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Temozolomide (TMZ) in Subjects With Locally Advanced or
Metastatic Solid Tumors
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A Phase I/l Trial of TRC102 (Methoxyamine HCl) in
Combination With Temozolomide in Patients With
Relapsed Solid Tumors and Lymphomas
(NCT01851369)
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Rapid Analysis and Response Evaluation of Combination
Anti-Neoplastic Agents in Rare Tumors (RARE CANCER)
Trial: RARE 1 Nilotinib and Paclitaxel

(NCT04449549)
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An Open-Label, Multicenter, Rollover Study to Enable
Continued Treatment Access for Subjects Previously
Enrolled in Studies of Ruxolitinib

(NCT02955940)
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Phase Il Study of Ponatinib for Advanced Cancers With
Genomic Alterations in Fibroblastic Growth Factor
Receptor (FGFR) and Other Genomic Targets (KIT, PDGFR3,
RET FLT3, ABL1)

(NCT02272998)

sBR = MR (EUERID)

A Phase 1, Multicenter, Open-label, Dose-Exploration and
Dose-Expansion Study Evaluating the Safety, Tolerability,
Pharmacokinetics, and Efficacy of AMG 650 in Subjects
With Advanced Solid Tumors

(NCT04293094)
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Sl 3E | Timothy A Yap
A13
N—Hh—%S 5 S BRF4F(FLBRID)
71x—2X Phase 1l A Phase 1b Biomarker-Driven Combination Trial of
o . s - Copanlisib, Olaparib, and MEDI4736 (Durvalumab) in
=)
%ﬁj% copanlisib, durvalumab, olaparib | Patients With Advanced Solid Tumors
hHATE Solid tumor (NCT03842228)
E il e Timothy A Yap
e S
A 14
N—Hh—%S 5 SR FR(ELBRID)
Jx—X Phase 1 An Open-label, First-in-human, Dose-escalation Study
. to Evaluate the Safety, Tolerability, Pharmacokinetics
i | ) }) f)
%ﬁ]«’% BAY1895344 | Pharmacodynamics, and Maximum Tolerated Dose and /
AR Solid tumor or Recommended Phase Il Dose of the ATR Inhibitor
EHEiLES Bayer Clinical Trials Contact E;\:qtsr?os;ti in Patients With Advanced Solid Tumors and
EARIT clinical-trials-contact@bayer.com, (+) (NCT03188965)
1-888-8422937
A 15
N—h—%S 5 HERBIR(ELERID)
71x—2X Phase 2 A Phase Il Study of M6620 (VX-970) in Selected Solid
o - Tumors
| E=g-b berzosertib | (NCT03718091)
hATE Solid tumor
)iy 3 Gregory M Cote, MD, PhD
AR gcote@mgh.harvard.edu, 617-724-4000
A 16
N—Hh—%S 5 HERLIR(ELERID)
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Jz—X Phase 2
EH % ceralasertib |
hATE Solid tumor
E il 3| Erika Zigman
et =S cancertrials@ucsf.edu, 877-837-3222
A17
N—Hh—&S 5
Jr—X Phase 2
A4 olaparib |
HATE Breast cancer
E Sl e Nadine Tung, MD
EIRST ntung@bidmc.harvard.edu, 617-667-1962
A 18
N—h—&S 5
Jr—X Phase 2
| EH % talazoparib |
HATRE Solid tumor
ErErkE Sarina Piha-Paul, MD
AR spihapau@mdanderson.org, 713-563-1930
A 19
N—h—%&S 5
Jz—X Phase 1
| %A% VX-803 |
AR Solid tumor
EThtkE US Medical Information
EAR ST eMediUSA@emdserono.com,
888-275-7376
A 20
N—H—&S 59
Jz—X Phase 2
| =SB olaparib |
hATE Solid tumor
E il 3| Pam Mangat, MS
EH& ST pam.mangat@asco.org
A2l
N—h—&S 7
Jr—X Phase 1
| A4 lorlatinib
HATE Solid tumor
E Sl 4E | Pfizer CT.gov Call Center
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Phase Il Trial of AZD6738 Alone and in Combination
With Olaparib in Patients With Selected Solid Tumor
Malignancies

(NCT03682289)

BB FR(EUERID)

A Phase 2 Study of Olaparib Monotherapy in Metastatic
Breast Cancer Patients With Germline or Somatic
Mutations in DNA Repair Genes (Olaparib Expanded)
(NCT03344965)

AERBIR(ELERID)

Phase Il Study of the PARP Inhibitor Talazoparib in
Advanced Cancer Patients With Somatic Alterations in
BRCA1/2, Mutations/Deletions in Other BRCA Pathway
Genes and Germline Mutation in BRCA1/2 (Not Breast or
Ovarian Cancer)

(NCT02286687)

FERBIR(EERID)

An Open-Label Study of the Safety, Tolerability, and
Pharmacokinetic/Pharmacodynamic Profile of M4344
(Formerly VX-803) as a Single Agent and in Combination
With Cytotoxic Chemotherapy in Participants With
Advanced Solid Tumors

(NCT02278250)

BB FR(FUERID)

Targeted Agent and Profiling Utilization Registry (TAPUR)
Study
(NCT02693535)

BB FR(EUERID)

APHASE 1 STUDY TO EVALUATE THE EFFECT OF HEPATIC
IMPAIRMENT ON THE PHARMACOKINETICS AND SAFETY OF
LORLATINIB IN ADVANCED CANCER PATIENTS
(NCT03726333)
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e ClinicalTrials.gov_Inquiries@pfizer.com,
1-800-718-1021
A22
N—H—&ES 7 HERBIR(ELERID)
Jz—X Phase 1 An Open-Label, Multiple-Dose, Dose-Escalation Study
. to Investigate the Safety, Pharmacokinetics, and
3 | - y )
A% VMD-528 | Pharmacodynamics of VMD-928 in Subjects With Solid
ATE Solid tumor Tumors or Lymphoma
EhatkEd VM Oncology (NCT03556228)
EigT om@vmoncology.com, +1 (510) 661-6770
x101
A 23
X—h—%S 7 FHERB(FERID)
J7r—X Phase 1/Phase 2 A Phase 1/2 Study of the TRK Inhibitor Selitrectinib in
| =4, LOXO-195 | Adu_lt and Pediatric Subjects With Previously Treated NTRK
) Fusion Cancers
HATE Solid tumor (NCT03215511)
RS Bayer Clinical Trials Contact
RS clinical-trials-contact@bayer.com,
(+)1-888-84 22937
A24
N—h—&S 7 HERLIR(ELERID)
7x—2X Phase 1/Phase 2 A Phase 1/2, Open-Label, Multi-Center, First-in-Human
. L . Study of the Safety, Tolerability, Pharmacokinetics
3 | ) }) )
%ﬁj% repotrectinib, midazolam | and Anti-Tumor Activity of TPX-0005 in Patients With
HARE Solid tumor Advanced Solid Tumors Harboring ALK, ROS1, or NTRK1-3
; ; Rearrangements (TRIDENT-1)
E il e Shanna Stopatschinskaja, M.D. (NCT03093116)
EIR ST clinical@tptherapeutics.com, (858)
276-0005
A 25
N—h—&S 7 HERLIN(ELERID)
Jx—X Phase 2 An Open-Label, Multicenter, Global Phase 2 Basket
. - Study of Entrectinib for the Treatment of Patients With
SR
%ﬁ]«’% entrectinib | Locally Advanced or Metastatic Solid Tumors That Harbor
HATE Solid tumor NTRK1/2/3, ROS1, or ALK Gene Rearrangements
ESjiini e Reference Study ID Number: GO40782 (NCT02568267)
www.roche.com/about_roche/
roche_worldwide.htm
EIR T global-roche-genentech-trials@gene.com,
888-662-6728 (U.S. and Canada)
A 26
R—Hh—&S 1,9 FHERBN(FERID)
7Jz—X Phase 2 Molecular Analysis for Therapy Choice (MATCH)
| A4 larotrectinib | (NCT02465060)
AR Solid tumor
)iy 3 Keith T Flaherty
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A27
N—h—&S 8
Jz—X Phase 1
ERHI5 rebastinib, eribulin, paclitaxel |
AR Breast cancer
ErErkE Karen Fehn, RN
AR kfehn@montefiore.org, 7184058505
A28
N—h—%&S 8
Jr—2X Phase 1/Phase 2
EHI%& carboplatin, rebastinib |
WATE Solid tumor
Sl 3E | Clinical Trials
EIRST clinicaltrials@deciphera.com,
785-830-2100
A 29
N—Hh—%S 38
7x—2X Phase 1/Phase 2
| FH% rebastinib, paclitaxel |
HATE Solid tumor
E il e Clinical Trials
EIR ST clinicaltrials@deciphera.com,
785-830-2100
A 30
N—h—%&S 9
Jrx—X Phase 1
| A4 ribociclib, gemcitabine |
hATE Solid tumor
E Sty 4E | Alex Adjei
A3l
N—h—&S 9
Jz—X Phase 1
H £ abemaciclib, Bl 836845 |
AR Solid tumor
EhatkEd Boehringer Ingelheim Call Center
EiR T clintriage.rdg@boehringer-ingelheim.com,
1-800-243-0127
A 32
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FERBIR(ELERID)

Phase Ib Study of Rebastinib Plus Antitubulin Therapy
With Paclitaxel or Eribulin in Patients With Metastatic
Breast Cancer

(NCT02824575)

AERBIR(ELERID)

An Open Label, Multicenter, Phase 1b/2 Study of
Rebastinib (DCC-2036) in Combination With Carboplatin
to Assess Safety, Tolerability, and Pharmacokinetics in
Patients With Advanced or Metastatic Solid Tumors
(NCT03717415)

FBR = FR(EUERID)

An Open-Label, Multicenter, Phase 1b/2 Study of
Rebastinib (DCC-2036) in Combination With Paclitaxel
to Assess Safety, Tolerability, and Pharmacokinetics in
Patients With Advanced or Metastatic Solid Tumors
(NCT03601897)

BB FR(EUERID)

Phase | Study of CDK4/6 Inhibitor Ribociclib (LEE011)
Combined With Gemcitabine in Patients With Advanced
Solid Tumors

(NCT03237390)

FERBIR(ELERID)

An Open Label, Phase Ib, Dose-escalation Study
Evaluating the Safety and Tolerability of Xentuzumab
and Abemaciclib in Patients With Locally Advanced or
Metastatic Solid Tumours and in Combination With
Endocrine Therapy in Patients With Locally Advanced or
Metastatic Hormone Receptor-positive, HER2-, Breast
Cancer, Followed by Expansion Cohorts.

(NCT03099174)
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XN—h—%&S 9
Jx—X Phase 1
EH % gedatolisib, palbociclib |
HATE Solid tumor
EhatkEa Geoffrey Shapiro, MD
e S Geoffrey_Shapiro@dfci.harvard.edu,
617-632-4942
A 33
N—h—&S 9
Jr—X Phase 1
Al carboplatin, palbociclib, cisplatin |
HATE Breast cancer
ErErE Taofeek Owonikoko, MD, PhD
AR towonik@emory.edu, 404-778-4383
A 34
N—h—%&S 9
Jz—X Phase 1
A% LY3214996, abemaciclib |
AR Solid tumor
)iy 3 There may be multiple sites in this clinical
trial. 1-877-CTLILLY (1-877-285-4559) or
RS 1-317-615-4559
A 35
N—h—&S 9
Jr—X Phase 1/Phase 2
H % palbociclib, telaglenastat |
HARE Solid tumor
E il e Clinical Administrator
IR clinicaltrials@calithera.com, 650-870-1000
A 36
XN—h—%&S 9
Jr—X Phase 2
B GDC-9545, palbociclib |
HATE Breast cancer
EhatkEa Reference Study ID Number: W042133
www.roche.com/about_roche/
roche_worldwide.htm
HEIRST global-roche-genentech-trials@gene.com,
888-662-6728 (U.S. Only)
A 37
N—h—&S 9
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BB FR(EUERID)

Phase | Study of the CDK4/6 Inhibitor Palbociclib
(PD-0332991) in Combination With the PI3K/mTOR
Inhibitor Gedatolisib (PF-05212384) for Patients With
Advanced Squamous Cell Lung, Pancreatic, Head & Neck
and Other Solid Tumors

(NCT03065062)

FER FR(EUERID)

A Phase 1 Study of Palbociclib in Combination With
Cisplatin or Carboplatin in Advanced Solid Malignancies
(NCT02897375)

FERBIR(ELERID)

A Phase 1 Study of an ERK1/2 Inhibitor (LY3214996)
Administered Alone or in Combination With Other Agents
in Advanced Cancer

(NCT02857270)

FERBIR(EERID)

A Phase 1b/2, Open Label, Dose Escalation and Expansion
Study of the Glutaminase Inhibitor Telaglenastat (CB-839)
in Combination With CDK4/6 Inhibitor Palbociclib in
Patients With Advanced or Metastatic Solid Tumors
(NCT03965845)

BB FR(EUERID)

A Randomized, Multicenter, Open-Label, Two-Arm, Phase
I, Neoadjuvant Study Evaluating the Efficacy, Safety, and
Pharmacokinetics of GDC-9545 Plus Palbociclib Compared
With Anastrozole Plus Palbociclib for Postmenopausal
Women With Estrogen Receptor-Positive and HER2-
Negative Untreated Early Breast Cancer

(NCT04436744)

FBR B FR(EUERID)
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Phase 2 A Phase Il Study of the CDK4/6 Inhibitor Abemaciclib in

A%

abemaciclib | Patients With Solid Tumors Harboring Genetic Alterations

HATE
el
BB

in Genes Encoding D-type Cyclins or Amplification of CDK4
Solid tumor or CDK6

Geoffrey Shapiro, MD, PhD (NCT03310879)

geoffrey_shapiro@dfci.harvard.edu,
617-632-4942

4 ZERBITF DM

N—h—

15/21

ABL1 BE

ABL1 encodes the Abelson tyrosine-protein kinase 1
protein, c-Abl, which is involved in cell growth and
survival [PMID:20841568]. Activation of c-Abl has been
reported in several tumor types, ascribed to either ABL1
activating mutations or overexpression [PMID:22307624,
PMID:22521882, PMID:3856862, PMID:7665185]. The
chromosomal translocation t(9;22)(q34;q11), resulting in
the BCR-ABL1 fusion, has been reported as the hallmark
of chronic myeloid leukemia (CML) [PMID:15719031,
PMID:27069254, PMID:9808572].

TP53 e

The TP53 gene encodes the tumor suppressor p53, a protein
that is involved in the DNA damage cell cycle checkpoint and
causes cell cycle arrest when it senses DNA damage. p53

can also activate DNA repair genes, or induce apoptosis in
the presence of DNA damage. It has been called the cellular
gatekeeper [PMID:9039259]. Loss of p53 is common in
aggressive advanced cancers [PMID:19935675]. Carriers of a
germline mutation in TP53 have Li-Fraumeni Syndrome, an
inherited cancer syndrome resulting in multiple tumors in
early adulthood, including breast cancer, brain tumors, and
leukemias [PMID: 1683921, PMID: 1978757, PMID:2259385].
Expression of p53 in normal cells is low; however, TP53
alterations, including those that result in loss of p53

tumor suppressor function, may lead to stabilization and
increased expression of p53, particularly in the nucleus,

and several studies have shown that it may have oncogenic
gain-of-function effects [PMID:11400116, PMID:12826609,
PMID:15625370, PMID:18802452, PMID:21760960].

ATM =

ATM encodes the serine/threonine protein kinase Ataxia
telangiectasia mutated (Atm), which is a member of the PI3K/
PI4K family that plays a key role in sensing double stranded
(DS) DNA breaks and activating cellular checkpoint pathways,
arresting the cell cycle when DNA damage is present
[PMID:12612651]. ATM deficiency in cells has been reported
to result in progression through the cell cycle even in the
presence of DNA damage, resulting in the accumulation of
DNA errors and genomic instability that can lead to cancer
[PMID:12612651].

BRCA2 BE
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BRCAZ2 encodes the Brca2 tumor suppressor. Brca2 aids in
DNA double-strand break repair in response to chromosomal
damage, in part by binding and regulation of Rad51
[PMID:12228710]. Inactivating mutations of BRCA2 can
lead to the inability to repair DNA damage and loss of

cell cycle checkpoints, which can lead to tumorigenesis
[PMID:21731065, PMID:28079255]. BRCA2 germline
alterations predispose patients to familial breast and
ovarian cancers, as well as pancreatic cancer, prostate
cancer, uveal melanoma, esophageal cancer, and other
cancers [PMID:10433620, PMID:12569143, PMID:17624602,
PMID:19070627, PMID:19799798, PMID:21034216,
PMID:22025144, PMID:22187320, PMID:22312502].

<~—Hh— GBA-NTRK1 B=

T = BCR-ABL1 BE

ABL1 encodes the Abelson tyrosine-protein kinase 1
protein, c-Abl, which is involved in cell growth and
survival [PMID:20841568]. Activation of c-Abl has been
reported in several tumor types, ascribed to either ABL1
activating mutations or overexpression [PMID:22307624,
PMID:22521882, PMID:3856862, PMID:7665185]. The
chromosomal translocation t(9;22)(q34;q11), resulting in
the BCR-ABL1 fusion, has been reported as the hallmark
of chronic myeloid leukemia (CML) [PMID:15719031,
PMID:27069254, PMID:9808572].

<—h— CDKk4 BE

CDK4 encodes cyclin-dependent kinase 4, which, along
with functional homolog CDK6 and family member CDK2,
regulates cell cycle G1 phase progression and the G1/S
transition [PMID:19568282]. Cdk4 is activated by Cyclin D,
and the resulting Cyclin D-Cdk4 complex phosphorylates
the protein Rb, leading to the release of the transcription
factor E2F. This process results in the progression of the
cell cycle; excessive activity in this pathway may lead to
overproliferation [PMID:21734724, PMID:23634254].

= f— RAD51C BE

RAD51C encodes RAD51 homolog C (Rad51C), a member

of the RAD51 family of DNA-repair proteins that is

involved in homologous recombination [PMID:11331762,
PMID:14716019, PMID:19451272, PMID:22167183]. Germline
RAD51C mutations have been associated with increased
ovarian cancer risk [PMID:20400964, PMID:25470109,
PMID:26261251, PMID:26720728]. Loss of RAD51C has been
reported to lead to accelerated tumor development when
combined with TP53 loss in mouse models [PMID:19155299,
PMID:25270124, PMID:26820992].

5 BE XM
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m1 PMDA No.7-1, 7-2, 8-3,
8-4,8-6

H2 FDA No.8-1, 8-5,10-1

H3 Simona Soverini et al. "BCR-ABL kinase domain mutation analysis in chronic myeloid No.3-1

leukemia patients treated with tyrosine kinase inhibitors: recommendations from an
expert panel on behalf of European LeukemiaNet." Blood(2011) PMID:21562040

H4 Jorge Cortes et al. "Dynamics of BCR-ABL kinase domain mutations in chronic No.3-3
myeloid leukemia after sequential treatment with multiple tyrosine kinase inhibitors."
Blood(2007) PMID:17785585

5] Simona Soverini et al. "Contribution of ABL kinase domain mutations to imatinib No.3-4
resistance in different subsets of Philadelphia-positive patients: by the GIMEMA
Working Party on Chronic Myeloid Leukemia." Clin Cancer Res(2006) PMID:17189410

Mo AVaishnavi et al. "Oncogenic and drug-sensitive NTRK1 rearrangements in lung No.7-3
cancer." Nat Med(2013) PMID:24162815
m/ KR Schultz et al. "Long-term follow-up of imatinib in pediatric Philadelphia No.8-2

chromosome-positive acute lymphoblastic leukemia: Children's Oncology Group
study AALL0031." Leukemia(2014) PMID:24441288

H3 Audrey Sirvent et al. "Cytoplasmic signalling by the c-Abl tyrosine kinase in normal and | No.8-7
cancer cells." Biol Cell(2008) PMID:18851712

Mo M Sattler et al. "Mechanisms of transformation by the BCR/ABL oncogene." Int J No.8-7
Hematol(2001) PMID:11345193

M 10 Mark A Dickson et al. "Phase Il trial of the CDK4 inhibitor PD0332991 in patients with No.9-1

advanced CDK4-amplified well-differentiated or dedifferentiated liposarcoma." J Clin
Oncol(2013) PMID:23569312

Wil Mark A Dickson et al. "Progression-Free Survival Among Patients With Well- No.9-1
Differentiated or Dedifferentiated Liposarcoma Treated With CDK4 Inhibitor
Palbociclib: A Phase 2 Clinical Trial." JAMA Oncol(2016) PMID:27124835

12 S A Datar et al. "The Drosophila cyclin D-Cdk4 complex promotes cellular growth." No.9-2
EMBO J(2000) PMID:10970848
M 13 W Ruprecht Wiedemeyer et al. "Pattern of retinoblastoma pathway inactivation No.9-2

dictates response to CDK4/6 inhibition in GBM." Proc Natl Acad Sci U S A(2010)
PMID:20534551

W14 Y Xiong et al. "Subunit rearrangement of the cyclin-dependent kinases is associated No.9-2
with cellular transformation." Genes Dev(1993) PMID:8101826
W15 Alfons Meindl et al. "Germline mutations in breast and ovarian cancer pedigrees No.10-2

establish RAD51C as a human cancer susceptibility gene." Nat Genet(2010)
PMID:20400964

H 16 Fiona Vaz et al. "Mutation of the RAD51C gene in a Fanconi anemia-like disorder." Nat | No.10-2
Genet(2010) PMID:20400963

W17 Liisa M Pelttari et al. "RAD51C is a susceptibility gene for ovarian cancer." Hum Mol No.10-2
Genet(2011) PMID:21616938

W 18 Geoffrey D Miller et al. "Resistant mutations in CML and Ph(+)ALL - role of ponatinib." No.11-1
Biologics(2014) PMID:25349473

M 19 Simona Soverini et al. "Philadelphia-positive patients who already harbor imatinib- No.11-2

resistant Bcr-Abl kinase domain mutations have a higher likelihood of developing
additional mutations associated with resistance to second- or third-line tyrosine
kinase inhibitors." Blood(2009) PMID:19589924

W 20 Heike Pfeifer et al. "Kinase domain mutations of BCR-ABL frequently precede imatinib- | No.11-3
based therapy and give rise to relapse in patients with de novo Philadelphia-positive
acute lymphoblastic leukemia (Ph+ ALL)." Blood(2007) PMID:17405907

N2l Trial:jRCT2031200176 No.4-1
22 Trial:jRCT2011210009 No.7-4
W23 Target:ABL1 No.3-2
M 24 Target:CDK4 No.9-3
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M 25 ABL tyrosine kinases: evolution of function, regulation, and specificity. No.3,8

M 26 Cell lines and clinical isolates derived from Ph1-positive chronic myelogenous No.3,8
leukemia patients express c-abl proteins with a common structural alteration.

W27 Efficient and rapid induction of a chronic myelogenous leukemia-like No.3,8
myeloproliferative disease in mice receiving P210 bcr/abl-transduced bone marrow.

M 28 Global tyrosine kinome profiling of human thyroid tumors identifies Src as a promising | No.3, 8
target for invasive cancers.

W 29 Mechanisms of BCR-ABL in the pathogenesis of chronic myelogenous leukaemia. No.3,8

H 30 Oncogene-specific activation of tyrosine kinase networks during prostate cancer No.3,8
progression.

H3l Sequence and analysis of the human ABL gene, the BCR gene, and regions involved in | No.3, 8
the Philadelphia chromosomal translocation.

W32 The 2016 revision to the World Health Organization classification of myeloid No.3,8
neoplasms and acute leukemia.

H 33 Awakening guardian angels: drugging the p53 pathway. No.4

W34 Germ line p53 mutations in a familial syndrome of breast cancer, sarcomas, and other | No.4
neoplasms.

M 35 Germ-line transmission of a mutated p53 gene in a cancer-prone family with Li- No.4
Fraumeni syndrome.

H 36 Heterogeneous distribution of P53 immunoreactivity in human lung adenocarcinoma | No.4
correlates with MDM2 protein expression, rather than with P53 gene mutation.

W37 High-level expression of wild-type p53 in melanoma cells is frequently associated with | No.4
inactivity in p53 reporter gene assays.

M 38 Recent advances in p53 research: an interdisciplinary perspective. No.4

W 39 Understanding the function-structure and function-mutation relationships of p53 No.4
tumor suppressor protein by high-resolution missense mutation analysis.

W 40 Wild-type p53 overexpression and its correlation with MDM2 and p14ARF alterations: No.4
an alternative pathway to non-small-cell lung cancer.

M4l p53 germline mutations in Li-Fraumeni syndrome. No.4

W42 p53, the cellular gatekeeper for growth and division. No.4

W 43 ATM and related protein kinases: safeguarding genome integrity. No.5

W44 BRCAL, BRCA2, TP53, and CDKN2A germline mutations in patients with breast cancer No.6
and cutaneous melanoma.

W 45 BRCA2 function in DNA binding and recombination from a BRCA2-DSS1-ssDNA No.6
structure.

W 46 BRCA2 germline mutations in familial pancreatic carcinoma. No.6

W 47 Cancer risks in BRCA2 mutation carriers. No.6

H 48 Clinical Considerations of BRCA1- and BRCA2-Mutation Carriers: A Review. No.6

M 49 Moonlighting at replication forks - a new life for homologous recombination proteins No.6
BRCA1, BRCA2 and RAD51.

H 50 Risk of cancer other than breast or ovarian in individuals with BRCA1 and BRCA2 No.6
mutations.

H51 Role of key-regulator genes in melanoma susceptibility and pathogenesis among No.6
patients from South Italy.

H52 Therapeutic approaches for women predisposed to breast cancer. No.6

H 53 Unraveling the mechanism of BRCA2 in homologous recombination. No.6

W54 Uveal melanoma and BRCA1/BRCA2 genes: a relationship that needs further No.6

investigation.
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https://www.ncbi.nlm.nih.gov/pubmed/20841568?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/3856862?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/9808572?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/22521882?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/15719031?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/22307624?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/7665185?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/27069254?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/19935675?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/1978757?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/2259385?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/11400116?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/21760960?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/18802452?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/12826609?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/15625370?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/1683921?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/9039259?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/12612651?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/17624602?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/12228710?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/12569143?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/10433620?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/22312502?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/28079255?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/22187320?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/19799798?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/21034216?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/21731065?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/22025144?dopt=Abstract
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M 55 cDNA analysis demonstrates that the BRCA2 intronic variant IVS4-12del5 is a No.6
deleterious mutation.

M 56 CDK4: A Key Player in the Cell Cycle, Development, and Cancer. No.9

W57 Cell cycle kinases as therapeutic targets for cancer. No.9

H 58 Cyclin D as a therapeutic target in cancer. No.9

M 59 Contribution of Germline Mutations in the RAD51B, RAD51C, and RAD51D Genes to No.10
Ovarian Cancer in the Population.

H 60 Distinct roles of FANCO/RAD51C protein in DNA damage signaling and repair: No.10
implications for Fanconi anemia and breast cancer susceptibility.

M6l Genetic testing for RAD51C mutations: in the clinic and community. No.10

M 62 Germline mutations in breast and ovarian cancer pedigrees establish RAD51C as a No.10
human cancer susceptibility gene.

H63 Homologous-pairing activity of the human DNA-repair proteins Xrcc3.Rad51C. No.10

M 64 Inherited Mutations in Women With Ovarian Carcinoma. No.10

M 65 Loss of Rad51c accelerates tumourigenesis in sebaceous glands of Trp53-mutant mice. | No.10

M 66 Loss of Rad51c leads to embryonic lethality and modulation of Trp53-dependent No.10
tumorigenesis in mice.

M 67 RAD51C facilitates checkpoint signaling by promoting CHK2 phosphorylation. No.10

H 68 RAD51C is required for Holliday junction processing in mammalian cells. No.10

H 69 Rad51c- and Trp53-double-mutant mouse model reveals common features of No.10

homologous recombination-deficient breast cancers.

6ERAY 7oz N=23Y

| C-CAT CKDB 4.2.0

refGene 20191020

ensGene v32(20191028)
1000 Genomes Phase_3(20170504)
ESP6500 V2-SSA137

ExAC r0.3

HGVD v2.30(20170807)
ToMMo 3.5kjpnv2-20181105
COSMIC v87(20181113)
Clinvar 20190114
LR—bY I oz T7N=3> 1.00
[LA7o b A—Uay 2.12

TIETYALRNILESE
CasEshRICETAIE T Y X LAILDEE]
g2t vay
WA ARE, ENARENH 3 /FDARRENHS/H1 RS1VEBHINTLS, A
WUIAARE. BANEEEDSVERTR - X2BITCSPRBOI LYY I8 B3, B
C

thh ATE. ERXTCIIFDARGRED S 5 /Mthh AE. METHIERIEDT VERREER « X 2B C EFIREO
AVEIH AN B B/DARICEDLS Y. REQ/NTVERRZBRTERENRIN TV S,

NARICEEDL 5T, EEFIRE TERMEINRIN TV S, D
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https://www.ncbi.nlm.nih.gov/pubmed/19070627?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/23634254?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/19568282?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/21734724?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/26261251?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/22167183?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/25470109?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/20400964?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/11331762?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/26720728?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/25270124?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/19155299?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/19451272?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/14716019?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/26820992?dopt=Abstract
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SAMPLE F1CDx s#/ —vaizsazzssm—

=5 248
BIERFREEER (in vitroXinvivo) THRAMABREIN TS, E
HALICES T3 e SN TV, F

HAMMUEADESICEAL T, BRARER TR FIREICL DEES<MUN) 7Y FTHBEHBALTWVWS, Rl
FAMEANDESICEAL T, METRERBE L LTHREDH D HRERCBEENRETRIETNTLS,  R2
FEAIMEANDRESICRL T, AIBRKREBR TMIENU 7> b EFHEI N TV B, R3

R1,R2, R3IFEN/FDADEREICOVWTOMMEIE TV XTY, tHAARBICEITEZIET Y ADBRIFTIAZI) XY (*) HK
RENET,

(FAINDEEM DIEE]

YA, BREARELND S

Y AR, BNERKRERD DS o
thATE. ERNERED D B (EIEHN).
HED AR, BHNERRIRD D S,
NARICEND 59 FDARGRENH B,
EEEUHN

oo wWwN B

8 KETETFT > XL AJL(AMP/ASCO/CAP Guidelines)

Strong Tier 1A | Biomarker predicts response or resistance to an FDA or EMA approved therapy,according to
Significance drug label or professional guidelines for this diagnosis

Biomarker included in professional guidelines is prognostic or diagnostic for this diagnosis

Tier 1B | Biomarker predicts response or resistance to a therapy for this diagnosis based on well-
powered studies

Biomarker is prognostic or diagnostic for this diagnosis based on well-powered studies

Potential Tier2C ' Biomarker is associated with response or resistance to an FDA or EMA approved
Significance therapy,according to drug label or professional guidelines but only for different diagnosis

Biomarker is an inclusion criterion for an active clinical trial
Biomarker is prognostic or diagnostic based on multiple small studies

Tier 2D | Biomarker shows plausible response or resistance based on case or preclinical studies
Biomarker may assist in desease deagnosis or prognosis based on small studies

Uncertain Tier3 | Biomarker has uncertain clinical significance and not known to be likely benign or benign
Significance

https://jmd.amjpathol.org/article/S1525-1578(16)30223-9/fulltext

OEFEFH - REFHE

O C-CATHAERR (UT THRFAEER W3, ) & TFIN—MARILICEVWTHERKERS L HE THERBRMEN
RIT9 2 BEECF/N\RIIRERRBREEORNE ERZRN T2 -ODBEER L L TRHINZDDTY,

O FREAEEBRIF. TFAN—INRIICEITEIHREICETEILS. BAYT / LBEREBE Y Z—HBRLEAHT -4
— A BRAT—4~"—2X (QIAGEN Clinical Insight*1) Z&ICEBEEICT / LBWTHERICN L THER - BRRNER DT Z
To7HDTIH. TOFAICKHEL T ROKUSHDITEFEESEULLED,

OFRFERERICOVTIX. KERICEWVWTHERREYL LTERINHOTIEAL . BERATIIEREE Y L TOERYE
MMREESINTZDDTIIB D FHA. TOABICOVTIE. TE /= FARIICEWVWT, B, ZY4., BEELY
RO LT, FATIXNENHD FT,

QAFERERIZ. BEOEFOMEESNIRZRILL. BIGZRITHOTIHERL ., £, BEOEFOMBEENRDI RN LR
. BEREWERABWVWIEETRTHDTHHD £ A, BAXOESOFERICEL TR, FAXEZICESOVWTEL DA
EEBYTIEMPTDICRSEZ1ToTLIET L,

QEERARICEAL TABTNTVLWAERIZY / LAEEZEMRE LTERTNTUOAVED, BT LHBEGFICRHITSN
THEST. APAERBRICBVWTEE S APBMERELERRREBENICIEBHE TE TLWAVLTREEADD £9, 1.
BEHINTUVAERZRIPZEEIAISESLTWVWAREIZED 1A

@FEFRIRICOVTIF. AAEERICEHIN TULARVEREZEPLEEERRAOZECFICLDBETALBMTERL
FT—2BHEZENET, EROTBICOVTIZEFRRBOREEBEICSEEOE LTV,
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SAMPLE F1CDx s#s—vavesizzmsm.—

OFRAEFBRICEBEIN TV BIEFRO—IIZ. BRXITBNTERBRCEAERTOEERTHO . REEWE - Z2MD
BIILTW3HDTIEHD FEADT. BLOBEIANOEROERACRKRABRNDFRORZBIEICOVTIE. IFX
N—= b NFIIPEBEOEFZHHIMOD EICRET L T ES L,

CEEMDADBRAPHEZNMRAZFIHAERINTVET, CNSERADBEROT7Y FT7—bDZA I VT DEWIC
FU., FREERTRETN TOLBIERPRFT TR BVIREESH D £7. BRNOTEHEOHIMNE L ABREER
DEHFHICHEENHZHZRICIE. FIEOARABZEBAL TLEIW,

OFFAEBRORBICOVTIE. HODEEZI>TULWETH. ABN. PXATLNBIS—HELBIA8EEHEET
TEEADT. IFAN—MNFILIZEVWTIE. BLFNFIIBEERREECOBREMZHIE T HIC. BENESE
ICBE L TR H BB EICIEC-CATICHRE WS £ I L 5BBEULLET,

OFAEBERIIREERA SN ELFNRIIBREERRESICHRHINTLWEINVT Y FOAZBRERRELTUVWET,

OFAERRIG. TERBASHNRITIZIEGCFN\RIBREBRBESECELSZ 7N IV ILABWVWARRREEEYDEL
FE)CHERET2HE5DH 271D X—H—BHRIBLG > TEBINZEHAHDET, b, FAAERBRTREIN
BY—H—% (EEFIURIL)DVTIE. TieWebR—T % TBEFE I L,

EuNAMEL Y Z— DAY/ LBEREEL Y Z—(C-CAT)R—LR—Y EEBERITR—S>C-CATRERBRICEAL T
https://www.ncc.go.jp/jp/c_cat/jitsumushya/020/index.html

WAFEFBRTIE. UATORBEBICOVWTHERERENET I 2 EGF/\RIERERRBREETOLR-MNIEDE
AERNRELTEDET, BEFNARIBREIREBRE LTOWEAVWEBICDVWTIRAFAERBR TOHRAEARNRALT
BEOLEY,

» Tumor Mutational Burden / Blood Tumor Mutational Burden : TMB
+ Microsatellite Status : MSI
« Loss of Heterozygosity score : LOH

DBEF/NRIBRED /R ILERHOncoGuide™ NCC 4> ANZIL ¥ 2T LDBE. ARERR TECFEER(DNA).
SR (DNA)DIERICIBE T2 /N\U 7Y I RGU—T VI VI LR— FOEHREE—BICH T3 8- FBEERE
ROZTRBEICfusionr LTRBEINTLZHOERMKRE L, FAELTEDET,

@EGF/NRILEED /N ILEERH FoundationOne CDx. FoundationOne Liquid CDXDIHE. FAEER TEGF
B (DNA). #BERI(DNA)DIERICIBE T 3/VU 7> M. BiER L AR — kdGenomic Findingsd & TP APPENDIX
Variants of Unknown SignificancelZfusion L TE&EINTWEHDZENRE L. AELTHED X,

BELF/NRILRED /N ILIER A FoundationOne Liquid CDx?D#%4&. FoundationOne Liquid COXEEATIERL R— kD
Biomarker FindingsiCiZTumor FractionDEAEEE S £ 95 RBEWIFC-CATICS T L TRIBATREAAZT & L TR
TRV, FAEERTIIFATEIRACLTED £,

@EBELF/NRILRED /N ILEER A FoundationOne Liquid CDx?D3B&. FoundationOne Liquid COXEEFTFERL K— kD
OTHER ALTERATIONS & BIOMARKERS IDENTIFIEDIC T# Variants in this gene may be derived from a nontumor source
such as clonal hematopoiesis (CH).; YEEHINTVWEIEERBERIZ. AAEBERTREAROGTHRER H»% L THE
L. AERBRERLTHEDEY,

OAFEBRIE. BLF/N\RIREDVEERRRIERZRENFRAL LTV I5EER. ERBRZFERERC AL
THREL. AERBREBRLTED XY,

OARFERZRIT. TEFIAN—INARILOSEZEERE LTERSNCDDTHD . BETADREAXIIEEN ZRITIS
CZRELTERINIEDLDOTIZSHD EH A,

AL DBEEIZ. BEICHTB+DEEHAZIT o LT, ALADOREZERIELY T ZEMOFEERTHIBICEDOWVWTITS
HDTHDH. C-CATHBRICEHT 2HT R BEANOHBAICOVLWTEREZESHDOTRHD EH A

*1 QIAGEN Clinical Insight (QCI™) is a variant analysis, interpretation and decision support tool for research and clinical
labs analyzing human genetics data and is not intended to be used for diagnostic purposes.
KEIETYRLANI., BRERS LUSEXBMOS 5BALEHDOH S0, BABRKARTOH. ERETFOFME
IZQIAGEN Clinical Insight - Interpret 3R %D £,

Mk
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