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Abstract

The demand for genetic testing of hereditary breast cancer genes such as BRCAI and BRCA2 has continued to increase with
the lowering costs of testing, raised awareness in the general public, and implications for breast cancer treatment when a
patient is identified as having a germline pathogenic variant. Historically within Australia, patients affected by high genetic
risk breast cancers have been referred to a familial cancer centre (FCC) for assessment and testing, resulting in wait times for
an appointment for pre- and post-test genetic counselling and an increased demand on the public-funded FCC. To improve
patient access and pace of genetic testing, as well as refocus FCC resources, a mainstream clinical genetic testing program
was rolled out in September 2017 through the Parkville FCC (PFCC) in Australia at 10 hospital sites. This program enables
specialist doctors of eligible patients affected by breast cancer to arrange genetic testing directly at an oncology/surgical
appointment and follow up the results as part of the patients’ routine clinical care. In this model, the specialist doctor is
responsible for any treatment implications of the genetic test result, and the PFCC is responsible for result interpretation,
future cancer risk, family cascade testing and segregation testing where warranted. To date the program has had successful
uptake, a notable pathogenic variant detection rate, reduced the burden on the PFCC enabling a reallocation of resources and
has streamlined the process of genetic testing for eligible patients. Investigation into the patient and clinician experiences of
the mainstream program is required.

Introduction

In recent years, familial cancer centres (FCCs) have
experienced increased demand on their services, initially in
response to the raised awareness of the BRCAI and BRCA2
genes in the wake of increased media attention surrounding
Angelina Jolie’s disclosure of having a BRCAI pathogenic
variant in 2013 [1]. The growth in demand has continued
with falling costs of genetic testing, improved funding for
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genetic testing in the healthcare system [2] and the devel-
opment of novel treatment implications for cancers that
occur in individuals with a germline pathogenic variant
(PV) — meaning variants classified as either class 4, likely
pathogenic, or class 5, pathogenic, under the ACMG/AMP
guidelines [3-5]. Currently these treatment implications
include decisions around use of platinum-based che-
motherapy for triple negative breast cancer [6, 7], the role of
contralateral risk reducing mastectomy at the time of initial
surgery [8], PARP inhibitors to treat metastatic disease in
BRCA-associated breast cancer [9] and avoidance of
radiotherapy in individuals with a germline 7P53 PV [10].

In Australia, genetic testing for hereditary breast cancer
genes has been accessed through dedicated FCCs, and
publicly funded for patients assessed as having a sig-
nificantly increased probability of finding a PV. This model
of care involves the patient being referred by their treating
specialist or general practitioner, then attending the FCC
initially for an assessment where it is determined whether
the patient is eligible for funded testing with pre-test genetic
counselling at the FCC if they do proceed with testing. The
patient is seen again by the FCC to receive the results and
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for post-test genetic counselling. With increasing demand,
the traditional FCC genetic testing pathway has become less
effective, with longer wait times for testing, and for patients
with a current breast cancer diagnosis, the need to attend
appointments for genetic testing on top of their routine care.

Mainstream genetic testing is a process where genetic
testing is offered to a patient by their breast cancer spe-
cialist, providing a more streamlined and efficient experi-
ence for the patient, particularly where the primary impact
of the genetic test result are treatment implications. A
mainstream genetic testing program for breast cancer
patients operates in Norway and the UK [11, 12], and
ovarian mainstream programs have been introduced in
Australia and the UK with great success [13, 14].

We now report on the outcomes of a mainstream genetic
testing program for breast cancer patients at surgical and
oncology clinics, supported by the Parkville Familial Can-
cer Centre in Victoria, Australia.

Methods
Initial set-up of program

A breast cancer mainstreaming program was introduced at
the PFCC in September 2017. The program followed the
successful introduction of an ovarian mainstream program,
and was modelled on the UK and Australian cancer main-
streaming programs [13, 14] with the aim of addressing the
increased demands for hereditary breast cancer genetic
testing and the need to streamline the process of treatment
focused genetic testing (TFGT) in the breast cancer setting.
Upskilling of non-genetic health professionals, including
breast surgeons, oncologists and radiation oncologists
(referred to here as the ‘breast specialist’ or ‘mainstream
clinician’) was completed at each mainstreaming hospital
site prior to the roll out of the program - this included a
mandatory one-to-two hour in-service presentation, led by
the PFCC, covering the relevant principles and implications
of genetic testing including interpretation of PV and var-
iants of unknown significance (VUS) for breast cancer
patients. Additional communication resources were pro-
vided for mainstream clinicians including a frequently
asked questions document and suggested script to support a
discussion with patients. Practical resources including
patient consent form, patient information sheet and popu-
lated pathology slips were also provided to each
mainstreaming site.

Breast cancer patients were eligible for mainstream
testing if they had either a diagnosis of invasive breast
cancer at or under age 35, triple negative breast cancer
(TNBC) at or under age 60, or were a male with invasive
breast cancer at any age. These criteria encompassed the

criteria described in the Australian national consensus
guidelines published by the Cancer Genetics National
Reference Committee, eviQ [15] at the time the program
began but distilled into clear clinical groups for imple-
mentation in the mainstream setting so as to avoid the need
for quantified algorithms, such as BOADICEA [16], for the
non-genetic health professionals. Testing was conducted by
the NATA accredited Molecular Diagnostic Laboratory at
the Peter MacCallum Cancer Centre. Standard testing
included targeted gene sequencing of coding regions and
splice sites for BRCAI, BRCA2, PALB2, ATM and TP53, on
DNA extracted from blood. An exception was made for
specific cases where a rapid turnaround of two weeks’ time
was required for clinical reasons, where gene testing for
BRCA1/2 only occurred. The genes being offered on this
panel were determined by whether an Australian national
consensus risk management guideline had been published
by the Cancer Genetics National Reference Committee,
eviQ [15]. At the time the mainstream program began, there
was no consensus guideline for management of CHEK?2
variants in Australia, and as such the gene was not included
in the panel during the first two years of the mainstream
program. The Molecular Diagnostic Laboratory is respon-
sible for ongoing review of VUS classification over time.
When a VUS is reclassified to class 4 or 5, the PFCC is
informed, the clinical implications reviewed and the patient
recontacted. Patients who received VUS results were also
encouraged to recontact the PFCC in five yearly intervals
for review (or sooner if they wished), at which time the
PFCC reviews the VUS classification with the Molecular
Diagnostic Laboratory.

Patients discussed genetic testing with their breast spe-
cialist at an oncology appointment (for active treatment or
routine follow up) and were given an information sheet
summarising the discussion points. A consent form was
completed which included providing any relevant cancer
family history information before having blood collected.
Patients who wished for a more in-depth discussion were
put in contact with the PFCC. The consent form with
relevant family history information was sent to the PFCC by
the breast specialist, to alert the PFCC to the test request.
Test results were sent by the laboratory to the breast spe-
cialist, as well as the PFCC. Patients received test results
from both their breast specialist (to discuss treatment or risk
management implications), as well as the PFCC (to note
familial implications). When the mainstream protocol was
first implemented the PFCC contacted all patients regarding
their test results in writing. Patients identified as having a
PV or a suspicious VUS would also receive a telephone call
(prior to a letter outlining their result being sent) and be
offered an appointment with the PFCC. Patients where no
PV or suspicious VUS were identified who also reported a
significant personal and/or family history of cancer would
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receive a questionnaire to gather additional information
about the personal and/or family cancer history. Once this
information was obtained, a risk assessment was performed
to determine whether any further genetic testing was indi-
cated and tailored advice was provided for the patient and
family members, either through a letter or the offer of an
appointment at the PFCC to discuss the risk assessment in
person.

Program refinement

After initial rollout, the mainstream protocol was revised to
ensure that upon receipt of a result from the laboratory, the
PFCC provided an interpretation for all VUS results (i.e.
suspicious or non-suspicious) to the breast specialist via
email or phone before the return of the result to the patient.
The interpretation was made by the Molecular Diagnostic
Laboratory (based on ACMG/AMP guidelines [3-5]), with
the capacity for additional clinical interpretation by a clinical
geneticist within the PFCC taking in to consideration the
patient’s personal and reported family history of cancer. This
measure was implemented to ensure accurate result inter-
pretation was given to the patient by their breast specialist,
and it was consistent with the interpretation provided to the
patient from the PFCC. In addition, due to the large number
of patients receiving non-suspicious ATM VUS results fol-
lowing full targeted gene sequencing of coding regions and
splice sites for ATM, testing for this gene was restricted to
the single PV ATM (NM_000051.3):c.7271T>G that has
been reported to be enriched in the Australian population, in
line with the Australian national risk management guidelines
which apply specifically to this single ATM PV.

During the course of the program, 15 (6.5%) mainstream
tests were ordered for patients by clinicians who had not
completed the mandatory mainstream upskilling. These
tests were halted whilst the PFCC contacted the clinicians
and completed a one-on-one upskilling session with them,
before the tests could proceed.

Based on clinician feedback in the program and research
around patient preference for results disclosure [17] the
protocol was further amended so that the PFCC liaised with
breast specialists to determine the optimal setting and tim-
ing for disclosure of a PV to align with existing patient
appointments. In addition, although all patients with a PV
were offered a prompt PFCC appointment, a number of
patients declined as they were satisfied with the telephone
discussion. These changes were incorporated in the final
revised breast cancer mainstream protocol; shown in Fig. 1.

Data collation

An audit of the PFCC breast mainstream program was
conducted between September 2017 and September 2019.
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With Human Research Ethics Committee (HREC) approval
from Peter MacCallum Cancer Centre and The Royal
Melbourne Hospital, patient and clinician data for tests
ordered through the program, as well as in-service partici-
pation during this period was collated, and the results
reported below.

Results
Mainstream clinicians

Commencing in September 2017, breast surgical and
oncology services from 10 hospitals have participated in the
mainstream program, and 92 specialists have completed
upskilling. From these clinicians, 57 have ordered a genetic
test in the mainstream setting in the first 24 months. A
further 15 clinicians who did not complete upskilling have
ordered mainstream testing, resulting in a total of 72 clin-
icians ordering mainstream testing: 42 medical oncologists,
27 surgeons and 3 radiation oncologists. Mainstream testing
has been ordered for patients from nine of the 10 hospitals
where upskilling was performed.

When asked for feedback, some mainstream clinicians
appreciated the efficiency of being able to order genetic
testing for their patients directly, rather than referring on to
the PFCC. Furthermore, particularly for more complex
cases including VUS results, or where assessment for a rare
genetic condition was required, mainstream clinicians
valued the input and assistance provided by the PFCC.

Patient characteristics

In the first two years of the program, 230 patients have
completed mainstream testing across nine hospitals in
Victoria, Australia. Of these, 142 (61.7%) qualified due to a
diagnosis of TNBC <60 years, 85 (37%) had a breast cancer
diagnosis <35 years (the 17 patients who were diagnosed
with TNBC <35 years are included in both figures) and 15
(6.5%) were males diagnosed with breast cancer. On review
of the clinical information, 5 (2.2%) patients who under-
went testing were found not to meet the eligibility criteria.

Mainstream test results

Testing outcomes are outlined in Fig. 2. Expedited testing
for BRCA1/2 was requested for only 13 (5.7%) patients,
with the standard five gene panel performed in all remaining
cases (94.3%). Overall, the detection rate for a PV in one of
the five genes was 15.2% (35); 20 BRCAI, 11 BRCA2, 3
PALB?2, and 1 TP53 PVs were identified and no ATM PVs.
Based on eligibility criteria, the PV detection rate was:
15.5% (n=22) for TNBC, 16.5% (n=14) for diagnosis



Mainstream genetic testing for breast cancer patients: early experiences from the Parkville Familial. .. 875
Fig. 1 Revised mainstream Eligibility criteria for genetic testing: Pationt ot elgible but
geneﬁc tesﬁng protocol at the o ER/PR/HER2 negative invasive breast cancer < 60 requires risk assessment
. i +- i
PFCC. Protocol is modelled on ¢ Invasive breast cancer < 35 genetiotesting
. . e Male invasive breast cancer any age
the ovarian mainstream I
pathways at The Royal Marsden, 1
and PFCC [13, 14]. Refer to
Mainstream clinician to consent patient to genetic testing PFCC
for gene panel (BRCA1, BRCA2, PALB2, TP53 and ATM
€.7271T>G only) or expedited BRCA7 and BRCA2 only I
Further
1 discussion
required
| Result sent by laboratory to requesting doctor and PFCC |
Result and any treatment
implications disclosed at
ient's next appointment
with treating team
NO PATHOGENIC PATHOGENIC VARIANT
VARIANTS (negative) (positive)
! ll l
INSIGNIFICANT FAMILY SIGNIFICANT FAMILY VARIANT UNKNOWN
HISTORY HISTORY SIGNIFICANCE (VUS)
1. PFCC sends 1. PFCC to contact - PPCC laise with
patient + treating requesting doctor to ea Ilng O(i or for
o) team letter outlining discuss VUS results disclosure
% test results interpretation and
& 1. PFCCsends 2. Family history resurlqs disclosure . Once result
patient + treating : ; " disclosed, PFCC
team letter outlining questionnaire sent 2. Letter with VUS result follow-up arranged
test results to patient — if sent to patient by
retumed, PFCC PFCC, ccto
provides risk requesting doctor.
assessment either PFCC follow-up
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<35 years (23.5% (n =4) of patients with TNBC <35 years
had a PV identified, and are included in these figures), and
13.3% (n = 2) for male breast cancer. A PV in BRCAI was
identified in a patient who did not meet mainstreaming
criteria (the patient had a personal history of three primary
breast cancer diagnoses including a TNBC diagnosed >60
years).

Twenty-four VUS were identified in 20 different main-
stream patients (VUS detection rate of 8.7%); the majority
in BRCA2. These VUS were submitted to the ENIGMA
consortium (Evidence-based Network for the Interpretation
of Germline Mutant Alleles) for ongoing review of their
classification [18, 19]. One of the 24 VUS was downgraded
to class 2 (likely benign) during the first two years of the
mainstream program period [4, 5]. Three patients had a PV
and VUS identified concurrently, and three patients had
more than one VUS identified. One 7P53 VUS was con-
sidered suspicious and two further 7P53 VUS required
segregation testing to determine if they were de novo or
inherited to help clarify their significance. On average, it
took 27.6 working days for a test result to become available
after blood collection; with a range of 11 working days
(BRCAI and BRCA? testing only), to 52 working days.

Patient treatment implications

Of the 35 patients found to have a PV, 31 (88.6%) had their
cancer treatment altered based on the genetic test result.
Treatment implications included women undergoing con-
tralateral prophylactic mastectomy (80.6%) and/or having
carboplatin added to chemotherapy (25.8%). Two women
were provided with compassionate access to a PARP inhi-
bitor, and in one case a previous plan to provide radio-
therapy was revised after a germline 7P53 PV was
identified. The patient with the suspicious 7P53 VUS did
not have their treatment altered, as radiotherapy was con-
sidered to be strongly clinically indicated due to a high risk
of local recurrence.

PFCC involvement in mainstream cases

As the breast specialists and laboratory adapted to the
change in the model of care, 52% (n=120) of the 230
patients who have undergone mainstream testing were
managed entirely within the protocol, but the remaining 110
required additional support from the PFCC, although in
most cases this was minimal. Common issues leading to
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Fig. 2 PFCC mainstream
program outcomes between

Breast cancer patients consented to mainstream genetic testing

Total = 230

September 2017 and
September 2019. *some patient
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additional PFCC involvement included problems with
blood collection at local pathology services, mainstream
clinicians chasing test results, administrative issues invol-
ving interruption of the normal protocol, and mainstream
clinicians over-calling VUS results when disclosing results
to patients resulting in PFCC contacting patients to clarify
interpretation of result. Some patients who were mainstream
eligible were referred to PFCC without being offered
mainstream genetic testing first but in most cases main-
stream referring doctors were simply reminded of the option
to offer mainstream testing at the patient’s next treatment
appointment.

In total 47 (20.4%) patients in the program required an
appointment at the PFCC; 28 due to PV results (six PV
patients felt satisfied by telephone discussion only for
results, and one PV patient was seen at an interstate FCC),
13 due to the patient either having a significant family
history of cancer warranting PFCC review or due to VUS
results (or both). Two were due to the presence of another
genetic condition in the patient’s family and the remainder
involved a genetics health professional being onsite and
called upon during their treatment appointment. Forty-nine
patients had telephone contact with the PFCC (average
length of call was 23 min), with the majority being PV
patients, and some due to other family members being
referred to PFCC for genetic cancer risk assessment, or
another genetic condition being present in the family.

Under the traditional PFCC model of care, on average
the 230 mainstream patients would have attended a total of
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460 PFCC appointments. Using the mainstream pathway,
413 (90%) PFCC appointments were saved over the two
years since its implementation.

Although the PFCC provided additional support in
multiple cases, outside of the standard PV patients there
were six cases in particular that benefited greatly from
having a genetics service involved with the genetic testing;
briefly outlined in Table 1.

When asked for feedback, several patients reflected
positively on their experience of mainstream testing, with a
common observation being that they appreciated the con-
venience of having testing through their existing oncology
appointments and felt that they may not have had testing if
they had to attend the PFCC for separate appointments. One
patient expressed regret at having had genetic testing (see
Table 1), but ultimately she did engage with the PFCC and
underwent risk reducing surgery, as well as communicated
with her relatives about the PV identified through her testing.

Cascade testing in relatives

28 PV patients (probands) attended PFCC for an appoint-
ment to discuss their genetic test result, and 16 of these
patients brought at least one relative (and up to three) who
underwent predictive testing at the same time. Within six
months of probands receiving their test results, predictive
testing had occurred in 74% of the families. With an aver-
age follow up of 13 months to date, 2.4 relatives (range O to
8) have undergone predictive testing per proband.



877

Mainstream genetic testing for breast cancer patients: early experiences from the Parkville Familial...

3unsay aanorpaid 1oy juounurodde

Surwoodn ue je oUBPUANE SIOQUISW A[TUIE] JOY Jleme A[IUalnd DD 9y} pue QS duoSIopun mou sey

juoned oy, “Insa1 ayy 0) paysnipe ays Is[rym juaned oy PIm 10eIu0d ur dooy 0) 9[qe Uedq dABY DDA Y} ‘SIO[[OSUN0d
oneuad ym suonoerdur aanioddns pue [nyered y3noxy ‘sped ouoyd uimjar jou prp sewm je pue syuounurodde
oidnnw puaye 03 paqrej oym juoned ay) oFe3uo 0) FurSuadqeyd sem I YInOy[y JUSUNLAI) JOOURD ISLaIq

IIM POWOUMISA0 Sem pue ‘(OSgir) Awojoaroydoo-oSurdes [eroe[iq Suronpar YSLI aInjng JOPISUOD 0] JULION[AI SEM
Juaned ‘3unse) onoued oFrepun 0) UOISIOAP Iy papaISar ays papodar Inq ‘Ad JVIYg © 10} aanisod pajse) juaned
eIse)o0I3uR[) BIXEIY JO sisouderp [enuajod & jno 9[nt 0) DDA Ynm Jusunurodde maraar

® pey juened "1eoued [eorSojojewory Sunok e Jo £10)s1y [euosiad B pey pue paynuspl SNA ALY OM} pey juoned
SITY eAI[ES Jno-Trewr Sursn Sunse)

I9JJO oym AIOJRIOQE] SBISIQAO UB UYInoIy) saAne[al 1oj 3unsay dn Jumpes ur sjuened pajsisse DD OS pPue ‘pajruif
SeM SOOTAISS SOIOUAS 0] SSA00E AIYM SBISIOAO PIAI] 9[dN0od aYy Jo seAne[ar [y “sisouSerp oneuaS uonejuejdurrord
Jo uondo 2y passnISIp pue ‘asn MmNy I0j UZOIJ SOAIqUId PeY Pey Ay dIoym Wed) sAOIAISS dAanonpodar

12U} QI PISIEI] DDA oW Pue ‘DDdd Wis siweunuiodde pey syuened wog ‘Ad 7VOYF 2yp 10§ eanisod

P15} osye soued s uoned :diysuonear snoauIMSuUBSUOd € UI SEM PUB ‘Ad [VDYG € 9ABY 0) PUNOJ SeM Judned
SUOISIOAP JUAUNEAI) UL PIe 0} YSLI JOdued

JSBAIq IMINJ SSNOSIP 0} OS[e pue ‘pourIofrod JUSWSSISSE JSH B dARY 0 DD Jd oYl YIm juounurodde ue pey juoned
9y, "ewojse[qounal dmmerpaed jo £103s1y © 0) anp jsed oy ur 3unsay gy pey A[ONI[ Py ANR[I JIdY) PAUTULIIP
sem 31 pue arreuuonsonb £10)s1y A[rurey e pajordwod 1nq souas 100ued Isealq AIR)IpaIoy dy) J0J 9AneSoU pa)s) Juoned
SAd ZVO¥g 1oq Iof Sunse) 9AnoIpaid o3ropun 0} d[qe Iom SOATIE[I

eudordde oy jey) ainsud 03 9[qe sem DDA Yl DDA JOYIoue PIm uone)nsuod YSnoIyL ‘Ad ZVIYJ UIIP
B YIIM 9ATIE[QI B SUTARY S POYNUSpI USY) OS[e Seam ‘Sunso) weansurew ySnoxyy Ad ZyO¥g € 9Aey 0) punoj jusned
Ad INAW Terruey ay) 03 aAnesau paysa) juened ayy Guounurodde

DDAd ® e Sunsay aAnoIpaid AT JuamIapun pue ‘Ad JNFA [el[iwe) Sunsixe oy Jo aremeun sem juoned oy,
"Ad INTW © Yim aAne[ar & pey juoned oy Surkjnuept ‘eseqeiep DD oY Ul A[rure] SunsIxe ue o) payojewu sem pue
PpojedIpul Sem 3UNSI) O1OUS JAYNNJ IYIAYM SSIsse 03 DD 10J arreuuonsanb A10jsty Ajruuey e pajerdwod juaned
's100UED snotreA Jo K10)s1y AJrurey Suomns e pajodal Ing ‘souaS 100ued JseIq ATe)IpaIay oy) J0J 9AIESoU pajse) Jusned

3s130[00UQ

3s130[00UQ

Js130[00UQ

Js130[00UQ

Js130[00UQ

Js130[00UQ

sIeak (095 sisouSerp DENL 8Y

SIBAA G¢S SISOuSeIp Iadued Isearg 4%
SIBQA GES SISOuUZeIp Iooued Iseargq €
steak Ges stsouserp DENL 03
I90URD 1SBAIq RN €L

JIOoUBD 1SBAIq RN 99

9SBO WERANSUIBW UT JUSWAA[OAUT D)D) Jd £q POIOpIO 1$9) WRANSUIBIA

Aqi3ie weansure]y 93e judned

“JUSWATOAUT D)D)d WOIj pajyouaq Aprenonied jey) sosed weansurely | ajqel

SPRINGER NATURE



878

C. Beard et al.

Under the traditional PFCC model of care, on average
the 25 relatives who attended PFCC with the proband
would have attended a total of 50 PFCC appointments.
Therefore, a further 25 clinic appointments were saved by
the emergence of the hybrid ‘proband results — family
predictive testing’ appointment for mainstream probands
when compared to the traditional PFCC model of care.

Together over the two years the mainstream program has
operated, the PFCC has saved a total of 438 out of 510
(86%) potential appointments through the implementation
of the mainstream pathway.

Discussion

Since implementing a breast cancer mainstream program in
2017, there has been excellent uptake by breast cancer
specialists with 72 specialists across nine hospitals
requesting testing for 230 patients in two years. Testing
with the mainstream eligibility criteria generated a decent
PV detection rate of 15.2%, with a test turnaround time of
five and a half weeks. The majority of PV patients (88.6%)
had their cancer treatment changed based on their test result.
Cascade testing for family members to date has occurred for
the majority of PV patients (77%). Finally, implementing
the mainstream pathway has saved the PFCC 438
appointments over a two-year period since the program’s
implementation.

The mainstream program’s success after rollout is evi-
dent by the breast specialist uptake, and the number of tests
requested in the short time it has been running. Similar to a
previous study, the PFCC’s mainstream program success
appears to rest largely on both the PFCC’s relationship and
communication with the cancer speciality teams within the
hospitals, as well as multiple ‘mainstreaming champions’
(advocates for mainstreaming, and oncologists & surgeons
who also work within the PFCC) at each hospital site [20].
Other groups have previously investigated clinician atti-
tudes towards mainstreaming, and locally the ovarian
mainstream program has been received well by the clin-
icians involved [12-14, 20, 21].

The PV detection rate was well above 10% for each of
the chosen eligibility criteria, and the majority of PV car-
riers had cancer treatment altered due to the test outcome.
Similarly to ovarian genetic mainstream programs, this
supports the choice to include these high genetic risk
patients in the mainstream program, allowing them access
to streamlined genetic testing through their breast specialist
with support from the PFCC [13].

Uptake of predictive testing in family members of PV
carriers was promising, with 74% of families having pre-
dictive testing occur within six months of the proband
receiving their genetic test result, and 2.4 relatives on
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average having had testing within 13 months of a proband’s
PV result. These figures are in line with previous data
collected for PFCC patients who have undergone genetic
testing through the standard model of care. These findings
also indicate an engagement with adverse health prevention
from mainstream patients’ families, meaning there is a
health benefit to the families of PV patients who have
undergone testing via the mainstream pathway.

Implementing the mainstream protocol has brought about
several changes in the PFCC model of care for patients. The
first is the reduced number of PFCC appointments required
for patients to attend, with the majority of patients not
needing to see the PFCC for an appointment at all. This also
includes the PV patients, as six were satisfied with a tele-
phone discussion only. The reduced number of PFCC
appointments has meant that the genetic testing has been
more streamlined and less time consuming for the patients,
but has also saved costs for the PFCC, enabling the PFCC to
focus its limited resources where they are needed most, caring
for patients with high genetic cancer risk and their families.

Another new model of care has emerged for patients with
a PV result when they attend the PFCC for an appointment,
as over half attended with family members (most commonly
first-degree relatives), who underwent predictive testing at
the appointment. This phenomenon has shifted the model of
care for the PFCC by adjusting to a ‘proband results —
family predictive testing’ appointment, where there are
different agendas for each patient in the room depending on
whether they are discussing results in the context of their
cancer diagnosis or wanting to proceed with predictive
testing. These family-style appointments have required
adaption from the genetic counsellors as often more than
one genetic counsellor needs to be present to meet the
different patient agendas, or the appointments have to be
lengthened and the family members offered time alone to
individually discuss any personal concerns around testing.
Furthermore, this approach seems to empower individuals
and families to engage with genetic testing in a way that
feels comfortable to them, with the proband’s agenda see-
mingly focused on looking after their family members’
health, particularly if they have had their personal needs met
at the time of their results disclosure prior to the PFCC
appointment. Finally, the family-style appointments have
led to a further efficiency of patient care, with additional
PFCC appointments saved.

Lastly, the mainstream pathway describes a different
model of care compared with the traditional genetic testing
process through the PFCC, where the focus is on a support
and education model for non-genetic health professionals in
facilitating genetic testing, and a collaborative approach
between mainstream clinicians and the PFCC in results
disclosure. In the setting of a new breast cancer diagnosis,
this mainstream model of care enables streamlined genetic
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testing focused primarily on its implications for the patient’s
treatment. This timely approach improves the likelihood of
the genetic test results availability to potentially inform the
patient’s treatment plan. It also provides mechanisms for
involvement from the PFCC when familial implications are
identified, or genetic expertise is required. The model uti-
lises and emphasises the different skill sets between the
mainstream clinician and genetic expert to ensure the pro-
vision of best practice for patients undergoing a mainstream
genetic test.

Several challenges have arisen during breast cancer
mainstreaming implementation

The majority of these have been resolving administrative
issues as the mainstream clinicians, laboratory and PFCC
adjust to the mainstream model of care. Whilst the rela-
tionship and communication between the PFCC and breast
specialists, and the PFCC and genetic testing laboratory are
well established, it has been challenging attempting to
establish a direct relationship between the genetic testing
laboratory and the mainstream clinicians. Historically, all
genetic testing has been ordered by the PFCC, and so the
laboratory and non-genetics health professionals have not
needed to interact in the past. Initially, this meant the
mainstream clinicians often use the PFCC as a ‘middle-
man’ for test requests and results, rather than commu-
nicating with the laboratory directly — this has been unne-
cessarily time consuming for PFCC staff. To overcome
most of these challenges, the PFCC have had to ensure they
keep open lines of communication with the laboratory team
and the mainstream clinicians and address these issues as
they arise. Additionally, as new doctors commenced
working at the mainstream hospital sites, we identified
mainstream genetic tests ordered by such doctors who had
not completed formal upskilling offered as part of the PFCC
mainstream program. A consideration moving forward will
be to offer annual in-service upskilling sessions to ensure all
practicing doctors are upskilled.

At the time of the program’s implementation the elig-
ibility criteria for the mainstream program encompassed
more patients than the Australian national guidelines for
hereditary breast cancer gene testing. Specifically, the group
of women with TNBC diagnosed between age 51 and 60
years would not have automatically qualified for testing
under the national guidelines without an assessment of their
family history. Fifty-two tests were performed for women in
this group with 7 PVs detected (13.5% pick up) indicating
that this inclusion was consistent with broader criteria of a
10% probability of detecting a PV that is the major national
guideline criteria. Overall the PV detection rate in the
mainstream program was encouraging across all criteria,
however in the time since implementation public funding

for genetic testing of patients with breast cancer has been
extended to cover a broader patient group [2] and the
Australian guidelines for testing have been updated. As a
result, consideration has been given to expanding the elig-
ibility criteria to include all patients with breast cancer and a
10% chance of a PV in the continuing program. In addition,
genetic testing eligibility for patients at the PFCC has
always remained broader than in the mainstream program,
and patients were always able to be referred for specialist
assessment to determine genetic testing eligibility by the
PFCC outside of the mainstream program. In a further
change since the program commenced, the Cancer Genetics
National Reference Committee have also released a risk
management guideline for CHEK? truncating PVs [15], and
this gene has been added to testing panel for future use.
These extensions of the program will continue to improve
patient access and streamline the process for eligible
patients allowing PFCC resources to be directed to where
they add most value and clinical utility.

Whilst there are other areas in genetic counselling such
as prenatal genetic screening where a patient undergoes
genetic testing with a non-genetics health professional [22],
with the change in model of care in the breast cancer
genetics mainstreaming program, it will be important to
learn more about both patient and mainstream clinician
experiences as the program expands, and compare these
with the usual standard of care traditionally offered by
the PFCC.

Implications for clinical practice

One of the key features of this mainstream program’s suc-
cess was ensuring ‘mainstreaming champions’ were
involved in the oncology and surgical clinics, particularly
during its implementation. The importance of being patient-
centred and adaptive was paramount for the PFCC, as the
mainstreaming program brought about multiple shifts in the
usual model of care for both breast cancer patients, and their
family members. Finally, an important consideration moving
forward is to offer regular upskilling in-service presentation
opportunities, and to ensure the lines of communication are
open between all mainstreaming parties, including the
mainstream clinicians, the laboratory and the PFCC.

Conclusion

Since the introduction of the breast cancer mainstream
program in September 2017 at PFCC, it has had a successful
uptake by clinicians and patients with 230 mainstream tests
being ordered thus far, and a decent overall PV detection
rate of 15.2%. The shift in model of care has resulted in a
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more streamlined process for patients and has reduced the
burden on the PFCC with 438 appointments saved over the
two years the program has been running. Investigation into
the experiences of the mainstream program is required for
both patients and clinicians and will help inform its future
progress and direction, as well as consideration to expand
the eligibility criteria of the program.
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