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BRAF alteration: cancer driver

Wild-type BRAF Class | BRAF mutants
Signals as RAS-dependent dimers following ~ (V600-mutant)
growth factor stimulation of RTKs Signal as high-activity,

RAS-independent monomers under
conditions of low RAS activity
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(non-V600-mutant) (non-V600-mutant)

Signal as intermediate-to-high-activity, Low-activity or kinase-dead, RAS-dependent
RAS-independent dimers mutants that signal as heterodimers with

wild-type RAF; often co-occur with RTK or
RAS mutations or loss of NF1
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Dabrafenib + Trametinib

TAFINLAR® (dabrafenib) capsules

« the treatment of patients with unresectable or metastatic melanoma with BRAF V600E or V600K mutations as detected by an FDA-approved test. (1.2, 2.1)

« the adjuvant treatment of patients with melanoma with BRAF V600E or V600K mutations, as detected by an FDA-approved test, and involvement of lymph
node(s), following complete resection. (1.3, 2.1)

« the treatment of patients with metastatic non-small cell lung cancer (NSCLC) with BRAF V600E mutation as detected by an FDA-approved

test. (1.4, 2.1)

« the treatment of patients with locally advanced or metastatic anaplastic thyroid cancer (ATC) with BRAF V600E mutation and with no

satisfactory locoregional treatment options. (1.5, 2.1)

« the treatment of adult and pediatric patients 1 year of age and older with unresectable or metastatic solid tumors with BRAF V600E mutation who have 4
progressed following prior treatment and have no satisfactory alternative treatment options. This indication is approved under

accelerated approval based on overall response rate (ORR) and duration of response (DoR). Continued approval for this indication may be

contingent upon verification and description of clinical benefit in a confirmatory trial(s). (1.6, 2.1)

« the treatment of pediatric patients 1 year of age and older with low-grade glioma (LGG) with a BRAF V600E mutation

MEKINIST® (trametinib) tablets

« the treatment of patients with unresectable or metastatic melanoma with BRAF V600E or V600K mutations as detected by an FDA-approved
test. (1.1, 2.1)

« the adjuvant treatment of patients with melanoma with BRAF V600E or V600K mutations, as detected by an FDA-approved test, and
involvement of lymph node(s), following complete resection. (1.2, 2.1)

« the treatment of patients with metastatic non-small cell lung cancer (NSCLC) with BRAF V600E mutation as detected by an FDA-approved
test. (1.3, 2.1)

« the treatment of patients with locally advanced or metastatic anaplastic thyroid cancer (ATC) with BRAF V600E mutation and with no
satisfactory locoregional treatment options. (1.4, 2.1)

« the treatment of adult and pediatric patients 1 year of age and older with unresectable or metastatic solid tumors with BRAF V600E mutation 4
who have progressed following prior treatment and have no satisfactory alternative treatment options. This indication is approved under
accelerated approval based on overall response rate and duration of response. Continued approval for this indication may be contingent upon
verification and description of clinical benefit in a confirmatory trial(s). (1.5, 2.1)

« the treatment of pediatric patients 1 year of age and older with low-grade glioma (LGG) with a BRAF V600E mutation who require systemic
therapy. (1.6, 2.1)

https://www.fda.gov/



nature medicine MASTER KEY

Article https://doi.org/10.1038/s41591-023-02321-8

&d project

Dabrafenib plus trametinibin

BRAFV600E-mutated rare cancers: the phase o e
2ROAR trial CR PR SD PD NE RR
Rare Oncology Agnostic Research (ROAR) trial: Tl R TaTR . TE A ek 2 68
multicenter, single-arm, open-label, phase 2 basket study 721%)
BRAFV600E mutation-positive rare cancers o 23(63%)  16@37%)  3(1%) HEEs e )
13 countries including Japan 68.8%)
Primary endpoint; ORR ASl(n=3) — 7 (67%) — 1(33%) — {5533%
00.2%)
LGG 1(8%) B (46%) 3(23%) 1(8%) 0 7(54%)
ATC: anaplastic thyroid cancer (n=13) ot
BTC blllary trac_:t cancer ] . HGG 3(7%) 12 (27%) 10 (22%) 20 (44%) 0 15(33%)
ASI: adenocarcinoma of small m_testlne (n=45) fg%%,
LGG: low (WHO G1/G2)grade glioma
. ) HCL 10 (18%) 13 (24%) 0 1(2) 1(2)8 49 (89%)
HGG: high (WHO G3/G4) grade glioma (n=55) 26 (47%) (77.8%,
HCL: hairy cell leukemia , . 259
MM: mU|t|p|e myeloma Fﬂl:‘lm} o 2 (20%) 1(10%) 4(40%) 0 35%}
81.3%)

(FEAEDcOhort TORR > 50%

Subbiah V et al. Nat Med. 2023 May;29(5):1103-1112.



NCCH1901 iRt (BEeR%E/BELIEVERER)

Dabrafenib and trametinib administration in patients with
BRAF V600E/R or non-V600 BRAF mutated advanced solid
tumours (BELIEVE, NCCH1901): a multicentre, open-label, and

single-arm phase |l trial

CR PR SD PD NE Total ORR PFS median (95% Cl)
Tc_:tsunon’ Sh_umoi,""" _Kunr'kq SUﬂUmJ:,L Makolto Ta_ha_ra,’f‘Satoshi Nisha’gvaku," Sho_ta Tanaka,’ gfshi Br_]ba,‘* M.asashf Kanai,f: lcfiiro Kinoshjm,'l Carcinoma of endocrine organs (thyroid cancer) 0 5 6 4 0 15 333% 57 (2.1-6.5)
Hidekazu Shirota, Hideyuki Hayashi,” Naohiro Nishida," Toshio Kubo,™ Nobuaki Mamesaya,” Yayoi Ando,” Natsuko Okita,” Taro Shibata,” ) X
Kenichi Nakamura.®® and Noboru Yamamoto®™* Glial tumours of the central nervous system (CNS) 0 4 8 0 0 12 33.3% 8.0 (7.6-12.5)
Epithelial tumours of the liver and intrahepatic bile tract (IBT) 0 1 0o 1 2 4 25.0% 31 (2.2-9.6)
Epithelial tumours of the pancreas 0 1 2 0 0 3 33.3% 5.2 (33-7.2)
Cohort with measurable disease (n = 50) Epithelial tumours of the colon 0 1 2 0 0 3 333% 143 (4.2-16.2)
Non-glial tumours of the CNS and pineal gland 0 1 2 0 0 3 33.3%  NA (NA)
Primary sites Epithelial tumours of the gallbladder and extrahepatic biliary tract (EBT) 0 0 2 0 o0 2 0% 6.4 (NA)
Endocrine organ (thyroid cancer) 15 (30%) Mixed epithelial and mesenchymal tumours of the uterus 0 1 0 0 0 1 100% 8.2 (NA)
Glial tumour of CNS 12 (24%) Carcinoma of unknown primary site 0 0 1 0 0 1 0% NA (NA)
. i ) Epithelial tumours of the ovary and fallopian tube 0 0 1 0 0 1 0% 5.9 (NA
Liver and intrahepatic duct 4 (8%) p_ : ry_ : P (NA)
Epithelial tumours of the small intestine 0 0 1 0 0 1 0% 4.9 (NA)
Colorectal 3 [6%] Malignant skin melanoma 0 0 1 0 0 1 0% 4.1 (NA)
Non glial tumour of CNS and pineal gland 3 (6%) Soft tissue sarcoma 0 0o 1 0 o 1 0% 7.0 (NA)
Pancreas 3 (6%) Epithelial tumours of the breast 0 0 0 1 0 1 0% 2.6 (NA)
. Oth 0 0 1 0 0 1 0% 6.8 (NA
Gallbladder and extrahepatic duct 2 (4%) e (NA)
Total 0 14 28 6 2 50 28.0% 6.5 (4.2-7.2)
Others 8 (16%)
Mutation status PFS, progression free survival; CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; NE, not evaluable; NA, not assessable. “Glioblastoma
and high-grade glioma.
BRAF V600E 47 (94%)
Table 3: Best overall response and progression-free survival by histological type.
BRAF V60OR 1 (2%) i g (ke R
BRAF G466A 1 (2%)
B 1@ ORR: 28.0%
[ ] [ ]

G466A and N486_P490del: not evaluable

Shimoi T et al. EClinicalMedicine. 2024 Feb 2:69:102447. V6OOR PD



CLINICAL CANCER RESEARCH | CLINICAL TRIALS: TARGETED THERAPY

Trametinib Activity in Patients with Solid Tumors and
Lymphomas Harboring BRAF Non-V600 Mutations or
Fusions: Results from NCI-MATCH (EAY131)

Douglas B. Johnson', Fengmin Zhao?, Marcus Noel®, Gregory J. Riely?, Edith P. Mitchell®, John J. Wright®,

Helen X. Chen®, Robert J. Gray?, Shuli Li?, Lisa M. McShane®, Larry V. Rubinstein®, David Patton®,
P. Mickey Williams’, Stanly R. Hamilton®, Barbara A. Conley®, Carlos L. Arteaga®, Lyndsay N. Harris®,
Peter J. O'Dwyer'®, Alice P. Chen®, and Keith T. Flaherty"

Characteristics Patients, n (%)

Tumor histology
Gastrointestinal 8 (25%)
Adenocarcinoma of colon 6
Adenocarcinoma of rectum 1
Intrahepatic cholangiocarcinoma 1
Gynecologic 4 (12%)
Serous adenocarcinoma of ovary 1
Malignant mixed Mullerian tumor of uterus 1
Endometrioid endometrial adenocarcinoma 1
Melanoma of vulva 1
Breast (ductal carcinoma)
Lung adenocarcinoma
Adenocarcinoma 6
Adenosquamous carcinoma 1
Hepatoid adenocarcinoma 1
Sarcomatoid adenocarcinoma 1
Genitourinary
Prostate adenocarcinoma 1
Prostate adenocarcinoma with neuroendocrine 3
differentiation
Osteasarcoma of the renal pelvis 1
Lymphoma
Cutaneous T-cell anaplastic large cell lymphoma 1
Diffuse large B-cell lymphoma 1
Spindle cell component of parotid epithelial- 1
myoepithelial carcinoma
Adenocarcinoma of unknown primary site
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Targeted Therapy in Advanced Melanoma With
“Rare BRAF Mutations

Christian Menzer, MD"?; Alexander M. Menzies, MBBS, PhD*#; Matteo S. Carlino, MBBS, PhD*%; Irene Reijers, MD";

Emma J. Groen, MD®; Thomas Eigentler, MD; Jan Willem B. de Groot, MD, PhD?; Astrid A.M. van der Veldt, MD, PhD®;
Douglas B. Johnson, MD'?; Frank Meiss, MD''; Max Schlaak, MD'*'*; Bastian Schilling, MD'*; Hans M. Westgeest, MD";
Ralf Gutzmer, MD'®; Claudia Pfohler, MD"'; Friedegund Meier, MD'®; Lisa Zimmer, MD"; Karijn P.M. Suijkerbuijk, MD, PhD?%

H].I(J([J.I |l‘l1|t:| 1O

Annette Kopp-Schneider, PhD?%; Georgina V. Long, MBBS, PhD3%; Richard Kefford, MBBS, PhD*25; Alexander Enk, MD%;
Christian U. Blank, MD, PhD®; and Jessica C. Hassel, MD?

Thomas Haalck, MD?!; Kai-Martin Thoms, MD?2; Karin Herbschleb, MD?3; Jonas Leichsenring, MSc, MD?; Alexander Menzer, MD2*;

Class 2 BRAFZ &

Retrospective study

BRAF genotype treatment N ORR DCR Median PFS Median OS
Total 15 3 (20%) 8 (53%) 3.3 [1.7-NA] 16.3 [3.7-NA]
BRAFi 5 0 3 (60%) 16.3 [1.8-NA] 16.2 [14.7-NA]
LS97P/Q/R/S _

MEKi 1 1 1 3.7 0S>57.8
BRAFI/MEKI 9 2 (22%) 4 (44%) 2.2 [0.9-NA] NA [2.7-NA]
Total 1 1(9%) 5 (45%) 2.5[1.5-NA] 8.4 [3.8-NA]
BRAFi 6 0 3 (50%) 1.6 [1.3-NA] 7.8 [1.3-NA]

K601E
MEKi 1 0 0 PFS=0.4 05=5.2
BRAFI/MEKI 4 1(25%) 2 (50%) 3.8 [2.5-NA] NA [3.8-NA]
Total 5 2 (40%) 3 (60%) 8.0 [1.6-NA] 8.0 [7.6-NA]
G469R/S/A/T170d BRAFi 2 0 0 1.5[1.4-NA] 6.6 [5.7-NA]
elinsAK MEKi 0 - - - -
BRAFI/MEKi 3 2 (67%) 3 (100%) 9.2 [8.0-NA] 9.4 [8.0-NA]

Class2 mutated melanoma: n=31
BRAFi: no responder (0/13)
MEKi : response in 33.3% (1/3)
BRAFi+MEKi combo : 31.3% (5/16)

Menzer C, et al. J Clin Oncol. 2019 Nov 20;37(33):3142-3151
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doi:10.1038/nature23291

Tumours with class 3 BRAF mutants are sensitive to
the inhibition of activated RAS

Zhan Yao!, Rona Yaeger?, Vanessa S. Rodrik- Outmezguine!, Anthony Tao®, Neilawattie M. Torres!, Matthew T. Chang*>9,
Matthias Drosten’, Huiyong Zhao!, Fabiola Cecchi®, Todd Hembrough®, Judith Michels®!?, Hervé Baumert!!, Linde Miles!2,
Naomi M. Campbell'?, Elisa de Stanchinal, David B. Solit>*!4, Mariano Barbacid’, Barry S. Taylor*>!4 & Neal Rosen™215

BRAF class 3: KRAS, NF1 co-mutation

BRAF mutation class Class 1
Cancer type IIININENGER [ I o e e T P T
BRAF mutations — N EEEEEEEEE
NF1 L] - n Irm I.-IIIIII.. - | | Ga"cer twe
KRAS G2 ' - : . § I Colorectal INSCLC
K117 . 1 Melanoma
Al4e "
NRAS G12 = a| = Alterations
G131 i = Missense ® Truncating
Q61 .
HRAS G13 ' I Desp deletion
Q61 .
(n = 286) (n=107) {n=15) (n =24) n=13) n=42)

Class 3 BRAF mutated melanoma cell lineT(&
RAFHEZETIEIMEK/ERKS D F)LEIBOHNEI T TER0N
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Yao Z, et al. Nature. 2017 Aug 10;548(7666):234-238.
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Cell Reports @ CelPress

RAF/MEKMEEETHRNNMEEROLRIFEINDS

WM3912 D
BRAF p.N581Y, NF1 LoF

Melanomas with concurrent BRAF non-p.V600
and NF1 loss-of-function mutations are targetable
by BRAF/MEK inhibitor combination therapy

Shivshankari Rajkumar,’-? Diana Berry,"? Kayla A. Heney,'? Colton Strong,” LeeAnn Ramsay," Mathieu Lajoie,’
Rached Alkallas,”# Tan-Trieu Nguyen,’ Cameron Thomson,® Mozhdeh Ahanfeshar-Adams,” Matthew Dankner,'#
Teresa Petrella,” April A.N. Rose,?? Peter M. Siegel,"2# and lan R. Watson.210.11.*

1Goodman Cancer Institute, McGill University, Montréal, QC H3A 1A3, Canada 20 il ] 0@ -2 n 20 A0 b -] o 20 ! e o M el

NZM41 C
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A A375 B
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WM3629
BRAF p.D594G, NRAS p.G12D
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Mutation Type Nucleotide change Amino acid change Mutation effect VAF (%)
Somatic BRAF c1782T>G p.Asp594Glu Missense 126
NRAS c1824>G p.Gln61Arg Missense 10.6
CDK8 C524G>C p.G175A Missense 10.8
TERT c.-124C=T - Promoter 336
MSS
TME low (1.4 1mutations/MB)

Gui L, et al. Front Immunol. 2023 Apr 14:14:1178682.

VAF, variant allele frequency; MSI, microsatellite instability; MSS, microsatellite stable; TMB, tumor mutational burden.



1 Case Sample
number  Tumor group Histologic diagnosis Gender Age  source Fusion
B RA F f S I O n Breast carcinoma Breast invasive ductal carcinoma (IDC) 62 Metastasis  KIAAT549-BRAF
l I Breast carcinoma Breast carcinoma (NOS) 61 Metastasis  KIAA1549-BRAF
Colorectal carcinoma Colon adenocarcinoma (CRC) 56 Primary MKRNI-BRAF

1 F
H F
§ M
2 Colorectal carcinoma Colon adenocarcinoma (CRC) F 71 Metastasis  TRIM24-BRAF
& Colorectal carcinoma Colon adenocarcinoma (CRC) F 52 Metastasis  TRIM24-BRAF
nature,, 3 Colorectal carcinoma Colon adenocarcinoma (CRC) F 59 Primary AGAP3-BRAF
medlcme T Esophageal carcinoma Esophagus adenocarcinoma M 61 Primary FCIHAVI-BRAF
18 Glioma Brain d plastic infantile g F 5 Primary KIAA1549-BRAF
12 Glioma Brain pilocytic astrocytoma M 17 Primary KIAA T 549-BRAF
19 Glioma Brain pleomorphic xanthoastrocytoma F 64 Primary KIAA1549-BRAF F 1 C DX
20 Glioma Spinal cord low-grade glioma (NOS) M & Primary KIAA1549-BRAF
14 Glioma Brain pilocytic astrocytoma M n Primary AKAPS-BRAF
Rearrangements of the RAF kinase pathway in prostate s Gem Branpleeneptic xentbossierytons M2 Fmen ceoce SmF ( N -_ 20 ’/ 3 5 7)
17 Glioma Brain pilocytic astrocytoma F 2 Primary KIAA1549-BRAF
Cancer, gastric Cancer and melanoma 21 E||?DI1|E Spi|j|al |.:Dn:l I.Dw-grade glioma (NOS) M 8 Pl?mary KIAA T 549-BRAF
11 Glioma Brain pilocytic astrocytoma M (-] Primary KIAA1549-BRAF
Nallasivam Palanisamy!-*!%, Bushra Ateeq">!%, Shanker Kalyana-Sundaram!-*!%, Dorothee Pflueger*, ® areme ren et sseatms " oo Temees H (o)
Kalpana Ramnarayanan'?, Sunita Shankar'?, Bo Han'?, Qi Cao'2, Xuhong Cao'%, Khalid Suleman'?, i o) ESIn pleon P Cy SR O VT M 2l i B RA F fu S I O n : 5 5 ( O . 3 /0 )
Chandan Kumar-Sinha'?, Saravana M Dhanasekaran'-, Ying-bei Chen*, Raquel Esgueva®, Samprit Banerjee, ? Glfnm Nm_ p"?mm: Anaplastic oligadendrogiioma M 20 P'f"'m AGK-BRAF
Christopher ] LaFargue?, Javed Siddiqui'->%, Francesca Demichelis®®, Peter Moeller'®, Tarek A Bismar!!, L o) B prooy ik oyt 4 F 2 YLy LIRS Dol
Rainer Kuefer®, Douglas R Fullen®'2, Timothy M Johnson'2, Joel K Greenson?, Thomas J Giordanoz,| 43 Glioma Brain pilocytic astracyloma " : Primary KA 1549-ERAF
Patrick Tan'?, Scott A Tomlins'2, Sooryanarayana Varambally'-*, Mark A Rubin*, Christopher A Maher!'* & L iy Not plocytic, Anaplastic gangliogliona 5 ST PRIy L
Arul M (:]‘Iil]ll{li}'ﬁlll 3,68 22 Head & Neck Carcinoma Head and neck neuroendocrine carcinoma F 53 Primary MKRNI-BRAF M e I a n O m a L] 5 0/0 ( 1 4/ 5 3 1 )
23 Lung Carcinoma Lung adenocarcinoma F 60 Metastasis ~ EPS15-BRAF "
9 Lung Carcinoma Lung nonsmall-cell lung carcinoma (NOS) M 69 Primary NUP 2 14-BRAF - . 0
M 26 Lung Carcinoma Lung adenocarcinoma F 69 Primary ARMCI0-BRAF G I IO m a . 2 /0 ( 1 5/70 1 )
b Paired-end reads PCA3 Cc Paired-end reads PCA17 8 Lung Carcinoma Lung adenocardnoma M 70 Primary BTF3L4-BRAF
27 Lung Carcinoma Lung adenocarcinoma F 83 Primary AGK-BRAF Th H d . 1 O 0/ 3/294
L3’ 24 Lung Carcinoma Lung adenocarcinoma M 68 Metastasis  GHR-BRAF yro I L] u 0
25 Lung Carcinoma Lung adenocarcinoma F (-1 Primary FCIHAVI-BRAF 0
30 Lung Carcinoma Lung nonsmall-cell lung carcinoma (NOS) M 72 Primary TRIM24-BRAF Pa n C rea S - O 3 /0 ( 3/ 1 O 6 2 )
789 35 Melanoma Cutaneous melanoma Spitzoid F 62 Primary TRIM24-BRAF - -
;‘ESHPT ;‘ ;HAF’ :/ 39 Melanoma Mucosal melanoma non-Spitzoid F 56 Metastasis  ZNF767-BRAF N SC LC . 0 2 O/ 8 40 1 3
49 Melanoma Cutaneous melanoma non-5pitzoid M 63 Metastasis ~ CCDC91-BRAF L] L] 0 ( / )
Chr. 1g32.1 Chr. 7q34 Chr. 8q22.1 Chr. 3p25.1 34 Melanoma Cutaneous melanoma Spitzoid F 25 Primary DYNC112-BRAF
32 Melanoma Cutaneous melanoma Spitzoid F 60 Metastasis ~ AKAPS-BRAF CO I O n b 0 2 0/0 (4/ 2 1 54)
d Paired-end reads S e Paired-end reads — 38 Melanoma Cutaneous melanoma Spitzoid F 46 Metastasis  ZKSCANI-BRAF - -
_;' g 51 Melanoma Unknown primary melanoma M N/A  Metastasis = GTF2-BRAF
5 5 42 Melanoma Cutaneous melanoma non-Sptizoid M 54 Metastasis ~ AGAP3-BRAF
37 Melanoma Cutaneous melanoma Spitzoid F 44 Metastasis  AGK-BRAF - -
A a1 Melanoma Cutaneous melanoma Spitzoid M 27 Metastasis ~ MITI-BRAF E n rI C h ed I n .
1112 1314 8] 1] 7.8 9 [ 17] 1 2 3 4 (6 3 Melanoma Cutaneous melanoma Spitzoid F 52 Metastasis ~ AGK-BRAF "
;ESRPT ; RAF1 /’fﬂﬁ/ 33 Melanoma Cutaneous melanoma non-Spitzoid F 1 Primary RAD18-BRAF P' | H | H %*%%m Hq,|\$*$ %RH%HE
| ] = &0 Melanoma Cutaneous melanoma Spitzoid F &0 Metastasis  CLNI-BRAF I OCytIC g Ioma ( > Il EJ 1 ‘i 2 )
Chr. 8g22.1 Chr. 3p25.1 Chr. 1p36.22 Chr. 734 36 Melanoma Cuteneous melanoma Spitzaid ] 30 Metastasis  SLCI2A7-BRAF . .
a7 Pancreatic carcinoma Pancreas ductal adenocarcinoma M 63 Primary MYRIP-BRAF S p I tZO I d m e | a n O m a
a6 Pancreatic carcinoma Pancreas acinar cell carcinoma F 75 Primary SNDI-BRAF
45 Pancreatic carcinoma Pancreas acinar cell carcinoma M &7 Metastasis  SND1-BRAF . —1 ;:I:l-l ﬁ ‘F
48 Prostatic carcinoma Prostate acinar adenocarcinoma M 57 Metastasis ~ NUBI1-BRAF ACI n a r P DAC (H? %:‘: —'—ﬂ EII_:II )
50 Sarcoma Malignant solid fibrous tumor F 56 Primary KIAA1549-BRAF — —
53 Thyroid carcinoma Thyroid papillary carcinoma M 61 Primary KLHL 7-BRAF Pa i I I a r th O i d ( $ 4ﬁﬂ?“lLDE‘}u=n )
54 Thyroid carcinoma Thyroid papillary carcinoma M a7 Primary TANK-BRAF p y y 7 ? s~/
52 Thyroid carcinoma Thyroid papillary carcinoma F 64 Metastasis ~ RBMS3-BRAF
a4 Unknown primary carcinoma Unknown primary, adenocarcinoma F N/A  Metastasis  STRN3-BRAF
55 Unknown primary carcinoma Unknown primary, carcinoma (NOS) M 65 Metastasis ~ SNDI-BRAF
51 Pleura mesothelioma Pleura mesothelioma F 48 Primary STK35-BRAF
52 Rectum adenocarcinoma Rectum adenocarcinoma M 56 Metastasis  ETFA-BRAF
Palanisa my N et aI . Nat Med N 20 10 Jul; 16(7) . 793-8_ 53 Uterus endometrial carcinoma  Uterus endometrial adenocarcinoma (NOS)  F 74 Metastasis  SWOPL-BRAF
F 62 Metastasis  [HDMID-BRAF

Ross JS et al. Int J Cancer. 2016 Feb 15;138(4):881-90. -
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Banerjee A et al. Neuro Oncol. 2017 Aug 1;19(8):1135-1144.
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CR PR SD PD NE Total ORR PFS median (95% Cl)
Carcinoma of endocrine organs (thyroid cancer) 0 5 6 4 0 15 333% 5.7 (2.1-6.5)
Glial tumours of the central nervous system (CNS) 0 4 8 0 0 12 33.3% 8.0 (7.6-12.5)
Epithelial tumours of the liver and intrahepatic bile tract (IBT) 0 1 0 1 2 4 25.0% 31 (2.2-9.6)
Epithelial tumours of the pancreas 0 1 2 0 0 3 333% 5.2 (33-7.2)
Epithelial tumours of the colon 0 1 2 0 0 3 333%  14.3 (4.2-16.2)
Mon-glial tumours of the CNS and pineal gland 0 1 2 0 0 3 33.3%  NA (NA)
Epithelial tumours of the gallbladder and extrahepatic biliary tract (EBT) 0 0 2 0 0 2 0% 6.4 (NA)
Mixed epithelial and mesenchymal tumours of the uterus 0 1 0 0 0 1 100% 8.2 (NA)
Carcinoma of unknown primary site 0 0 1 0 0 1 0% NA (NA)
Epithelial tumours of the ovary and fallopian tube 0 0 1 0 0 1 0% 5.9 (NA)
Epithelial tumours of the small intestine 0 0 1 0 0 1 0% 4.9 (NA)
Malignant skin melanoma 0 0 1 0 0 1 0% 4.1 (NA)
Soft tissue sarcoma 0 0 1 0 0 1 0% 7.0 (NA)
Epithelial tumours of the breast 0 0 0o 1 0 1 0% 2.6 (NA)
Other 0 0 1 0 0 1 0% 6.8 (NA)
Total 0 14 28 6 2 50 28.0% 6.5 (4.2-7.2)

PFS, progression free survival; CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; NE, not evaluable; NA, not assessable. “Glioblastoma

and high-grade glioma.

Table 3: Best overall response and progression-free survival by histological type.
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