefdfflg-te-eiatm 1, wh«fe«-saM^fepa»e-4-^tiJfefH€-a6kt 

43-|g-(4-d^km?-pheny?)-tfj-pj^;ete-{£^-bj-^y4feie-^-^eH%eHj4j-^^'diflu€»fe-pheayij-atBMerer-a 

pbaffl«6eHtieftt^y-a«eepable-saj^4bel:eel74s-a4m^»Kitered^?wiee-€laily4f^^fi^«ffl0Bate##©ffl^e«t-85O-fflg 

10 to-afee«t4ftS#-fflg~4HtdHiai4~€ri^»iferef-a-plwffl»e6;Btied4y^eeeptftW€^ 

9~, :I%&^laafffla6gatical pcefee^f&i^ase^eeefdiHg to claHB-4T-wb«fek^ay^pf6fiane-4-sttifem&-a6M 

-f*-{444^^kr»H4-|^fryl4-4-H--]:>yrFek:t-{ 2,3 •b]^'yridiHe-4-6ai%ea^4j-£74--dtfiH^&-;ph«iy^-ata^e, or-a 

15 pfea¥H»ee«tieall^eeeptaM©-&aJ44tH3FeefHt5~a€iffl«»sfeF-e€!4wi«e--da^ 

te-aboaH^&-ffigraftd-said eetax«mb4s--a€famisteFe€t~weeMy-wife4}M4B:sl^ 

m^ttHt^freaMbeaM0#^^BJ-<^feeet5d0«g/iBa^d-«aeb-s#^queB^^4fflfflisti^4e!:i-l5©»g4ft-a» 

20 4& Tfee^tofffifl0@H4eaJ^K)d«6t^©F4i8e-a«6erdiftg4©^iaiffls-8-«B#^T^jF#ieiL^efflpfisifig4Hftete©a»reF 

a-phaffiiaeeHtiealiy-aeeeptaWe-salt-A^eefe 

-Hk ^^e-pbaFfflAeee&shl-jaFedttet-^H^-Hse^MMJefdifig^e-etei^^ 

pfeaHsaee«feiil^w&eepfciMe4^4r4hef«elHs-«d»Hftista^^ 

25 aknif-200 mg/rf: 

flie-pfeaHmee«#ed^pfed«e^foiHjse-aeeefdifi«0e-efeii»~4$?jwfeei^^ 

f#»¥B«ee:a#eaHy-a©eeptaMe-&a4t#te£eelHs-adffl«HfiteFe44iMH^ 

30 
U, S^jbaHaa«ea#6al-pmd«6tieiiHise-aeeei:d»g4e^ki»4^7-wfeeFe«i4ri-He:teearHreF-a 

pfesermeeatieaBy-aeeeptaMe-ialf^lieFeei^s-^bBHHMeFe^-enee-evefy^ffee-weefe-at^teefl^OG-te-abetrt 

4CM)-«g/»3v-©M»eeweiy4we-weefe-«f^b€»t4^4e-afee«t-33€k»g/ai37 

35 



10 

44-; A-phaemaeeatieal-pfedBet -compris«*g-(A)-ajifst--6efflftefie&^;wy6h-eegip4sesras-aa-aetij/e-agea% 

Gemp€Hffld4^»HFph^ acceptable salt thereof- and (Bj-a-saeeH^-eea^eHeH^vteeb-^eH^risesT 

as-as-aetwe^gef%^«tifflfe-«F-ai3feaHs»eeatieally^6eeptafele-salt4beFeefras-a-eeiHMfie4i9Fepara#eH^ef 

sbrntfeM^ws-e^^qaaaftal use^rtbe^mtteaea^ef cancw-eemp4mig4>^a-f4w«^(;h«-:V:6ME-iB:tttafte% 

ffig/day4e-aketrt-2S0()H3ig/da$v-6:6*»-flk©-|fc&4^7Q9-fflg/day4e-«bettt244K)HB^^ 

(B)4s-a€lTOfflstoFed in- aMfflemt of fFefB-abe«f^0-fflg/€lay4e-a4?ew^-§^6^»g/dayH¥Qtft-abe:ayr4)#^ag/day 

te-at^t^4&0^»g/dayr«p^l:effl^be»f4IM)~-mg/€lay--^^ 

4^ ArpbaHHa«ewti«al-pF©d«6t-6effipPHsiH^{A)-a-fet-60H^eHeHfjwliiefe-«effipFise6i7^fi-afi-aetive-agaft% 

Gempetii^ji^F-a-phaFBtoeeetieetty-aeeeptette-satHlMsreeiHHMH^iHieeeBd-eefflpeHeBt^iM* 

eefflpmes^-as-^H-active aget%-eetoafsflb~-as-ar^egfened pi:epfljafeeH-4ef4»m«lteHeetts-eF^eqH«atM-as«-ffi 

#ie4KJ8tffieHfrirf-eaiieeM}e«pm«g49--Ra#b-a¥ffi^4be4i^^ 

15 (A^4s-a£b»im«teF€44fi~aiMHfteafii-0##efB--afee«fr4KW3^^ 

mgMay4e-abe«t4y»W«g/4ayr#eimA0»t4JMkB|*May4e--ab©»<7^^ 

(8) is aferimstefedA-^ifl-affletta^-el:#etH-abe«^^^a§%aa"/:weeje4&^i-beat-?OQ^a§%t3"i%eefer#effl-abetrt 

4-§O^»g/m2*A¥eelet©^bett^6O^»g/ffi3/wed%-erf=eHHifee«^0#4»g/m3'7%ieelete-abeef40©^Bg7%iiAve^ 

20 A~pfeaffiiae©ttieal--pFe4H«t-e©ffip4siBg-(A)-a-iif&t^efiip©fteHrt-JwMefe-e©fflpi4&esras^ft-a6#v:e^geB^ 

€ei»peTO44-©iH^pbaFffift6ettfek5aHy-fle6epfcWe-sa4H4ier©»^-(B)-a-«©eei#-eefflp«a«ri^Mefr-eeB^»e%-as 

aH-ae&¥e-agefl^-eete#mabj-aftd-(-G) a4hff4^eatpeae»H¥hi6b~eefflpHsesra»^mi€#¥fr^igen%4ftaeteeaf^ef 

a-j9toHi«eealieally-a6eepteMe^altr4fe«FeefVfts^eeffl-biBM^fepafa#ea-fe-SHH«ba»e©«&-«-seqmBtid-«se 

ia-tbe-feeafsaea^e^-eaaeer cet&pmiftg^^afl;tar¥iag4be-¥6<K)E-ma<Mie%-wbefeffl 

25 {A)4s-a€k»»steFe44M«-amewrt-e##effl-afe©»t^MkB^4a¥4e-^^^ 

fflgMay4e-abetf-S#WHSBg/4ay?^reiH-abe«t4:fflQ-Btg/day te-abeHfr^44)0-iHg/day^ef^beBt^3#^ag/4ayt 
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P^4s-ads»H«tefed4fr-afr-affte«fri-«i;#6®-ateeHfr-S©-&i|^3/v^^ 

•M)0-»g/ffi3/week4e-ateu^4QQ-ffiij^7w^^ 200 mg/ma/weefe4e-^feetrt^O0^:Hg/ffla/:weefei-

and 

|^4s-fl:^Ha«isteFed4fi-af^affietfflt-ef#efflr«b©trt4-te-afee«t5#(NHf/»a/weelsrafeett^ 

Claims 

-t^L The uUse of propane-1-sulfonic acid {3-[5-(4-chloro-phenyl)-lH-pyrrolo [2,3-b] pyridine-3-

carbonyl]-2,4-difluoro-phenyl}-amide , or a pharmaceutically-acceptable salt thereof, and an EGFR 

10 inhibitor for the manufacture of medicaments for the treatment of cancer, comprising b-Raf having a 

V600 mutation,jwherein the EGFR inhibitor is selected from erlotinib or a pharmaceutically acceptable 

salt thereof, or cetuximab. 

2 . The use according to claim 1 for the treatment of colorectal cancer, melanoma and thyroid cancer, 

15 comprising b-Raf having the V600E mutation. 

3 . The use according to claim 1 or 2, further comprising a third component (C), which comprises as 

an active agent a topoisomerase inhibitor, wherein said topoisomerase inhibitor is irinotecan. or a 
pharmaceutically acceptable salt thereof, 

20 

4 . The use according to any one of the preceding claims, wherein propane-1-sulfonic acid (3-[5-(4-

chloro-phenyl)-1 H-pyrrolo [2.3-bl pyridine-3-carbonvll-2,4-difluoro-phenvl1-amide, or a 

pharmaceutically-acceptable salt thereof, is in amorphous or substantially amorphous form. 

25 fL The use according to any one of the preceding claims, wherein said propane-1-sulfonic acid 13-

fS-(4-chlofo-phenyl)-lH-pyrrolo F2.3-b1 pyridine-3-carbonvl1-2,4-difluoro-phenyll-amide. or a 

pharmaceutically acceptable salt thereof, is to be administered twice daily in an amount of from about 850 

tng to about 1050 mg; and said erlotinib. or a pharmaceutically acceptable salt thereof, is to be 

administered daily in an amount of from about 100 mg to about 200 mg. 

30 

6. The use according to anv one of the preceding claims, wherein said propane-1 -sulfonic acid (3~ 

[5-f4-chloro-phenvl)-l H-pyrrolo [2.3-bl pvridlne-3-carbonyll-2.4-difluoro-phenyl 1 -amide, or a 

pharmaceutically acceptable salt thereof, is to be administered twice daily in an amount of from about 850 

mg to about 1050 mg; and said cetuximab is to be administered weekly with the first administration being 
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in an amount of from about 400 mg/m2 to about 500 mg/m2 and each subsequent administration being in 

an amount of from about 200 rog/m2 to about 300 mg/m2. 

7 . The use according to claims 5 or 6, further comprising irinotecan. or a pharmaceutically 

5 acceptable salt thereof. 

8 . The use according to claim 7. wherein said irinotecan, or a pharmaceutically acceptable salt 

thereof, is to be administered weekly in an amount of from about 50 mg/m2 to about 200 mg/m2. 

10 9. The use according to claim 7. wherein irinotecan, or a pharmaceutically acceptable salt thereof, is 

to be administered in a six week cycle at about 75 to about 175 mg/m2 weekly for the first four weeks. 

10. The use according to claim 7. wherein irinotecan. or a pharmaceutically acceptable salt thereof, is 

to be administered once every three weeks at about 300 to about 400 mg/m2; or once every two weeks at 

15 about 130 to about 230 mg/m2. 

11. Use of (A) a first component which comprises, as an active agent. Compound I or a 

pharmaceutically-acceptable salt thereof; and fB") a second component which comprises, as an active 

agent, erlotinib or a pharmaceutically acceptable salt thereof for the manufacture of medicaments for 

20 simultaneous or sequential use in the treatment of cancer comprising b-Raf having the V600E mutation, 

wherein 

(A) is to be administered in an amount of from about 200 rog/day to about 3000 mg/day, from about 1000 

mg/dav to about 2500 mg/dav. from about 1700 mg/day to about 2100 mg/dav or about 1920 mg/dav. and 

(B) is to be administered in an amount of from about 20 mg/dav to about 500 mg/day. from about 100 

25 mg/day to about 400 mg/day, or from, about 100 mg/dav to about 200 mg/dav. 

12. Use of (A) a. first component which comprises, as an active agent. Compound I, or a 

pharmaceutically-acceptable salt thereof; and (B) a second component which comprises, as an active 

agent, cetuximab; for the manufacture of medicaments for simultaneous or sequential use in the treatment 

30 of cancer comprising b-Raf having the V600E mutation, wherein 

(A) is to be administered in an amount of from about 200 mg/dav to about 3000 mg/day. from about 1000 

mg/dav to about 2500 mg/dav. from about 1700 mg/day to about 2100 mg/dav or about 1920 mg/dav; and 

(8) is to be administered in an amount of from about 50 mg/m2/week to about 700 mg/m2/week, from 

about 100 mg/m2/week to about 600 mg/m2/week, or from about 200 mg/m2/week to about 500 

35 mg/m2/week. 
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13. Use of (A) a first component which comprises, as an active agent. Compound I or a 

pharmaceutically-acceptable salt thereof; (B) a second component which comprises, as an active agent, 

cetuximab; and (C) a third component which comprises, as an active agent, irinotecan or a 

5 pharmaceutical] v-acceptable salt thereof; for the manufacture of medicaments for simultaneous or 

sequential use in the treatment of cancer comprising b-Raf having the V600E mutation, wherein 

(A) is to be administered in an amount of from about 200 mg/day to about 3000 mg/day, from about 1000 

mg/day to about 2500 mg/dav. from about 1700 mg/dav to about 2100 mg/dav or about 1920 mg/dav; 

fB) is to be administered in an amount of from about 50 mg/m2/week to about 700 mg/ror/week. from 

10 about 100 mg/m2/week to about 600 mg/m2/week, or from about 200 mg/m2/week to about 500 

mg/m2/week; and 

(C) is to be administered in an amount of from about 1 to about 250 mg/mVweek. about 50 to about 200 

mg/m2/week. or about .125 mg/m2/week. 

15 14. Use of (A) a first component which comprises, as an active agent, propane-1 -sulfonic acid (3-F5-

f4-ch.loro-pfae.nvl)-lH-pvTTOlo [2.3-bl pvridine-3-carbonvl1-2,4-difluoro-phenvl}-amide, or a 

pharmaceutically-acceptable salt thereof; and (B) a second component which comprises, as an active 

agent, an EGFR inhibitor wherein the EGFR inhibitor is selected from erlotinib or a pharmaceutically 

acceptable salt thereof, or cetuximab. for the manufacture of a kit for the treatment of cancer comprising 

20 b-Raf having a V600 mutation. 

15. The use according to claim 14 further comprising a third component which comprises, as an 

active agent, irinotecan. in the kit. 

25 


