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CFT1946 is Superior to Clinically Approved BRAF Inhibitors in BRAF V600E CRC CDX In Vivo Models Exhibit Greater Response
Additional BRAF V600E Melanoma CDX and PDX Models to CFT1946 in Comparison to Approved BRAFi/EGFRmADb

Activating mutations in BRAF at residue V600 (typically V60OE) lead to dysregulation of the mitogen-activated protein kinases (MAPK) pathway and occur A ARAR \?(ls%bl\éilgnzl?z ous B BRAF \%}ééhélﬁlgt'ezré’zygous A HT-29 (MSS)
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Here we substantially expand our preclinical characterization of CFT1946 across multiple models of BRAF V600X-driven cancers including BRAF V600X- C IE / -®- CFT1946, 10 mg/kg, BID + cetuximab, 11 mg/kg, Q3D
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The promising activity of CFT1946 in a broad range of BRAF V600X preclinical models supports its ongoing clinical investigation in BRAF V600X mutant E - tCFTli“% 1001”‘9”;8’ Bé?; 0.0 1 o s 0.0 L 4'8 B HT-29 Tumor Tissue, pERK 2
solid tumors (NCT05668585) - rameinD, =5 mee: Time (h) . Vehicle Encorafenib CFT1946 i O
' , “®- dabrafenib, 100 mg/kg Time (h) R — —
0+ T T T 1 PR T  TR RENS VR GER P SP R ATE G ) 103 BRSO RCETARY e 013
0 7 14 21 28 Day 17 Trametinib = 0.3 mg/kg @® CFT1946, 10 mg/kg ‘.".:f’.»u:"‘fﬁ::.'%,.,',"',’\‘ - \' A ;:-" é : “"'0,:"‘.,"{'.’_':.'_3- 'V. el S :\' , ,~.\: ALK
"..':,;;',,,“'".’f-_j..'; Faanvaga iy, p MENE w5 NS AY 5 B SN E NOR S
Model for CFT1946 Efficacy in BRAF V600E Monomer and Dimer-Dependent Diseases Days on Study Figure 2. CFT1946 demonstrates efficacy in BRAF V600E mutated melanoma xenograft 13;".:};:-'».-.;.;,::\.,;Z‘ ..-'.-;:e:_:,.;\";%.f,g;::«:;»‘;;;, ot Pa i B ol i At \ /\@‘*%Q &
models. CFT1946 results in greater tumor regression compared to encorafenib and ”"'e:" oy i:'é'j'é--%.",:.‘-f/-“," LS g X R A TR R A SO Q&L\@@ (\00@
ib i R RO RO At el ,,{3-",,."-',",-,',' LI iy ey S e Ul L ONE AL 5 ;
Normal Ligand- Activated BRAF Monomer Monomer-Driven Dimer-Driven E BRAF V600E Kinase Domain Duplication PDX dabrafenib in the (A) SK-MEL-28 BRAF V600E homozygous and (B) SK-MEL-24 BRAF I g S S o R N € 357 S T R S N g SN
Dependent Pathwa Promotes Oncogenic Inhibitor-Sensitive Inhibitor-Resistant VEOOE heterozygous xenograft models. (C) Efficacy study of the A2058 BRAF V6OOE '?;,:é?'.'ll"i'f:.;;".'u"'.3’-.‘:".3:5"‘3h: P o A B LN .» 1 Fo st D
P Activation Y Col Grow’rl*? Dearader-Sensitive Dearader-Sensitive 1500 -8~ Vehicle heterozygous melanoma model carrying the activating mutation MEK1 P124S, which retains *\’ ,A"'"_',.,‘_.' :‘., :" S amnn i, v_,,?g'_i"."' A Ak ' o e
9 J & trametinib, 0.1 mg/kg, BID dependence on upstream RAF scaffolding. At day 17, trametinib was increased to 0.3 mg/kg B RFRTHL LI AN oL v £ AR N S e ot T e M onl e _ 100~
® ® Activated Ras E D -0~ dabrafenib, 100 mg/kg, QD as indicated by dotted line. CFT1946 inhibited tumor growth to a greater degree as a single o :,."7.:-:": s ‘ U n A R & .’.‘:‘ e ¥ eI D! o -~ DMSO
o mutation, RTK upregulation, etc. © 1000~ o, : . dabrafenib, 100 mg/kg, QD + agent compared to the dabrafenib and trametinib combination. (D) BRAF V600E (left) and © [ . ""jf .“ 1“ / 5‘. e et 2 . . 3 757 -~ cetuximab 10 ug/ml
RTK RTK E g trametinib, 0.1 mg/kg, BID phospho-ERK (right) protein levels after a single dose demonstrates target engagement and § .'3;.;",:,,'(';;“:,' $ogee ' . / ) o J "g -~ encorafenib 0.1 puM
S S -8~ CFT1946, 10 mg/kg, BID pathway suppression in the A2058 CDX model. (E) PDX ST2870B was established from a 5 R SN N T A A PV SRR L 23 1 R © 50- ~e- encorafenib 0.1 UM, cetuximab 10 pg/mi
P CELL MEMBRANE S 500- ol CFT1946, 10 mg/kg, BID + patient who progressed on dabrafenib + trametinib combination and acquired a duplication o[ Tl e g ." olrens) o, e CET1946 0.1 uM
ELL MEMBRANE = - - ) . . . Ol < . o B ) & ey Q o954 LU
E trametinib, 0.1 mg/kg, BID of the V60OE mutated BRAF kinase domain. Mice were treated for 21 days as indicated by ol N RO P NP L SR AT N A : S e CFT1946 0.1 UM, cetuximab 10 pg/mi
| dotted line. CFT1946 + trametinib combination showed sustained regression after the S TR XN ot M D ATt LY . o
RAS RAS Causes of Dimer Driven Resistance 0 | ———0—0r—0—0 removal of treatment demonstrating the durability of this response. Compounds in efficacy — - — - — jo é zll é é 1'0
e 0 7 14 21 28 35 42 studies were dosed orally QD or BID as indicated. Efficacy data are expressed as mean tumor Days
CRAF Melanoma: Acquired NRAS mutation, volumes + SEM. n =8 mice per arm.
WT-BRAF V400X CRAF BRAF V600X amplification, BRAF Days on Study ' P
ul V600X splice variant E Colo205 (MSS) F LS411N (MSI) G RKO (MSI)
Activated Ras 1000+ ;
MEK l Colorectal carcinoma: EGFR- . . 1500+ 3000+ -e- V/ehicle
mediated pathwayreactivation A 5 5
] ' A CFT1946 Leads to Tumor Regression in a NSCLC BRAF V600OE PDX Model = 750- % t o cetuximab, 11 mghkg, Q3D
3w, P : ‘o 1000- > fenib /kg, QD
ERK X Kl S - - - . C - w :m ) o 20004 -e- encorafenib, 35 mg/kg, Q
' CmD..\c: ‘ Where Clinically Approved BRAFi/MEKi Combination is Ineffective = 500- i : : ncorafentd, 35 maka, O 4
o T\ B - 6 6 -9 | ) )
> . @ = S cetuximab, 11 mg/kg, Q3D
lll }l{ :v*!: = = ~ 5004 ~ 10004
REGULATED CELL UNREGULATED CELL A 2 2501 L@ g g -~ CFT1946, 10 mg/kg, BID
PROLIFERATION PROLIFERATION NSCLC, BRAF V600E 5 L = =
- Figure 3. CFT1946 leads to regression as a single = - = _o~ CFT1946, 10 mg/ kl?’ BID +
~ 2000 3 -e- \/ehicle agent and in combination with MEK inhibitor in O-O 7 14 21 o8 35 0 0 ; 1l4 211 0 (') ; 1'4 2'1 cetuximab, 11 mg/kg, Q3D
) - o) .
= P = . a BRAF V600E mutated NSCLC PDX efficacy
CFT1946 is a BRAF Mutant-Specific BiDAC Degrader and is Active in Bl ettt 100 mofi @ study. Both CFTI946 and CFT1946 + trametinid s on S s on Sy s on s
= © 1500- S -e- dabrafenib, 100 mg/kg, QD lead i ith inati
e 3 ’ ’ ead to regression with the combination
og o o 3 1000~ - —8— dabrafenib, 100 mg/kg, QD + trametinib, 0.1 mg/kg, BID demonstrating a longer durability of response Figure 5. CFT1946 single agent treatment is superior to SOC in CRC models. (A) In vivo efficacy of CFT1946 or encorafenib with or without cetuximab combination
a n In h I blto r- ReSISta nt BRAF V600 E/N RAS Q61 K M EIa noma M Od EI ; -e- CFT1946, 10 mg/kg, BID after t-reatment is stopped on day _28- T.umors demonstrates degrader advantage in the BRAF V600E heterozygous colorectal carcinoma model HT-29, microsatellite stable (MSS) model. (B) Representative images of
g £00— e~ CFT1946, 10 mg/kg, BID + trametinib, 0.1 mg/kg, BID gr_ew in the pre§ence ?f glabrafenlb with <.)r tumor tissue collected at end of study at 20x magnification with quantified levels of phosphorylated ERK displayed as H-scores in image panels. CFT1946 treatment
CET1846 (300 nM, 24 h) CET1846 (300 nM, 24 h) = without the MEKi combination. Compounds in results in greater suppression of pERK than the inhibitor or cetuximab alone, CFT1946 in combination with cetuximab has the greatest pERK suppression by IHC,
A B CFT1946 C 15 A3T75 Cells 151 JURKAT Cells efficacy studies were dosed orally QD or BID as correlating with the deepest level of tumor growth inhibition in the efficacy study. (C) Corresponding end of study tumor BRAF V60OE protein levels from efficacy study
A3T5 o s = s I B:RAF VGO?E i :BRAF WT: 0 7 14 01 )8 35 45 indicated. Efficacy data are expressed as mean demonstrate BRAF degradation in CFT1946 treated mice. (D) Live imaging of cellular confluency over 10 days was captured for HT-29 cells in the presence of CFT1946 or
2 2 £ g 3 2 e ' tumor volumes + SEM, n=8 mice per arm. encorafenib with or without cetuximab combination. (E) Efficacy study of the BRAF V600E CRC model Colo205, an MSS model known to be sensitive to BRAF inhibitor
a « S S a4 9 2N 1 : : | : : Days on Stud
, : ] y y treatment. Treatment was ceased at day 21 and monitored for outgrowth, CFT1946 treatment resulted in a more durable suppression of tumor growth with tumors still
= WT BRAF | G S St s W mm 10- ~ore undetectable 14 days after removal of treatment for 7 out of 8 mice. (F) In vivo efficacy study with the microsatellite instable (MSI) CRC model LS411N demonstrated
= . & b Q10
= HCT-116 2 E - 52 strong tumor growth inhibition with CFT1946 treatment and further suppression of tumor growth with addition of cetuximab. (G) CFT1946 treatment in the MSI CRC
g PERK | e e e S S S S8 - ga . ° °
= BRAF WT a g a3 CFT1946 P I S I I I M d I model RKO suppressed tumor growth but was not further benefited by addition of cetuximab. Compounds in efficacy studies were dosed orally QD, Q3D, or BID as
;re Total ERK | s o e e o ] a g,‘c" ‘§ ro O ngs u rv“’a I n a n nt ra C ra n Ia o e indicated. Efficacy data are expressed as mean tumor volumes + SEM.
- g T )
- g i f BRAFV600E M ic Mel
0- teesee BRAFVGO0E | R s w— O - o = o) etastatic iVielanoma
10t 10° 10" 102 10° 10% A375 PERK | T .-
criian i e = | ol | X 3 600 |Model B Lumi Per M S
Total ERK = ot <) . A375 BRAF V600E-Luc Intracranial Mode uminescence Per Mouse
® BRAF @ pERK1/2 (T202/Y204) - . ] _ A 100 _ ; C Day 0 17 38 122 178 u m m a ry
Log, FC Loa, FC :
vs. Dabzrafenib Ve, Cor:)t?fﬂ (DMSO) o End of 1.5 T : Vehicle i ~
D E F % 75 Treatment § rgn_ k
+— : () o)
A375 ERK in Tumor Tissue c : - - . . . . . .
A375 NRAS Q61K P u : : ' .
- Q o . ' 2 : I| s 1.0- 3 e”%‘ér?nféi‘k'z nﬂ.. CFT1946, a potent and selective orally bioavailable BRAF V600X BiDAC degrader, is:
o 2000+ ] T _ L O 5O=- %) = .
06-\ Vehicl < 1— (al . =~ : | ) . . .
£ ~ Vehidle £ o00- B v wametin, 0.1 mykg, BID 2 = : g 2 u . superior to SOC BRAFi treatment in multiple BRAF V600X mutant melanoma PDX and CDX models,
~ 1500- - encorafenib, 35 mg/kg, QD &£ - ’ ’ , 2 Bl Vehicle = : S 0.5+ : CFT1946 ’ ' ;
() o -~ encorafenib, 35 mg/kg, QD + MEKi BID v 0.75- S _ o) : . . . .
5 < CFT1046,03mokg, BID 2 1500- 2 encorafenib 5 25 2 ' 10 mg/kg r ’ including BRAFi resistant models
E’ 1000- -~ CFT1946, 3 mg/kg, BID g -»- CFT1946, 10 mg/kg, BID g 054 a5 mg/kg ’ n s - , A . . ] .
> = CFT1046,10 mgkg, BID S 1000- + CFT1946, 30 mghkg, BID = ° e . N I S 0 CFT1946 " L | &l & . superior to SOC BRAFi/MEKi treatment in a BRAF V600X mutant NSCLC PDX model
E 500+ = 2 0.5+ " 10mgikg 0 30 60 90 120 150 30 mg/k - . . : . . .
R 5 500, o CFTIsds, 10 mgho +MEK,BD £ 029 D 0 T o Ve bays on Study o F af O 1F . superior to SOC BRAFi treatment in a BRAF V600X mutant intracranial metastatic melanoma model
........... &28. - CFT1946, 30 mg/kg + MEKi, BID x ays on Study
O OI T '°'O'I‘©:-'O T © 0- 1 [ — . .
0 7 14 21 28 35 o 7 14 21 A3T5 ASTS + *#- encorafenib, 35 mg/kg, QD . superior to SOC BRAFi/EGFRmAb treatment in multiple BRAF V600X mutant CRC CDX models
Da NRAS Q61K -~ CFT1946, 10 mg/kg, BID
ys on Study Days on Study . . . . . .
e CFT1946, 30 mg/kg, BID Figure 4. CFT1946 prolongs survival in an intracranial model of metastatic
G Figure 1. CFT1946 is a highly specific BRAF mutant-specific degrader that leads to D melanoma. (A) Female BALBc/Nude mice underwent intracranial surgical Taken together, our data demonstrate that degradation of BRAF V600X mutants by CFT1946, in
regressions in BRAF V600E melanoma models. (A) CFT1946 concentration-dependent Plasma PK CNS Tumor PK implantation of A375-luciferase cells in 20% Matrigel. Kaplan Meier Survival d di dri i > th tential to t ' tent +hab g f BRAF
iBiT- _ i i i _ ' curve demonstrates survival in response to treatment with encorafenib (35 monomer an Imer-ariven settings, orrers tne potential to treat patients wi d broadd range o
Ce“ I.ine MAPK Siaius GI CFT1 946 GI encorafenib g:?Bgl:-aSaRfl‘(l):aneoaOCi:(jgar?ld::‘:(no\li\ll;.gcgogﬁgrrF‘)IEaRnKt il'lc;Sds ;)I] ﬁ2j052)203E4R|:1|£/F|)E(RBK)) {/r\]/:;i:)ncz::t j 100000 ,\looo_ mg/kg; PO/QD) or CFT1946 (10 mg/kg, or 30 mg/kg, PO/B|D) At 120 Dfays VGOOX t t d . . I gdf I p NSCLC d CRpC g
50 20 analysis of BRAF WT HCT-116 and BRAF V60OE mutant A375 shows selective degradation £ 10000 = — (dotted line) treatment was discontinued, and the remaining mice were mutant-ariven cancers inciuding melanoma, , an '
IMR?0 WT >10000 nM >10000 and pERK suppression only in the mutant setting. (C) Proteomic profiling confirms CFT1946- & £ 100+ - monitored for tumor burden, weight loss, and survival. All doses were well-
HCT-116 ~ KRAS G13D  >10000 nM >10000 mediated BRAF degradation in BRAF V600E but not WT BRAF cell lines. (D) CFT1946 leads c 1000+ 5 ;Olerat_fleocli as no group STOVI\\//(Ie'd more than mean (110% :Odv \Iiveight |0:]S :e;%r; These data provide encouraging support of the ongoing clinical investigation of CFT1946 in BRAF V600
ion i i = = etectible tumor signal. Mice were terminated when they reache
A375 BRAF V600E 6.8 "M /.5 NM '::O:jej.re(s:)loglz_lrnls;cz: éBtizr:;?nFibvig?nEbi:(;?grz,y;ge?:jss T;t:]er;reciiloieirrllviﬁexzrézgprai;th(iﬁiﬁ E 100- g 10 weight loss due togtumor burden. (B) Luminescence sign»:al graphed fo(r) mutant solid tumors (NCT05668585)
A375 + BRAF V600E 55 nM 911 NM resistant A375 NRAS Q61K mutant melanoma xenograft model. Compounds in efficacy o 10+ f & individual mice on study, representing tumor burden. (C) Representative
NRAS Q61K NRAS Q61K studies were dosed orally once daily (QD) or twice daily (BID) as indicated. Efficacy data are = 1 S 1 rF * images of luminescence signal, depicting progression of individual mice for
expressed as mean tumor volumes * SEM. (F) Western blot analysis of pERK at 10 hours S ' ' ! ' © i 1'2 2'4 4|8 each treatment arm at representative timepoints. (D) Pharmacokinetics of References
post single dose in A375 and A375 NRAS Q61K tumors, normalized to total ERK. (G) 1 12 . 24 48 - ) mouse plasma (left) and brain tumor (right) demonstrate brain exposure of 1.  Poulikakos, Poulikos I et al. “RAF inhibitors trar'lsac.tivate RAF dimers zfmd ERK s.ignalling.in ceIIs: \'Ni'th wild-type BRAF.” Nature vol. 464,7287 (20_10):'42'7-30.'doi:10.1038/r'1ature08902
CellTiter-Glo analysis of cell lines with varying MAPK pathway mutation status shows Time (h) « encorafenib, 35 mg/kg, QD ime (h) CFT1946 and encorafenib (*encorafenib was below quantifiable level after 1 2. si(;rccoovr::»; \I/Rg/lar;Iz?;gll.z)l?(;ES:;nsecgz’ic.elcérleiaS(;t/l\Z/itslgE\Sc;gI(\)/Ié;}(lsll_gon;)lllng contributes to insensitivity of BRAF mutant colorectal cancers to RAF inhibition with vemurafenib.” Cancer
_Spe_dfidty for mutarlt setting, and activity in BRAFi resistance setting compared to the BRAF -~ CFT1946, 10 mg/kg, BID hqur). Compounds in the study were dosed orally QD or BID as indicated, n=8 3.  Yao, Zhan et aI."’RAF inhibitor PLX8394 selectively disrupts BRAF dimers and RAS-independent BRAF-mutant-driven signaling.” Nature medicine vol. 25,2 (2019): 284-291.
inhibitor encorafenib. - CFT1946, 30 mg/kg, BID MICEe perarm. d0i:10.1038/s41591-018-0274-5
00 -
AACR Annual Meeting, April 2024 e C4Thera pquCs
00



	Slide 1: CFT1946, a potent, selective BRAF V600X mutant-specific degrader demonstrates superior activity as a single agent to clinically approved BRAF inhibitors and standard of care combinations in preclinical models of BRAF V600X melanoma, CRC, NSCLC, a

