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e Patient’ s Profile

® Chart no./ Name: xxxxxxx/ OO0
® Age/ Gender: 65/ Female




e Chief complaint o

® Painful while coughing on right lower chest wall for 1
month.

® chronic cough for 6 months, voice hoarseness since
2016/4.




* Past History o

® 1998.7.28 :Infiltrating ductal carcinoma of left breast
s/p MRM on, pT2N20 stage IIIA, ER:14.30, PR: (-),
LN:6/19, FECx6, Tamoxifen x5Y

® 2000.2.3 : hysterectomy and BSO.

® 2004.7.16 : excision of thyroglossal duct cyst
® Hypertensive cardiovascular disease

GERD



e presentillness o

® She was under regular f/u at xxxx &5z anually, which 2015/9/23
breast sono showed negative findings.(routine f/u)

® This time she she complained about chronic cough for 6 months,
hoarseness of voice since this April, and pain on right lower chest
wall for 1 month. Nausea and vomiting were noticed in June

2016.

O owed right chest wall tenderness, no left chest wall

regcurence, no mass over right breast, no axillary LNs.

ab data in normal range(including CEA and CA153),no
eukocytosis, normal liver and renal function, normal electrolytes .
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2016/8/12 xxxx &Pt Chest CT (2016.8.12) : expansile soft tissue
lesion noted at right 5th, 9thand 10th rib, and osteolytic nodules at
C7and T10 vertebral body, bone metastases is compatible, suggest
bone scan correlation.

Subsegemntal atelectasis over right apical lung, paramediasithum
region, cause to be determined. Focal thickening and increased pleural
Infiltration over RLL of lung.

No enlarged lymph node within the mediastinum.
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Chest x ray:

mpression:

1.Atherosclerosis of thoracic aorta.
2.Normal heart size.

3.Clear lung fields,bil.
4.Hypertrophy of thoracic spine.
losis of thoracolumbar spine.
6.Expansive bony mass over 5th
rib fight R/l metastasis.

7.5/P MRM,left.




e Admission course o

® 8/30 Admission
CT-guide biopsy(check origin)
port-A implantation
zometa

9/2/b0ne scan

bronchoscopy: pleural wash for cytology(-)
consult ENT for laryngoscopy

consult RT for palliative radiotherapy
neck sono

9/5 radiotherapy
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An expansile bone lesion (3.28x1.3cm)

was noted in the posterior aspect of
right 10th rib.




e Pathology report o

® PATHOLOGICAL DIAGNOSIS:

® Bone, rib, ?site, CT guided biopsy, carcinoma,
metastatic.

® MICRO:

® Sections show a metasatic carcinoma with neoplastic

cells,arranged in single files and small clusters,

copsistent with metastasis from breast carcinoma.

MUNOHISTOLOGY: ER: + (60%)
PR: - (0%)
Her-2: 0+
MIB-1: 15%
GATA3: +
1998: ER:14.30, PR: (-),
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9/5 Neck sono

» No idenfified enlarged LAPS.

» A few small L-N(<émm)over left supraclavucular
region,suggest f/u.




e (Current diagnosis .

® metastatic breast carcinoma with multiple bony
metastasis, ER: + (60%),PR(-),Her-2: 0+

MIB-1: 15%

GATA3: +

® Infilifating ductal carcinoma of left breast s/p MRM,
PT2N20 stage IIIA, ER:14.30, PR: (-), LN:6/19, FECx®6,
Tamoxifen x5Y




e Treatment plans o

® Major treatment: Hormone therapy
® For bone destruction: Zometa + radiotherapy

® Pain control
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Endocrine Therapy for Hormone Receptor—Positive
Metastatic Breast Cancer: American Society of Clinical
Oncology Guideline

Hope S. Rugo, R. Bryan Rumble, Erin Macrae, Debra L. Barton, Hannah Klein Connolly, Maura N. Dickler,
Lesley Fallowfield, Barbara Fowble, James N. Ingle, Mohammad Jahanzeb, Stephen R.D. Johnston,
Larissa A. Korde, James L. Khatcheressian, Rita S. Mehta, Hyman B. Muss, and Harold J. Burstein

2016 by American Society of Clinical Oncology

Methods

The ASCO Expert Panel was convened to conduct a systematic review of evidence from 2008 through 2015 to create recommendations
informed by that evidence. Outcomes of interest included sequencing of hormonal agents, hormonal agents compared with
chemotherapy, targeted biologic therapy, and treatment of premenopausal women.




o Key Guideline 0
for HR(+)MBC patient

® Hormone therapy should be offered to patients
whose tumors express any level of ER/PR receptors.

® Endocrine therapy should be recommended as initial
treatment for patients with HR-positive MBC, except
for patients with immediately life-threatening

Isease or rapid visceral recurrence during adjuvant

=>consider adding chemotherapy



® Treatment should be administered until there is
unequivocal evidence of disease progression as
documented by imaging, clinical examination, or
disease-related symptoms.

® The use of combined endocrine therapy and
chegmotherapy is not recommended.




Figure 2. Mechanism of action
of the aromatase inhibitors.
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regimen

Al(non steroidal): such as anastrozole (Arimidex)
and letrozole (Femara), inhibit the synthesis of estrogen via
reversible competition for the aromatase enzyme.

» Fulvestrant(Faslodex): a complete estrogen receptor antagonist

with no agonist effects, which in addition, accelerates the
proteasomal degradation of the estrogen receptor.[1] The drug
has'poor oral bioavailability, and is administered monthly via
irframuscular injection.

Palbociclib(lbrance,125mg capsule): a selective inhibitor of the
cyclin-dependent kinases CDK4 and CDKé6

Tamoxifen(Nolvadex): selective estrogen-receptor
modulator (SERM)

Everolimus: an inhibitor of mammalian target of rapamycin (mTOR).



https://en.wikipedia.org/wiki/Anastrozole
https://en.wikipedia.org/wiki/Letrozole
https://en.wikipedia.org/wiki/Selective_estrogen-receptor_modulator
https://en.wikipedia.org/wiki/Mammalian_target_of_rapamycin
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Endocrine Therapy Guideline for Metastatic Breast Cancer

Mo prior adjuvant
endocrine therapy

Al, nonsteroidal

. preferred
First Al + fulvestrant
line Al + palbociclib
Fulvestrant
palbociclib
Al + everolimus
Second A (steroidal)
line Tamoxifen

Prior adjuvant endocrine therapy

Prior treatment with tamoxifen

Early relapse Late relapse
(= 12 months (= 12 months
since adjuvant since adjuvant
therapy) therapy)

Al (nonsteroidal)
Al + fulvestrant
Al + palbociclib
Tamoxifen

Al (nonsteroidal)
Fulvestrant
Al + palbociclib

Fulvestrant =
palbociclib

Al + everolimus
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Tamoxifen (late
relapse)

I
Prior treatment with an Al
I
I |
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therapy) therapy)
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Al + everolimus
Al (steroidal)
Tamoxifen

Depending on prior
therapy:
Fulvestrant =
palbociclib
Al + everolimus
Al isteroidal)
Tamoxifen

Third line or greater

|
Sequential therapy based on

prior exposure and response
to hormone therapy

Estradiol (2 mg three
times per day)

Megestrol acetate

Fluoxymesterone

Reintroduction of
prior therapy

Fig 1. Hormone therapy for postmencpausal
women with hormone receptor-positive
rmetastatic breast cancer by line of theramr
and adjuvant treatment. NOTE. Use of pal-
bociclib should be reserved for patients
withaut prior exposure to cyelin-dependeant
kinase 4/6 inhibitors, Fulvestrant should be
administered at 500 mg every 2 weeks for
three cycles, then once per month as an
intramuscular injection. Withdrawal of 1a-
moxifen or progesting was reported to result
in short-term disease responses in older it
erature. Steroidal indicates exemestane; non-
steroidal indicates anastrozole or letrozole. Al
aromatase inhibitor,



Endocrine therapy
Single agent

= Al (anastrozole)
» Fylvestrant

» Tamoxifen

anastrozole(Arimidex) v.s. fulvestrant




Endocrine therapy
combined agents

= anastrozole(Arimidex) + Fulvesirant
v.s. anastrozole(Arimidex) alone
->1 .FACT(most s/p hormone therapy) +/-

->2.SWOG0226 trial (never s/p hormone
therapy) combined R IF

Letrozole(Al) + palociclib

v.S. letrozole alone
>PALOMA | trial combined%{RERIF




Endocrine Therapy Guideline for Metastatic Breast Cancer

Mo prior adjuvant
endocrine therapy

Al, nonsteroidal

. preferred
First Al + fulvestrant
line Al + palbociclib
Fulvestrant
palbociclib
Al + everolimus
Second A (steroidal)
line Tamoxifen

Prior adjuvant endocrine therapy

Prior treatment with tamoxifen

Early relapse Late relapse
(= 12 months (= 12 months
since adjuvant since adjuvant
therapy) therapy)

Al (nonsteroidal)
Al + fulvestrant
Al + palbociclib
Tamoxifen

Al (nonsteroidal)
Fulvestrant
Al + palbociclib

Fulvestrant =
palbociclib

Al + everolimus

Al (steroidal)

Tamoxifen (late
relapse)

I
Prior treatment with an Al
I
I |

Early relapse Late relapse

=12 months > 12 months
since adjuvant since adjuvant
therapy) therapy)

Al {nonsteroidal)
Fulvestrant

Al + palbociclib
Tamoxifen

Fulvestrant +
palbociclib

Al + everolimus
Al (steroidal)
Tamoxifen

Depending on prior
therapy:
Fulvestrant =
palbociclib
Al + everolimus
Al isteroidal)
Tamoxifen

Third line or greater

|
Sequential therapy based on

prior exposure and response
to hormone therapy

Estradiol (2 mg three
times per day)

Megestrol acetate

Fluoxymesterone

Reintroduction of
prior therapy

Fig 1. Hormone therapy for postmencpausal
women with hormone receptor-positive
rmetastatic breast cancer by line of theramr
and adjuvant treatment. NOTE. Use of pal-
bociclib should be reserved for patients
withaut prior exposure to cyelin-dependeant
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aromatase inhibitor,



First-Line Therapy for MBC patient

= Postmenopausal women with HR-positive MBC
should be offered aromatase inhibitors (Als) as
part of first-line endocrine therapy.

» Combination hormone therapy with @
nonsteroidal Al and fulvestrant may be offered
for patients with MBC without prior exposure to
adjuvant endocrine therapy.

When fulvestrant is administered, it should be
administered using the 500-mg dose and with @
loading schedule (freatment start, day 15, day
28, then once per month).

Premenopausal women with HR-positive MBC
should be offered ovarian suppression or

ablation and hormone therapy.



Second-Line Therapy

» Fverolimus + steroidal Al (Exemestane)

l

Prominent side effects (Oral ulcer,

infection, fatigue,rash)

Fulvestrant+ palbociclib ->PALOMA Il




Endocrine Therapy Guideline for Metastatic Breast Cancer

Mo prior adjuvant
endocrine therapy

Al, nonsteroidal

. preferred
First Al + fulvestrant
line Al + palbociclib
Fulvestrant
palbociclib
Al + everolimus
Second A (steroidal)
line Tamoxifen

Prior adjuvant endocrine therapy

Prior treatment with tamoxifen

Early relapse Late relapse
(= 12 months (= 12 months
since adjuvant since adjuvant
therapy) therapy)

Al (nonsteroidal)
Al + fulvestrant
Al + palbociclib
Tamoxifen

Al (nonsteroidal)
Fulvestrant
Al + palbociclib

Fulvestrant =
palbociclib

Al + everolimus

Al (steroidal)

Tamoxifen (late
relapse)

I
Prior treatment with an Al
I
I |

Early relapse Late relapse

=12 months > 12 months
since adjuvant since adjuvant
therapy) therapy)

Al {nonsteroidal)
Fulvestrant

Al + palbociclib
Tamoxifen

Fulvestrant +
palbociclib

Al + everolimus
Al (steroidal)
Tamoxifen

Depending on prior
therapy:
Fulvestrant =
palbociclib
Al + everolimus
Al isteroidal)
Tamoxifen

Third line or greater

|
Sequential therapy based on

prior exposure and response
to hormone therapy

Estradiol (2 mg three
times per day)

Megestrol acetate

Fluoxymesterone

Reintroduction of
prior therapy

Fig 1. Hormone therapy for postmencpausal
women with hormone receptor-positive
rmetastatic breast cancer by line of theramr
and adjuvant treatment. NOTE. Use of pal-
bociclib should be reserved for patients
withaut prior exposure to cyelin-dependeant
kinase 4/6 inhibitors, Fulvestrant should be
administered at 500 mg every 2 weeks for
three cycles, then once per month as an
intramuscular injection. Withdrawal of 1a-
moxifen or progesting was reported to result
in short-term disease responses in older it
erature. Steroidal indicates exemestane; non-
steroidal indicates anastrozole or letrozole. Al
aromatase inhibitor,



Treatment for bone
destruction
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e Palliative Radiotherapy e
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e Pain control o
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Take home messages

= Endocrine therapy should be recommended as initial freatment
for patients with HR-positive MBC, except for patients with
immediately life-threatening disease or rapid visceral
recurrence during adjuvant endocrine therapy.(and HER2 +)

» =>consider adding chemotherapy

» Postmenopausal women with HR-positive MBC should be offered
aromatase inhibitors (Als) as part of first-line endocrine therapy.

» /When fulvestrant is administered, it should be administered using
the 500-mg dose and with a loading schedule (freatment start,
day 15, day 28, then once per month).
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Fig 1. Hormone therapy for postmencpausal
women with hormone receptor-positive
rmetastatic breast cancer by line of theramr
and adjuvant treatment. NOTE. Use of pal-
bociclib should be reserved for patients
withaut prior exposure to cyelin-dependeant
kinase 4/6 inhibitors, Fulvestrant should be
administered at 500 mg every 2 weeks for
three cycles, then once per month as an
intramuscular injection. Withdrawal of 1a-
moxifen or progesting was reported to result
in short-term disease responses in older it
erature. Steroidal indicates exemestane; non-
steroidal indicates anastrozole or letrozole. Al
aromatase inhibitor,
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