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Approval number : 30200BZ100022000
Category: Program 01 Disease diagnostic program

Highly Controlled Medical Device

Somatic Cell Mutation Analysis Program (for anti-cancer drug adaptation judgment) (70159013)
MyChoice 2B X T L

[Shape, Structure and Principle, etc.]
Description for diagnostic tests using this system (device)

MyChoicezZ i~ A7 s is a companion CDx program which is a next generation sequencing-based in vitro

diagnostic test, that assesses homologous recombination deficiency through tumor genomic

instability (GI) [via an algorithmic measurement of Loss of Heterozygosity (LOH), Telomeric Allelic
Imbalance (TAI), and Large-scale State Transitions (LST)] and detects and classifies sequence variants and
large rearrangements (LR) in the BRCA and BRCA2 genes, using DNA obtained from fixed tumor tissue.

The patient specimen is packaged together with a test request form and held for pickup by a designated
distributor in Japan. The specimen is collected and shipped by the distributor to the Myriad laboratory in Salt
Lake City, UT, USA.

Each variant identified is checked against a database of previously classified variants. Variants not previously
classified in the variant database, are classified by applying a defined set of objective criteria from multiple
sources. The process and criteria (evidence) used to classify variants have been established in accordance with
the recommendations of the American College of Medical Genetics and Genomics (ACMG) for standards in
the interpretation and reporting of sequence variations (Richards et al 2015) and are consistently applied to all
variants identified by Myriad. BRCA1 and BRCA?2 variants are classified into one of the following five
categories:

e Deleterious

e Suspected Deleterious

e Variant of Uncertain Significance
e Favor Polymorphism

e Polymorphism

Clinically significant variants are those classified as “deleterious” or “suspected deleterious”. Myriad’s variant
database contains over 19,000 classified BRCAI and BRCA2 variants. Less than 1% of the variants that will be
identified during the sequencing process will be novel, and therefore require review for classification.

Variants seen for the first time will be sent to the New Mutations Committee, which is composed of Myriad
employees, for classification.

This product’s diagnostic program provides a Health Care Provider (HCP) with the combined interpretation of
the sequencing and large rearrangement (LR) analyses and the Genomic Instability Status (GIS). A positive
Myriad HRD result due to either the presence of a pathogenic mutation in BRCAI or BRCA2 (sequencing or
LR) or a GIS above a defined threshold is correlated with homologous recombination deficiency (HRD).
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[Intended Use or Indication)

This device is used to detect homologous recombination deficiency (HRD) by assessing Genomic Instability
Status (GIS) and BRCAI and BRCA2 gene mutations in genomic DNA extracted from tumor specimens.
Results are used as an aid to determine the eligibility of patients with ovarian cancer for niraparib tosilate
hydrate monotherapy treatment or olaparib in combination with bevacizumab treatment. Eligibility of patients
for olaparib monotherapy treatment should be based on BRCAI and BRCA2 gene mutations only.

[Usage Method, etc.)

After testing has been completed, a secure email portal will be used for viewing the list of variants identified
through testing, the Genomic Instability score, and the patient’s Test Report. An email notification containing
a link to a secure email portal will be sent to the Health Care Provider (HCP) indicated on the test request
form. Within the secure email portal will be a secure email from Myriad that will provide the Interim Report,
which contains a list of all variants identified from testing and the Genomic Instability score.

The HCP will be required to follow the following steps:

1) Click on the link to the secure email portal provided in the email

2) Enter the required login information (Registration for access to the secure email portal will be
required when the secure email portal is accessed for the first time)

3) Open the secure email from Myriad to open the Interim Report

4) Review the list of variants Genomic Instability score and request the patient’s Test Report by
selecting, “View Final Test Report”

5) View and print the patient’s Test Report

The Interim Report contains the list of all variants identified through the testing of the patient’s sample, except
for those variants for which definitive evidence indicates a lack of clinical significance (i.e., Favor
Polymorphisms and Polymorphisms). The patient’s Test Report will include the Genomic Instability Status
(GIS) and the Tumor Mutation BRCA1/BRCA?2 Status for the patient. A positive or negative GIS is determined
by a numeric threshold, based on the patient’s Genomic Instability score (an algorithmic measurement of
LOH, TAI, and LST). The classification and information for each variant that is clinically significant
(deleterious or suspected deleterious) will be listed on the patient report. When multiple variants are provided
on the report, the overall interpretation of the Tumor Mutation BRCAI/BRCA?2 Status is based on the variant
with the most clinical significance. Variants of uncertain significance and other findings where the clinical
significance is unknown are listed on the second page of the patient report.

Patients evaluated with the MyChoiceiZ 7 2 X T Ls test that are determined to have a positive Genomic
Instability Status or to carry a deleterious or suspected deleterious BRCAI or BRCA2 mutation can be
considered for treatment with niraparib tosilate hydrate or olaparib in combination with bevacizumab under

the supervision of a HCP. Patients evaluated with the MyChoiceZ2l1> AT s test that are determined to carry

a deleterious or suspected deleterious BRCA 1 or BRCA2 mutation can be considered for treatment with
olaparib monotherapy under the supervision of a HCP. It is recommended that these test results be
communicated to the patient in a setting that includes appropriate counselling due to potential implications for
the patient and family members. Variants of Uncertain Significance (VUS) are variants whose clinical
significance has not yet been determined. Patients determined to carry a VUS cannot be considered for
treatment with niraparib tosilate hydrate or olaparib if they do not also carry a deleterious or suspected
deleterious BRCAI or BRCA2 mutation.
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A new sample may be requested if deemed appropriate. A Customer Service representative will contact the
HCP to request an additional specimen and explain the reason a new specimen is being requested.

[Precautions for Use)

<Important Precautions>

e [t should be confirmed that medical sites satisfy the conditions specified by the related societies before
requesting a genetic test.

o Eligibility for treatment with drug should be determined after the patient report has been reviewed in its
entirety. More specifically, a decision for eligibility for treatment with drug should not be made based
solely on the results of the "Myriad HRD Status" at the beginning of the patient report, but after
consideration of both the Genomic Instability Status and/or Tumor Mutation BRCAI/BRCA2 Status. The
decision to prescribe niraparib tosilate hydrate or olaparib in combination with bevacizumab should be
based on the Genomic Instability Status and/or Tumor Mutation BRCA I/BRCA2 Status (i.e. positive
Myriad HRD Status). The decision to prescribe olaparib monotherapy should be based only on the Tumor
Mutation BRCA1/BRCA2 Status.

e The test is designed to detect tumor DNA variants within specific regions of the BRCAI and BRCA2
genes. This test does not determine whether variants are germline or somatic. Gene coding regions and
portions of non-coding intronic regions are analyzed by sequence analysis and typically do not extend
more than 20 base pairs (bp) proximal to the 5’ end and 10 bp distal to the 3° end of each exon.
Additional variants outside of the assessed regions that may impact patient care will not be detected.

e Unequal allele enrichment may result from long indels or rearrangements under probe. Indels > 25 bp in
length can be detected by this assay. However, the ability to detect any particular indel may be impacted
by the location and nature of the mutation, the local sequence context, the DNA quality, and the non-
tumor DNA content in the sample provided.

o The test has been designed to detect genomic rearrangements (i.e., deletions or duplications) involving
the promoter and coding exons of BRCAI and BRCA2, however, the detection of large rearrangement
deletions and duplications is dependent on the quality of the submitted specimen. Whole gene

duplications and deletions may not be detected by the MyChoice Z2M#T AT L assay. Other terminal

duplications are reported as variants of uncertain significance.

e There may be uncommon genetic abnormalities such as specific insertions, inversions, and certain
regulatory mutations that will not be detected by this product. This analysis, however, is believed to rule
out the majority of abnormalities in the genes analyzed.

e The classification and interpretation of all variants identified reflects the current state of scientific
understanding at the time the result report is issued. In some instances, the classification and
interpretation of variants may change as scientific information becomes available.

o This system is designed to detect sequencing variants and genomic rearrangements (deletions or
duplications) involving the promoter and coding exons of BRCAI and BRCA2. As such, use in the
following cases may lead to false negative results.

e When there are variants that may impact patient care outside of the assessed regions.
e When mutations result in some types of errors in RNA transcript processing

e When mutations are insertions that do not result in duplications

3 PRD-0636.03



o Alterations at allele frequencies below the established limit of detection may not be detected consistently.
The sequence variant allele frequency LOD is~ 6.5-8% for samples run at 200ng and ~10-20% for
samples run at 7.5ng. The LR allele frequency LOD is ~20-30% for samples run at 200ng and ~40-50%
for samples run at 7.5ng.

e The Genomic Instability Status (GIS) may not be determined if the ratio of tumor to benign nuclei of the
specimen is below the established LOD. At optimal DNA input levels (e.g., 200ng) the GIS LOD is ~
20%-30% tumor cell percentage. At the lowest DNA input level (7.5ng) the LOD is ~40-49% tumor cell
percentage.

[Other Precautions)

e When this product is used, the latest Electronic Technical Information for niraparib tosilate hydrate or
olaparib in Japan should be referenced.

e This assay may provide information on the risk of Hereditary Breast and Ovarian Cancer syndrome.
However, this assay has not been approved for such a purpose, and the Japanese regulatory authority has
not acknowledged that its clinical significance or analytic validity are appropriate.

[Clinical Significance ]
I. Summary of Clinical Study - Niraparib Tosilate Hydrate PR-30-5020-C (QUADRA)

The niraparib tosilate hydrate clinical study PR-30-5020-C (QUADRA) was a multicenter, open-label,
single-arm clinical trial designed to evaluate the safety and efficacy of niraparib tosilate hydrate in
patients with advanced, relapsed, high-grade serous epithelial ovarian, fallopian tube or primary peritoneal
cancer who had received three or more previous chemotherapy regimens.

a) Accountability of Premarket Approval (PMA)

To determine patient eligibility, a tumor sample was sent to a centralized laboratory for immediate
myChoice HRD CDx (HRD) testing. Archival or fresh tumor tissue was required. (Note: for patients
enrolled after implementation of protocol version 3 [amendment 2; 24 May 2016], the sample was
required prior to enrollment and could be sent in advance of the protocol-defined screening period in
order to facilitate the screening and enrollment process). Patients were to wait for the results from the
on-study centralized HRD testing prior to enrollment unless they had a previously detected germline
breast cancer gene (BRCA) mutation (gBRCAm). Blood samples were also collected for all patients
during screening for determination of gBRCAm status. If gBRCA status was previously confirmed
positive, then it was not necessary to wait for HRD testing results for enrollment into the study;
however, confirmatory HRD testing still needed to be performed.

b) Effectiveness Results

The primary efficacy endpoint was Investigator-assessed confirmed objective response rate (ORR)
as defined by RECIST (version 1.1). The primary analysis population for this endpoint included all
patients with HRD positive tumors who received 3 or 4 prior lines of therapy (LOT) and whose
disease was platinum-sensitive to the last platinum based therapy. Patients with prior poly(ADP-
ribose) polymerase (PARP) inhibitor (PARP1) treatment were not included in the primary analysis
population. The patient’s best overall response (BOR) was determined based on the overall
responses at all timepoints between the date of the first dose and the date of first documented
radiological disease progression, the date of subsequent anticancer therapy, or the date of study
discontinuation, whichever occurred first. Patients with a BOR of either confirmed complete
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response (CR) or confirmed partial response (PR) were considered to have responded to treatment
(“responders”). All other patients were considered not to have responded to treatment (“non-
responders”).

Post hoc analyses were also conducted in subgroups defined by platinum sensitivity and biomarkers.

Investigator-assessed confirmed ORR as defined by RECIST (version 1.1) was analyzed for the
biomarker-defined population overall and in the following biomarker subsets:

e tBRCAm (regardless of platinum sensitivity)
e Non-tBRCA/GIS positive platinum-sensitive

In the biomarker-defined population, meaningful ORR and duration of response (DOR) were
observed among all subgroups, including the following:

e In the HRD positive cohort (n=98), the ORR was 24.4% and the median DOR was 8.3
months.

e In patients with tBRCAm tumors (n=63), the ORR was 28.6% and median DOR was 9.2
months. When this group was analyzed by platinum sensitivity status, patients with
tBRCAm platinum-sensitive disease (n=18) had an ORR of 38.9%; patients with
tBRCAm platinum-resistant disease (n=21) had an ORR of 28.5%; and patients with
tBRCAm platinum-refractory disease (n=16) had an ORR of 18.8%.

e In patients with non-tBRCA/GIS positive platinum-sensitive disease (n=35), the ORR
was 20.0% and median DOR was 6.6 months.

c) Conclusions

In summary, the efficacy results from the PR-30-5020-C (QUADRA) clinical study demonstrated that
the magnitude of clinical benefit expected from niraparib tosilate hydrate treatment can be predicted
by the clinical benefit continuum defined by clinical and molecular biomarkers. In line with the
continuum of benefit based on molecular and clinical biomarkers, the highest response rates were
observed among patients with tumors that were GIS positive and platinum-sensitive or tBRCAm
regardless of platinum sensitivity status.

*[I. Summary of Clinical Study - Olaparib D0817C00003 (PAOLA-1)

The clinical utility of the Myriad myChoice™ CDx has been evaluated using ovarian cancer patient
samples collected from the PAOLA-1 clinical trial.

1. Overview of PAOLA-1 Study
A phase 111, randomized, double-blind, placebo-controlled, multicenter study was conducted in 806

patients (537 patients in the olaparib/bevacizumab group, 269 patients with placebo/bevacizumab)
with newly diagnosed, advanced (FIGO stage I1IB-1V), high grade epithelial ovarian, fallopian tube or
primary peritoneal cancer treated with standard first-line treatment, combining platinum-taxane
chemotherapy and bevacizumab concurrent with chemotherapy and in maintenance to evaluate the
efficacy and safety of olaparib (tablet) 300 mg given twice daily in combination with bevacizumab) in
comparison with placebo in combination with bevacizumab.
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Additionally, PFS was investigated in exploratory biomarkers subgroups using the Myriad
myChoice® Plus test to further understand the consistency of treatment effect of olaparib across
potential predictive and prognostic factors.

Myriad HRD status is based on the Genomic Instability Status (GIS) and/or Tumor Mutation
BRCAI/BRCA?2 (tBRCAm) Status. A positive Myriad HRD status is determined either by presence of
a tBRCA1/2 mutation or by a Genomic Instability (GI) score at or above a cut-off of 42 in the absence
of a BRCA1/2 mutation.

Of the 806 randomised patients in PAOLA-1, 755 (93.7%) had a Myriad tBRCA available and 664
(82.4%) had an available Myriad HRD status with the myChoice™ HRD plus RUO test. With the
myChoice® CDx, a total of 755/806 (93.7%) patients were considered for testing. A total of 700/806
(86.8%) patients had a valid tBRCA result and 643/806 (79.8%) had a valid HRD status result.

Concordance between the myChoice® HRD plus RUO test and the myChoice® CDx in PAOLA-1

The concordance between the Myriad myChoice® HRD plus RUO test and Myriad’s myChoice®™ CDx
for HRD status at cut-off 42 for patients with a valid result for both tests, was as follows:

OPA: 97.8% (95% CI 96.3%, 98.8%)
PPA: 98.6% (95% CI 96.8%, 99.6%)
NPA: 96.6% (95% CI 93.7%, 98.4%)

Comparison of efficacy between PAOLA-1 full analysis set and the subgroups determined by Myriad
myChoice®™ CDx

PAOLA-1 met its primary objective, demonstrating a statistically significant and clinically
meaningful improvement in PFS in the FAS for olaparib vs placebo when added to bevacizumab (HR
0.59; 95% CI 0.49 to 0.72; p<0.0001). Olaparib prolonged PFS by a median of 5.5 months over
placebo. The clinical outcome data for the Full Analysis Set and the efficacy data from post-database
lock exploratory analyses performed in the subset of patients for whom Myriad HRD status for cut-off
>42 defined by the Myriad myChoice®™ CDx test are shown in the following table.

Clinical outcome (PFS by investigator assessment) of PAOLA-1

FAS myChoice® CDx myChoice® CDx myChoice® CDx
Myriad HRD Myriad HRD Myriad HRD
positive status negative status unknown
Olaparib/ | Placebo/be | Olaparib/ | Placebo/be | Olaparib/ | Placebo/be | Olaparib/ | Placebo/be
bevacizum | vacizumab | bevacizum | vacizumab | bevacizum | vacizumab | bevacizum | vacizumab
ab (n=269) ab (n=125) ab (n=87) ab (n=57)
(n=537) (n=251) (n=180) (n=106)
Number of events/total number of patients (%)
280/537 194/269 87/251 86/125 135/180 68/87 58/106 40/57
(52.1) (72.1) (34.7) (68.8) (75.0) (78.2) (54.7) (70.2)
Median PFS (months)
22.1 16.6 39.3 17.7 16.6 16.2 22.1 15.3
HR (95% CI)
0.59 (0.49, 0.72) 0.35 (0.26-0.48) 1.00 (0.75-1.34) 0.68 (0.45-1.02)
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*[II. Summary of Clinical Study - Olaparib D0818C00001 (SOLO1)

The clinical utility of the Myriad myChoice®™ CDx has been evaluated using ovarian cancer patient

samples collected from the SOLO1 clinical trial.

1.

Overview of SOLO1 Study

SOLO1 (Study Code D0818C00001) is a Phase III, randomised, double-blind, placebo-controlled,
multi-centre study to assess the efficacy of olaparib maintenance monotherapy in high risk advanced
ovarian cancer patients (including patients with primary peritoneal and / or fallopian tube cancer) with
a documented mutation in BRCAI or BRCA2 that is predicted to be deleterious or suspected
deleterious (known or predicted to be detrimental/lead to loss of function) who have responded
following first line platinum based chemotherapy.

The SOLOL1 trial was designed to recruit BRCAm patients i.e., germline BRCAm (gBRCAm) or
somatic BRCAm (sBRCAm). The entry criteria for patients in SOLO1 included the requirement to
have a deleterious or suspected deleterious BRCAI or BRCA2 mutation (from blood or tumour
specimens), determined prior to study entry from an existing local BRCA mutation test or from
prospective testing using the Myriad BRACAnalysis® or BRACAnalysis CDx test. Local results that
could not be confirmed by the Myriad assay were excluded from the final analysis. Due to sample
export restrictions, local and prospective testing for patients within China was performed by a
laboratory within the country.

SOLO1 met its primary objective, demonstrating a substantial improvement in progression-free
survival (PFS) by investigator assessment for patients treated with olaparib compared with placebo.
This PFS improvement was statistically significant and clinically relevant, as evidenced by the
magnitude of effect: a 70% reduction in the risk of disease progression or death at any point in time
for olaparib vs placebo-treated patients (HR 0.30; 95%CI 0.23 to 0.41; p<0.0001), with a median PFS
not reached on the olaparib arm vs 13.8 months for placebo.

Concordance between Myriad tBRCA test and Myriad gBRCA test in SOLO1

It is to be expected that a tumour BRCA test and a germline BRCA test will not be fully concordant
since germline tests are unable to detect somatic variants. In addition, there may be uncommon
genetic abnormalities such as specific insertions, inversions, and certain regulatory mutations that will
not be detected. Overall, treatment eligibility was concordant in 284/292 (97.2%, 8 patients reported
as non-tBRCAm)

*  Percent positive agreement between the Myriad gBRCA and Myriad tBRCA tests results was
calculated as 97.6% (95% CI 95.07% to 99.02%).

* Negative percent agreement between cases confirmed as germline BRCA negative and a Myriad
tBRCA test have been presented for LIGHT study. The negative percent agreement was 88.8%
(95% CI, 84.3%, 92.3%).
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3. Comparison of efficacy between SOLO1 full analysis set, Myriad tBRCAm subset, Myriad gBRCAm

subset

Post-database lock exploratory analyses indicated that efficacy results are consistent between the
FAS, the Myriad tBRCAm subset defined by the myChoice® CDx test and Myriad gBRCAm subset
defined by the BRACAnalysis® CDX test.

Table Summary of key efficacy outcome variables (Full Analysis Set, Myriad tBRCAm subset,
Myriad gBRCAm subset)

Full Analysis Set Myriad tBRCA Myriad gBRCA
n=391 n=284 n=383
Olaparib Olaparib Olaparib
300 mg bd Placebo 300 mg bd Placebo 300 mg bd Placebo
(n=260) (n=131) (n=191) (n=93) (n=253) (n=130)
PFS by Investigator Assessment (maturity 50.6%)
Number of
events/total number 1?329/226)0 96/131 (73.3) | 75/191 (39.3) (6794923) 9(2/92?5 9(3/31??
of patients (%) ’ ’ ’ ’
Median PES Not reached 13.8 Not reached 13.8 Not reached 13.8
(months)
HR (95% CI) 0.30 (0.23-0.41) 0.29 (0.21-0.41) 0.30 (0.22-0.40)
P-value (2-sided) p<0.0001 p<0.0001 p<0.0001
[Approval Conditions]

L.

It is required to undergo the document-based or on-site inspection in compliance with the provisions
of Article 23-2-5, Paragraph 9 of the Pharmaceutical and Medical Device Act (Act No.145 of 1960,
hereinafter referred to as the “Act”) pursuant to the provisions of Article 23-2-17, Paragraph 5 of the
Act, and to submit an operational update report of the variant classification process to PMDA one
year after approval and annually thereafter for the time being.

The applicant is required to take necessary measures and appropriate management strategies to ensure
that tumor samples and information obtained from them are not used for the purposes other than the
items specified in the attached application form, and also implement the latest measures to ensure
security and privacy to prevent unauthorized access.

The quality control for information of variant classification and genomic instability must be
conducted as specified in the Remarks section of the attached application. When it is planned to revise
the quality control method for information of variant classification and genomic instability specified
in the Remarks section of the attached application (except for a minor revision defined in the MHLW
Ordinance specified in Article 23-2-5, Paragraph 15 of the Act), the revision must be approved by the
Minister of Health Labor and Welfare in compliance with the provisions of Article 23-2-5, Paragraph
15 of the Act pursuant to the provisions of Article 23-2-17, Paragraph 5 of the Act. The applicant
should note that, for the approval of the above revision, the provisions of Article 23-2-5, Paragraph
17, Article 23-2-6 and Article 23-2-7 of the Act are applied pursuant to the provisions of Article 23-2-
17, Paragraph 6 of the Act.
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[Name or Designation etc. of Marketing Authorization Holder or Manufacturer)

Foreign Special Approval Holder

Myriad Genetic Laboratories, Inc. (in Japanese)
(Myriad Genetic Laboratories, Inc.)
[ON

DMAH

Micren Healthcare Co., Ltd.
TEL: 03-3513-6641

Foreign Manufacturer

Myriad Genetic Laboratories, Inc. (in Japanese)
(Myriad Genetic Laboratories, Inc.)
[ON
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EoZ0te. ASNUT (BEHELR) OREAISOHIEINDG,
BERVZORBAOBENGEZECLZBYLNII LIV IEETRK
RTE INSOBREBERREBEIERADIEIHEREING, BRNESR
BRBONYTYE (VUS) [ BRABRNREEONUTY M TH 2,
VUS [CH8EINTEBEIE BRCAI RU BRCA2 BIEFILRNERX I
RHERRVOEEEELEWNGE. 27T M IVEERKAY X (A
IIRVT L& BEEEZITONE,
BEIEHIMISN BB EE, FEBRENEFINZILNH D, hAIV-
Y-EAB L ENEEREZE (OB TR ZIKREL. FRER
N BEGEREHAT S,

*[f{ER EDER]

<EELREFEE>

AREOKEICH ST, BEFZRLVRRINITEREHZ
WS EHERTBIL,

EEGOBEAOBEMEOHRTE, BEREZEONTEL THE
BULELETITIC L, EFNICE. BEHREEZDEETCON Myriad
#(C£% HRD OREEIOHEREROA T, EERBOBISH EE
OIS T LR EEDIREE, i85 BRCAI &R U BRCA2 Bz
FERORE. MAOBREERBLUTIL Z3NVT MY IVEE
EAMPOBEE AT ORI, XEATUTERRYANT (BfE
FHEMR) LOHARSOHMIE. [T/ ATREMOIRE] R
UTHES BRCAI RU BRCA2 BETFERDIRRE] (FHDS,
[Myriad #£(C &% HRD DIREEI D' BB 1E) ORERICEIETITL,
ASNUTERIFEOHIMTE, [EB BRCAI RU BRCA2 BIETF
ZROREDEROACEIETICL,

AEE(E BRCAI RU BRCA2 BEFORHERRAICHIT2ME
5 DNA ZEZRH I 3L HIN TS, RRE (L, LhEHA
FNUTY REEBRRNUTY MERBILEWN, EETFI-T10Y
EHRUIEI-T1V T4V N OVEBO—EBIE Y- T Y AT ICEY
fRiTEn, BE, 8I7YY0 SHIRIELL 20 IBEX (bp) RT3
KIRENL 10bp ZBREV, BEBRICHELSZZRREMEND
AREBRFAOMNT Y MIRHINE W,
TO-TFICBHFRRM YT EEBRICEY, REELETLI
RRRNNE LB ATREEN $ B AT VLA Tl RSN 25bp 28R 21
ITWERHETEIUNTES, LI REDIVTINERE T 28
N EROMBRMMEE, BATY-TYATYTHAL DNA O
RE. RSN IRIEFOIIES DNA SEOHEEZ15T 4
HNH2,
AERE(L. BRCAI ®RU BRCA2 BIEFOTOE-5-KRUI-T1V
JIVYVICE33T ) LhBEA (RAXIIER) ERETELSIC
REFESNTVA KIREE BB R AR VERORE (. 1%
INERAEDREICRTET 2, DEGTFOERKRUIRKRGE, K&
OTYEATHRETERVWATEEE N H D, ZOMORIFERIL,
ERARNERTHONITYELTRESNS,
RRICLDRE CIRHINEWEFE OIFEA. SEAL, FFE O
ZERBLOFNEEGFREDNFEETBAIRMENHS, LAL, &
TytAld B REGTFICBIIREORZHERNTILE
ZbN3d,
BAEINELTONITYFODERVBERIE. HRBEENH
TEINEREATORZNA RICEIENTHD, FEHRZHE
BHESNBICREN. NUTYRODERUVBIRAZEDZHEDH
%o
KYATLIE BRCAI U BRCA2 EIzFOFOE-9-RU'I-T1
VIIIIVIEGFBY-ry VI NUTYRRUYT ) LB (R
KXITEHR) EHREIILIICEHITINTVS, Z0RH. UTOL
SIS EITHBREOEREELZHEND S,
C RBOREBEBRFNMNCBEBRCHEESZDREIEDHZNY
TYMEET BBE
- RNAGREEHOTOCYVIIS-HELRHE
- BEHUESBWEAZRRTHISE
BRELERHERR (LOD) REOTUIBEICEIZE . —
BLURESNBWATEEENH 2, Y-JIVANUT Y DT LIVEE
£ LOD (&, 200 ng CRIE LIERAET~ 6.5-8%. 7.5 ng TAIEL
AR T~10-20%T#H 3, LR DT LIVSEE LOD (4. 200 ng THI
TE LRI T~20-30%. 7.5 ng TRIE LERIAT~40-50%T#H 5,

BREOESMEL RERBOMEZOLENEZELRE LOD &
TEZHER T/ ATRERORE (GIS) EHFETELWNE
Eh%%. BEHRDNAIYTYELAL (200ng%E) T. GISLOD
DIESMAIEE~20%-30%TH D, HIED DNA 1VTYELAIL
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(7.5 ng) Tl LOD OESMATIRE~40-49%TH 5,
<ZOfniEE>

Z5XUT VIV EBAE AT R (34T /SU TOALRICBI B REF DT
IXEESRBOLERTZIE,
RTPYEACKYBEIEIETIRE - IR ERERBFEOKEYATIBETS
BWIEONBILRBEN. Z0LIBREMBMIEERERLLT
DEREZITHEST, ZOBKNER LA ENZ L EGEE
DRF LU BICIOTE Y ERHONEEDTIEAL,

[ERERALIE]

LEERABROME - Z5NUT MY IBIEKTY PR-30-5020-C
(QUADRA)

ZINUT bR IE KNP DEE PR 3B PR-30-5020-C (QUADRA)

(3.3 LIXVU LD R REEEE I 2T, BRI, BBHER
TR BRI, DN, XERFKMEEREEEETRICZSNY
ThINBEAMYOREURUBNEETFMULZBERER. k5
%, BEEBRTHOL,

a. PMA (Pre-Market Approval : HiBRBIZAZR) DEE
BEOBIEHEHET 210, BBRAERRIGERB XML, ES
[Z myChoice HRD CDx (HRD) #&E#ZEHLE, REFESEBXE
e EERRr R EL SN,

CE - RBREMETESZE 3 bk [KET2.2016 5 5 A 24 H] 0%

BIHEAANSGNEERBETE AVU-ZY I RFEAANTOCAERE
9570, MAANBICRENERSN, BREBTEZICEVTRE
SNEERTU-ZV T EARIRIISE T T B ENTES, )
BEE, TTICETEMERIARETT (BRCA) ZEE (gBRCAm)
RESNTORNRY, HAAHETIRERO P RIZEMEICLS HRD
REOEREF OILEENT, £z, gBRCAm JREEFHITET B, AV
U-ZYJHRIILBENSMBRRAFEIRIINT, gBRCA IRENBEIC
BB THEI LN RERIN TINS5 S ANREOMEA ANIC HRD 1R EH
BEFOBHEREALN, BEER HRD RE KA LTEET ZHE
&t

b. BMEOHER

FEFMETFMEE [E. RECIST (version 1.1) [CEHRINZARE
EEREAOFEICS>THEESNEEHRIIEME (ORR) L&, AFF
MEEOEBMT T REBCIL, 3BENL4BEOFEE (LOT)
2. REOBHEHAZECAERCSVWVASHFBRZHETH >
HRD BiEEBEENEENE, RKY (ADP UR-X) RUAS-¥
(PARP) PHEH| (PARPI) (CL2BEEDHZEEFEERITHR
E@NSKRASNTE, EEORREEHE (BOR) . #IEHZKSEHL

SISTIRF MR BETIRNICREINLH . Z0ROERAEH.

XFERPLEABOVTNORVEFREITOTRTIOR R TOREMRIC
EJWTHIESNT, BOR MEEINETLEY (CR) XEELEY

(PR) OWITIhHTHOEEBEL BEICRELEEHESNE (T3
Bl . INTOBHGEEICRISLEN e HmInt ([FEEW
Bl .

I, ARHFRZUERPINIAV-D-CERSNEFEZAV:E%
fRTE RSN,

BREAEMMFOFMECS>THEE SN RECIST (version 1.1) [CE
J< ORR Z/MANV-H-TEELEEALE. ZLTATONIAN-H-
OYTEYMIDWTHT LI,

- tBRCAm (ALBAIRZIEICEADST)
- 3E tBRCA/GIS [t B &K R4

IAAN-N-TERINEEFTIE, UTE2ECINTOYITIIN-FICH

WTEEEL ORR RUEMHE (DOR) A'RHHNT,

- HRDBM MR- (n=98) ([CHWT. ORRIF24.4%. DORF &
fE(38.3n A THolz.

- tBRCAm £ (n=63) IZHLT, ORR [ 28.6%. DOR AR 1fE
(& 92 nB THofz, AEEASHAIKZIREBTRITLLS
A tBRCAm A HFIRZMHELEEE (n=18) @ ORR [
38.9%. tBRCAm HEHFIEHMELE (n=21) O ORR &
28.5% tBRCAm BE&EFIRIGHELE (n=16) Tl ORR (&
18.8%CdHoTz,

- JEBRCA/GIS BB MR £ HFAIBRZMHREBEE (n=35) 1B
% ORR (4 20.0%. DOR &S 6.6 nA THIZ,

ESA
C. naaf

T3, PR-30-5020-C (QUADRA) HEROB MM RNS, 25
RUTSIVB IR ANYIC & BB ICHIF SN BER RN R T 1y bOTRE
[E. BEAR R U D FIRAANV-N- L& TERSNBERRMNR T 1y bOE
BARC LS TF R TERILN RSN 5 F A AV-N-RUERHR/A
AV-N-[CEIRX T4 OEFTEE—BL T BEBVEHEXE, B
SHABRZHORECEDST. GIS BUERVFASHABRZEX(E
tBRCAm [EZEH I 2BEICELWTEHLNT,

I EEEREEROBE - A£3/0U7 D0817C00003 (PAOLA-1)
RBOEERMERER. AT/NUTD PAOLA-1 HENSINEIN ISR
BEORBEANVGHESNT,

1. PAOLA-1 FHERDHEEE

FIOEITINERE (FIGO ETHNE X E IV #E) THELBH
Sh, BENGYEFEETHIAE HE /¥ VHAIHRLFE
BRERNYANT (L 2EELOBRARUHREL) [C&38EER
FlemRAE EREIPERE, SIEEX SRR IMEEEEERE 806

(AIRVT RNV TEE 537 B TR/ RRYZXYTE 269 51)

EHRELT ATNUT (BBF)) 300 mgl B 2 BRUANYANITHA
BE5E 1) OBWERUVREMETIERROANIIVIHARSL
HRIZEFAC_ETRI IR B L HERERSE 11 HEEEE
MELTZ,
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IBIC BENEFARFRIFERFICEIZAS/VTDREHRD

—EHIOVWTOEREFEH S8, Myriad myChoice® HRD plus R 2

[L&BNIAV-H-OY TV -TICETNT PFS OFE R LRITEEHEL

1o

Myriad HRD RKEEF. /AT REMORE (GIS) RUES

BRCAI/BRCA2 BRFERKME (tBRCAm) RKEIZEINTWVS,

Myriad HRD JREEBG & S\ tBRCAL2 BIEFEREHI BN, X

BRCA12 BILFEREBILGWGEEFHRELEAYMATEU LD

GIAIT THBZLILEYREINS,

PAOLA-1 SBRICEERBTIINSE 806 HIOBEDSS. 755 Bl
(93.7%) & Myriad tBRCA BIZFEEREHREEL. 664
(82.4%) (& Myriad myChoice® HRD plus HAR IR 2 (C &3 Myriad

HRD JREEDFE RN B 5N 12, Myriad myChoice® CDx [Z DWW T, 8061

035 755 FIDBE (93.7%) MMREOHRICEZEEZONT, #UT

806 Bl 700 B (86.8%) DB tBRCA BT ERORERZRN

B5N., 643 ) (79.8%) [ Myriad HRD JREEDRERE RN ELN T,

2. PAOLA-1 5{B&(C6(F3 Myriad myChoice® HRD plus AR AR E K&
O Myriad myChoice® CDx D[RIZE M

Myriad myChoice® HRD plus HIFZFAIREE Myriad #0 myChoice®
CDx @ HRD KEE(CBIS 2REMG, MREOREBRMIONTNDS
BETHRD IREEDNY A TE 42 DIFECHENT UTOEBYTH1,

- 2{E—EEK[OPA]: 97.8% (95% CI 96.3%, 98.8%)
- BHE—BCE[PPA]: 98.6% (95% CI 96.8%, 99.6%)
- Bt —ERE[NPA]: 96.6% (95% CI 93.7%, 98.4%)

3. 2RI RER KR U Myriad myChoice® CDx IC&Y E&ESn Y TH

W=TCHEI2EHEO LR

PAOLA-1 RERFZOEEBMZEERKL. ANYANTEATNUTDHA

BERTTERERARY AV I OB AEHE LB TR AR RER

(&3 PFS O FHERTCHEANICEZDSIERERLE
(HR : 0.59, 95% CI : 0.49~0.72, p<0.0001) , AF/\UTEFFtRE

HELT 5.5 1A PFS ZIER LT, BRI REM CHT BERARBLIE.

U Myriad myChoice® CDx #FHVTEZ LT HRD JREE (B bATE
2) ®BTZYTIN-TICBI3T- B E R I[CRRHIICHETLEED
HT-5ETFRICRT,
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PAOLA-1 RERICHITRERARAE CARERIE Y EMDFMICLS PFS)

SR RER myChoice® CDx myChoice® CDx myChoice® CDx
Myriad HRD [5 % Myriad HRD F& 1 Myriad HRD <85
(ERIRT )
A5K077 c A5K077 TR/ A5K077 TR/ A5K077 TR/
RISAIT NI RISAIT RISAIT RIRYAIT RIRSAIT RIRSAIT RIRSAIT
(n=537) (n=269) (n=251) (n=125) (n=180) (n=87) (n=106) (n=57)
PFS GAERIEYEERDIFEICLD)
RY L REpI S | 280537 194/269 87/251 86/125 135/180 68/87 58/106 40/57
N (52.1) (72.1) (34.7) (68.8) (75.0) (78.2) (54.7) (70.2)
BE (%)
PFS hofE (A) 2.1 16.6 393 17.7 16.6 162 2.1 153
NF—FH 0.59 035 1.00 0.68
(0.49, 0.72) (0.26-0.48) (0.75-1.34) (0.45-1.02)
(95% CI)

a £8%& (HRD BGHERUBRME, WPCREOPIL/AR/RE) 2ZBUREEREZAVU\Y-FERUBEET3EERMEEHLE

Cl: {E¥EXF. PFS: EEEALTFHAR.

I BE AR ERDIEE — A45)/U 7 D0818C00001 (SOLO1)
REOBEKMLEL AF/NUT DO SOLOT RENSUNEESN IR R B
OBRFEEANVCGHESNT,

1. SOLO! HERDBZE

D0818C00001 #E (SOLOI RER) (F. BSEFEETHELFE
RICHULTEMHERLTVNS BRCA BIEFEEBM (BRCAI X (&
BRCA2 QWShACIHENERIXERNERZEWN]ICHESNZER
[(EETHIIENBMNIEFTRING AR ELEUZEREETD)
DETHBMEE ERMEINEE (REERERRY/ XINERE)
DBEBERRIC ATNUT L& E MM EOB LR ET UL B
REZEERTSIURANB LR LRE NERBRTH2,

SOLO1 B&ICIE. BRCA BIZTFEEBMEE (gBRCA BETFER
B ZAMERE BRCA [sBRCAIBETFERBMEOEE) HAAN
BILeLf. ARBAOEBEBANEEL LT BANGIC, EHEERE
MBI TM BRCA Bz FEECEAIZBMEORERLE. X(F Myriad #£
@ BRACAnalysis®3%\\l& BRACAnalysis CDx®(C&2FOART T4 T
REBRICEIE [FNEERIXBIRHERRVICHEIND
BRCAI X[& BRCA? DBEFEERE (WAXRBESYYIILOWTNA)
MEHINZILEBLBESRMGF L, ERERKETORERZRNDSS
Myriad # L EBIRE LKW ERDRERSNEN AR IEL, RISRTHS
BRALTz, RO R H O, FEEANOS EEEREECTIO
ARTTATIREEEMLE,

SOLO1 RERTIEAS/NUTEICEWTTSUMBEL LKL, JABRIE Y EAT
OFHECE DI PFS DAIBEIERNRHON, RRBIEEEBWEEK
Ufzo 2O PFS DR ZOMRDOARESHSIHLHLELIIC, HETFEMN
CHEENDERKRNICERDHIEDTH> I, EFMICIE. ASNKUTEHT
TS ERB LB URBEITETOYRAIH L TOT M %8

LT, FHIT 70%ETLE (HR 0.30, 95% CI 0.23~0.41, p<0.0001) ,
PFS RaRfBE(E, AS/NUTEBETILRENE, TSUMREET 13.8 WA THOT,

2. SOLO1 FRERIZH(F B Myriad tBRCA t&ZE & Myriad gBRCAHREE D
—E
ETEMIE R ERDRECTIAHMREREZRE T EILATERN S,
Myriad tBRCA TR 2 & Myriad gBRCA RE [T 2C—FKLAE, I5IC,
RHINBEWFEDE A, inversion R EDFIHE R GREDFNGE
THRENHZHENH S, MUT ARBRMEICET S —BEE.
97.2% (284/292, 8 BITIL BRCA BIZFEENHERINGEDOF) TH
o7z,
Myriad tBRCA tRZE & Myriad gBRCA RE DR —ERE L,
97.6% (95%CI : 95.07%~99.02%) T#H>7z,
EIEMAI RS BRCA BEFERBRMECHEIAINESL
Myriad tBRCA HRE & D —EE(E, LIGHT HER TRENTW
%, PEME—BUR (L 88.8% (95% CI : 84.3%~92.3%) T#Hol,

3. SOLO1 B AR T REF. Myriad tBRCA B FEEGHER KX
U Myriad gBRCA B FEEBUERICHEIZE MO LLE
T-IR-AE B % DRRHGREITICEY . A0 R, JARIT
FFREF. myChoice® CDx IZ&YEFEENS Myriad tBRCA BEFE
E5 14 EN KR U BRACAnalysis® CDx (L&Y E &SN 3 Myriad gBRCA
BEFEEBHERICSWVT—EMIRDoNT,
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£ BYMTEEROEYN (RABITTRER. Myriad BRCA BIZFEEBMER KU Myriad gBRCA BIEFLERBIEER)
BRABTHRER Myriad tBRCA ;&{EF Myriad gBRCA &5 F
(FAS) R GEER TR GIEER
n=391 n=284 n=383
SIAUbI SIAUbI SIAUbI
#3187 300 mg S50 #3187 300 mg S50 A31XU7 300 mg S50
bd bd bd
(n=260) (n=131) (n=191) (n=93) (n=253) (n=130)
FRERIE Y EEMC L BFRMICE D PFS (AAY MRIREIS : 50.6%
AR S RIRFIEY
- FEBIER 96/131 (73.3) 75/191 (39.3) 69/93 (74.2) 99/253 (39.1) 95/130 (73.1)
%
PFS FR{E (A) REE 13.8 KEE 13.8 KEE 13.8
NF-RLHE
0.30 (0.23-0.41) 0.29 (0.21-0.41) 0.30 (0.22-0.40)
(95% CI)
P& (FEfE) p<0.0001 p<0.0001 p<0.0001
[FREMH] BEE 1 03-3513-6641
1. i’;é:\(bﬁeﬁ; 7%‘%1&: fﬁ’éfféi@‘g”éz“_t(:\ IE;%':EJ: %%1%%5%0) o
mE., FHUERUZEHORREFICREYZERE (B 35 £ TR YIRF49s SRIRU-Z. AT
BE 145 5. UTHEIEWS, ) B3RO 20 175 5 HOR (Myriad Genetic Laboratories, Inc.)
ECLVERINZEE 23£0 20 5L I BEORTEICEICER TAUNERE
CERAEXFEHOFAEEZFBLEEC. NITYMETOE
ADERARRIONWTERRERESRUEHEEE HREI2IL,
2. EMFEINFESEMBRAERTINDISELONEBRICOVT, BIF
HEZEENEEEUAOBHICERINENLD, BER
FHRERVEYLREBETICEBIC. RERTIEZAER1ET S
EORIFOTFIVTAROTIANYREIRINEEHFZ LB,
3. NUTYRDERUT ) LARLREUEEROLEERECOVTIE. 5

REFBBOREEBCRELLLBYITICL, AIFRBREEOHE
MICREBLENUTY MY ERCT ) AR REU B RO ZEER
FEEEBLLIETZEEG (FE 23 £0205 5 15BOEE
BHEATEDIBRMELEETHIBEERS) FEF23%
D20 17BSHOREICEVERSNIREFE 23KV 2055
15 HOREICEIE, EEFBAEOAREZIRINEESA
Wo BH. HREARIOVWTUI EFE 23020 17 F IHORTE
(Y EE 23 R0 205F 17HE. B 235020 6 RUE 23
Z020 7 DRENERINZILICBEINEN,

[RERFTEERVSEREDKAXITETT]

SEF ARG E

YR J1xrTayd SRIMI-X, AVY
(Myriad Genetic Laboratories, Inc.)

TAUAERE

BIEREIRGTES
NATLY - NVATTIHRA S
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