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Learning Objectives

 ldentify the presenting symptoms of Inflammatory
Breast Cancer.

 Discuss how to differentiate between mastitis and IBC.

* Review case studies which illustrate the
aggressiveness and complexities in the management
of IBC.
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How many of you have seen a woman with
Inflammatory Breast Cancer?
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CLINICAL FACTS
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Incidence, Mortality, Risk Factors

« 2%-4% of all breast cancers in the United States

« Commonly affects ages under 40

Contributes to 7% of breast cancer-caused mortality
All subtypes, 62-68% 3- year overall survival (OS)
Race- higher incidence in black women

High BMI (Overweight/Obesity)

. (Menta et al., 2018)
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Inflammatory Breast Cancer

Clinical Facts

« Commonly missed/delayed diagnosis (e.g. mistaken for mastitis/clogged
milk duct)

* Progresses in days to weeks
« ~40% are metastatic on diagnosis

* High incidence of brain metastasis

 Metastatic Disease: IBC 37% vs Non-I1BC 31% HER2+; 32% TNBC: 15%
HR+ HER2 -)

* Non metastatic disease: IBC 15% vs Non-IBC (Widely variable/dependent of
stage, biomarker status ~0.22%-5%)

No identified association with genetic mutations

(Kuksis et al., 2021) (Menta et al., 2018) (Warren et al., 2015) (Watase et al., 2021)
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PRESENTATION

Clinical, Diagnostic, Histopathologic
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Inflammatory Breast Cancer Presentation_ Clinical

Onset - Enlargement
* <6 months and can evolve rapidly « May have sensation of heat
over days to weeks « Visible markings/indentation at bra
 Likely will involve lymph nodes line
* 40% metastatic at diagnosis « Palpable mass not present in 1/3
of patients

Skin Changes
* Pink and mottled
* Hyperpigmented in dark skin tones

 Peau d’ orange (enlarged hair
follicle pits)

» Atleast 1/3 of the breast
* Wheals/ridges
» Flattening of the nipple

(Schairer et al., 2013)
10 (Menta ct al., 201 8) MD ANDERSON CANCER CENTER

10




Inflammatory Breast Cancer
Chasity Yajima MSN, APRN, FNP-C, AOCNP, CBCN C3

Inflammatory Breast Cancer

Presentation- Diagnostic Imaging

Mammogram Ultrasound

 Skin thickening, global asymmetry, * Mass?

trabecular thickening e Global edema

» Scattered distribution of tumor emboli :
throughout the breast may make Evaluate the regional lymph nodes

detection of disease difficult on ~95% will have positi_ve I_ymph
mammogram nodes on presentation in the

ipsilateral side

~10% will have positive lymph
nodes in the contralateral
axilla

« Diffuse increased breast density
* Mass?
* 1/3 may be normal

(Menta et al., 2018)
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Presentation- Diagnostic Imaging Cont...

Breast MRI
» Global skin thickening

« Trabecular thickening (secondary to
dilated lymphatics)

 Skin enhancement
 Global edema

« ~95% cases with ipsilateral
adenopathy
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Histopathologic Presentation

Core Biopsy Skin Punch Biopsy (NOT Required)
- Poorly differentiated/Nuclear Grade 3 - Tumor emboli

- Invasive ductal carcinoma - Dermal lymphatic invasion

- Invasive lobular carcinoma (less

common)

- Triple negative (~30%)
- HER2neu positive (~40%)
- Lymphovascular invasion

(Menta et al., 201 8) MD ANDERSON CANCER CENTER
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TREATMENT OPTIONS
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Trimodal therapy

Neoadjuvant
systemic Surgery Radiation
therapy
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Neoadjuvant Systemic Therapy

e To improve local control * Neoadjuvant anthracycline and
taxane-based regimens

« Addition of immunotherapy if TNBC
(e.g. Pembrolizumab)

 Addition of anti HER2 agents if
HER?2 positive (e.g.
Trastuzumab/Pertuzumab)

* Treat microscopic disease

* Improve outcomes of
surgery/radiation

« Serial monitoring of disease with
breast imaging

* Ongoing clinical trials for both
upfront and metastatic treatments
working towards identifying
activating targetable mutations
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Inflammatory Breast Cancer

Neoadjuvant Systemic Therapy
Molecular Subtype | Standard of Care- FDAApproved __ |Remarks |

TNBC

ER+

HER2+

Keynote-522

(Carboplatin, Paclitaxel,
Pembrolizumab, followed by
Adriamycin, Cytoxan, Pembrolizumab)

AC DD or AC q3w followed by Weekly
Paclitaxel or DD Paclitaxel (Regimen
can be flipped)

THP x 4 cycles followed by AC x 4 or
TCHP x 6 cycles

Or start with TCHP x 4 cycles and if
sluggish response to TCHP consider
switching to AC x 4 cycles. IF responding
well to TCHP after 4, can complete total of 6
cycles and omit AC

***Review for potential
clinical trials

***Review for potential
clinical trials

***Review for potential
clinical trials
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Surgery
« Total Radical Mastectomy + Axillary
Dissection of Lymph Nodes |
 Skin must be removed even if clinically ‘g:\/
skin has a complete response to .. ﬁ;&“—fﬁq
systemic therapy to reduce local 4 \\
recurrence rate 4 \
A |

« Consider upfront lymphovenous bypass
to reduce the risk of lymphedema

» Reconstruction ideally should wait for
about 2 years from diagnosis

« Surgery is considered in some
metastatic cases to help improve local
control

i ; Breast tiksua and
lymph nodes to
be removed

" lIncision

Postoperative appearance

Modified radical mastectomy

(ACS2024)

& Sam ard Amy Coling
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Radiation

» Radiation to chest wall and regional nodal basins

« Completed ~4 weeks post-surgery

« Improves local control rate

« Targets advanced nodal involvement not able to be removed at surgery
 Women 245 typically Monday-Friday ~6 weeks

« BID radiation separated by 6 hours Monday-Friday ~4.5 weeks
« Age <45
» Residual Cancer Burden
« Close/ Positive/ Unknown surgical margins
» Less robust response to systemic therapy

(Stecklein et. al, 2019)
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Radiation Cont...

(Fig A)

Sites include mastectomy scar, drain
sites, chest wall flaps for the typical
electron boost fields

(Fig B)

Patients with undissected or residual
nodal disease after systemic therapy,
sites include chest wall, regional nodal,
and boost fields

(Stecklein et. al, 2019)
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Adjuvant Treatment Options

« Hormone Receptor Positive ***Adjuvant therapy recommendations
« CDK4/6 inhibitor + Aromatase will largely depend on resic[ual cancer
Inhibitor +/- ovarian suppression burden (RCB) and any available

clinical trials when the patient is seen

 Clinical trial if available . . .
for post operative discussion

« HER2 neu positive
* Maintenance anti-HERZ2 therapy
 Clinical trial if available

* Triple negative
* Immunotherapy
 Clinical trial if available

21 MD ANDERSON CANCER CENTER
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Inflammatory Breast Cancer

Metastatic Disease Management

« Systemic chemotherapy (May be similar as neo-adjuvant approach if intention
is to still include local/regional therapies)

* Clinical trial first line if available

« Consider local regional therapy (surgery/radiation) if there is a sustained
response to initial systemic therapy

 If unable to complete local regional therapy due to extensive metastatic
disease, then standard is systemic therapy and often times can consider
palliative radiation to the breast

MD ANDERSON CANCER CENTER
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LOCAL RECURRENCE RATES
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Hx of Soft Tissue Recurrence- Data 2007

* Risk of local soft tissue recurrence
in locally advanced breast cancer
over 5—10-year estimate is around
6.6-7% versus 15.1-15.6 % in IBC
as of data from 2007

0.20

- IBC —
Non-IBC LABC —

0.15
I

0.05
!

Cumuiative Incidence of Local Hecurrence
0.10

0.0
|

0 5 10 15 20 25 30
E Years from Start of Treatment

(Cristofanilli et. al, 200724
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Local Regional Recurrence

MDACC Study Stecklein et. al 2019
* 5.7% LRR probability at 4 years

« Rate observed when utilizing
trimodally approach

 Much lower than older studies

« Largely due to advancements in
systemic treatment, surgical and
radiation techniques

25

(Whelan et al., 2006)
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KOMEN SCORING SYSTEM

26 MD ANDERSON CANCER CENTER




Inflammatory Breast Cancer
Chasity Yajima MSN, APRN, FNP-C, AOCNP, CBCN

C3

Inflammatory Breast Cancer

Priority Factor

Timing of signs/symptoms

Skin changes

Swelling/engorgement of the
breast

Erythema or other skin
discoloration: pink, red,
darkened, bruising/purplish or
serpiginous in character (2)
Nipple abnormalities (2)

Lymphatic emboli (2)

Breast imaging

= (Jagsi et al, 2022)

Characteristic

3 2

< 3 months 3-6 months

Any peau d'orange Skin edema/thickening

over > 1/3 of the breast

Clinically apparent
enlargement of the breast
or new asymmetry in breast

size

Complete or near Not nearly complete but

complete involvement of  greater than minimal

the breast involvement of the breast

New nipple inversion New nipple flattening or
other asymmetry

Dermal lymphatic emboli
present without evidence
of direct involvement of
the dermis or epidermis

Non-dermal lymphatic
emboli present in breast
parenchyma or stoma

Diffuse involvement of
breast parenchyma, with
or without dominant mass

Komen Scoring System
s |

1
>6 months

Focal skin
edema/thickening (< 1/3
of the breast)

Breast edema identified on
imaging but not clinically
detectable

Minimal involvement or
ambiguous color change

Crusting of the
nipple/areola without other
nipple changes

Enlargement of non-axillary
nodes (internal mammary,
supraclavicular,
subpectoral, etc

Scoring
rubric/multipliers
determine score and
likelihood of IBC

Score:

242: Definitely IBC
25-41: Strong
possibility of IBC
14-24: Weak
possibility of IBC
<14: Not IBC

*Skin thickening may be
assessed on clinical
examination or observed on
breast imaging
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LYMPHEDEMA
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MDACC Study of Lymphedema in IBC

N=83 treated with trimodal therapy between 2016-2019
Median follow up 33 months

Incidence of lymphedema = 50.6% (n=42)

Treatments received:
o 95.2% received treatment
o 42.9% received surgical treatment

. (Farley et al., 2022)
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Surgical Treatment of Lymphedema

ﬂr

x\'\}

3 l{\ﬁ | |
'-1! L i :} as

Pt

(Sakra World Hospital, 2024)

30
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Therapeutic Lymphovenous Bypass (LVB)

- |

3 (Wend]ing, 201 6) MD ANDERSON CANCER CENTER
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Prophylactic Lymphovenous Bypass

* Purpose isto PREVENT
lymphedema

« Performed during MRM

 Axillary reverse mapping allows for
identification of arm lymphatic
channels

* Arm lymphatic channels preserved
during axillary dissection and
anastomosed to branches of axillary
vein

(Park et al., 2022)

32
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| AM IBC

IBC Pictorial Review

33 MD ANDERSON CANCER CENTER




Inflammatory Breast Cancer
Chasity Yajima MSN, APRN, FNP-C, AOCNP, CBCN C3

Inflammatory Breast Cancer

| AM IBC

“Not Classic” “Classic”

- Not swollen + Swollen

- No nipple asymmetric + Flattened Nipple

+ Diffuse redness (but not + Diffuse skin change
uniform)

(Balema et al., 2021)
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| AM IBC
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| AM IBC
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| AM IBC
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| AM IBC
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| AM IBC
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| AM IBC
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| AM IBC
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L |

| AM IBC Patient Case Cont...
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Patient Case Cont... 3-month FU Scans
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RECOMMENDATIONS
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Advice to Providers and Patients

* Newly developed skin lesion? Biopsy!

 New breast redness workup:

o Obtain imaging: MMG/US, review carefully for skin change

o If negative: 1-2 weeks of conservative management with follow up
o IBC has been diagnosed in pregnant and lactating women
O

If unresolved: MRI (non pregnant pt) +/- skin punch biopsy. If pregnant, MMG
with fetal shielding + US +/- skin punch biopsy.

» |f negative: 3 month follow up with advice to return and re-image
» If progresses, consult dermatology

45 MD ANDERSON CANCER CENTER

45




Inflammatory Breast Cancer
Chasity Yajima MSN, APRN, FNP-C, AOCNP, CBCN

Inflammatory Breast Cancer

Making Cancer History”

KEY POINTS
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Atypical breast cancer presentation/Can have breast
cancer with NO mass

A presumed breast infection 1s not always an infection!

Jsoue) jsealg Alojewiwe)u

Skin change presentation 1s different in different skin
tones

Key Points
| [o)
Remember

Breast swelling and nipple inversion are common

Short follow up, good RTC instructions when treating
suspected mastitis without fever

Don't hesitate to get imaging; MRI 1s very sensitive

Biopsy if symptoms don't resolve and clear diagnosis 1sn't
made

Direct and efficient referral system can facilitate the
process of accurate and timely diagnosis and treatment
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