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Ask a medical question...
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Do not input any personal data, including PHI.
Examples
When is thrombolysis
‘What are warning signs of How to assess fluid v
. . indicated for pulmonary
pediatric sepsis? responsiveness in shock?
embolism?
‘When to use vasopressors vs What are the Ottawa ankle Differential diagnosis for
inotropes? rules for imaging?
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to help us improve.
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You are asking how to choose between Trodelvy and Enhertu for treatment of triple-negative breast @ UpToDate topic N
cancer. 1 am assuming the patient is an adult with unresectable locally advanced or metastatic TNBC,

and that tumer testing includes HER2 IHC with ISH when indicated. ErnpeoativelbERZegabiva (niplepeyativeliroastcancer

Saciuzumab govitecan
Is there anything to add or change?  patient has early-stage TNBC Trop-2 is expressed in the majority of TNBCS. Sacituzumab govitecan is an antibody-
patient has HER2-low TNBC (IHC 1+ or 2+/1SH-)  patient has HER2-positive disease (IHC 3+ or 15H+) Gy AR A S Tep At e e = had ey e (e
patient has significant pulmenary comorbidity  patient has had 22 prior systemic therapies (21 metastatic)
patient has _ @ UpToDate topic >

ER/PR-negative, HER2-negative (triple-negative) breast cancer

In metastatic TNBC, selection between sacituzumab qovitecan (Trodelvy) and FAMTRStUZUMA deruxtecan in HERZ-ou! cancers

Fam-trastuzumab deruxtecan has regulatory approval in the United States for

fam-trastuzumab deruxtecan (Enhertu) is primarily driven by HER2 status (HER2-low vs HER2-positive vs
- " patients with advanced HER2-low (immunchistochemistry [IHC] 1+ or IHC 2+/in situ...
HER2-0) and line of therapy, with toxicity considerations (notably neutropenia/diarrhg zumab

govitecan and IL risk for trastuzumab deruxtecan) influencing suitabilit). -5

When Trodelvy is the more “on-label” TNBC choice O et 4
For TNBC specifically, sacituzumab govitecan is FDA-approved for unresectable locally advanced or Overview of the approach to metastatic breast cancer

metastatic TNBC after at least two prior therapies, with at least one given for metastatic disease. @ HER2-low tumors

For patients with hormone receptor-positive, endocrine-refractory tumors that are

Itis also described as an appropriate option if not already used earlier, and it is supported as an option in e et e s e el ot sy e el

metastatic TNBC even in earlier lines in some contexts (including guideline-supported use in PD-L1-
negative disease). @1

H e ; - < B ; UpToDate topi >
When Enhertu is the more “biomarker-driven” choice in a TNBC patient O RS
For a TNBC patient whose tumor is HER2-low (IHC 1+ or IHC 2+/ISH-negative), ER/PR-negative, HER2-negative (triple-negative) breast cancer
fam-trastuzumab deruxtecan has US regulatory approval in advanced breast cancer after prior DA 2 2T

chemotherapy in the metastatic setting (or recurre |, luring/within 6 months of completing adjuvant
chemotherapy), and requires HER2 status confirmation by an FDA-approved test. @3

For most patients with advanced, sporadic, metastatic TNBC with programmed cell
death ligand 1 (PD-L1)-negative cancers, we suggest either-...

BERRBAFLEF
@ UpToDate topic >

Sandardv | | § o
Systemic treatment for HER2-positive metastatic breast cancer

Do not input any personal data, including PHI Trastuzumab deruxtecan
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ER/PR-negative, HER2-negative (triple-negative) breast cancer

% Thought for 6.0s > Al Generated Response Sacituzumab govitecan

You are asking how to choose between Trodelvy and Enhertu for treatment of triple-negative breast Trop-2 is expressed in the majority of TNBCs. Sacituzumab govitecan is an antibody-drug

cancer. I am assuming the patient is an adult with unresectable locally advanced or metastatic TNBC, conjugate that targets Trop-2 for the selective delivery of SN-38, the active metabolite of
and that tumor testing incluces HER2 IHC with ISH when indicated. irinotecan. It is approved by the FDA for the treatment of adult patients with unresectable
locally advanced or metastatic TNBC who have received at least two prior therapies, at
Is there anything to add or change?  patient has early-stage TNBC least one of them for metastatic disease [77], and is an appropriate option if not received
“off label" in an earlier line of treatment. Severe neutropenia and diarrhea may occur with
patient has HER2-low TNBC (THC 1+ or 2+/ISH-)  patient has HER2-positive disease (IHC 3+ or ISH+)
this agent, including cases of neut colitis. 0 of ity of this
patient has significant pulmenary comerbidity ~ patient has had 22 prior systemic therapies (21 metastatic) agent is discussed elsewhere. (See “Clinical presentation and risk factors for
chemotherapy-associated diarrhea, constipation, and intestinal perforation”, section on
patient has _ *Sacituzumab govitecan',)

Arandomized trial enrolled patients with metastatic TNBC that was relapsed or refractory
to two or more previous standard chemotherapy regimens; prior therapy had to include a
In metastatic TNBC, selection between sacituzumab govitecan (Trodelvy) and taxane (for any indication) [78,79]. Among 468 patients, those assigned to sacituzumab
fam-trastuzumab deruxtecan (Enhertu) is primarily driven by HER2 status (HER2-low vs HER2-positive vs govitecan had improved OS compared with those assigned to clinician's choice of

. - . - chemotherapy (12.1 versus 6.7 months; HR 0.48, 95% CI 0.38-0.59). They also experienced
HER2-0) and line of therapy, with toxicity considerations (notably neutropenia/diarrhea for sacituzumab improvements in PFS (5.6 versus 1.7 months; HR 0.41, 956 C1 0.32-0.52) and objective

govitecan and ILD/pneumenitis risk for trastuzumab deruxtecan) influencing suitability. @+s response rate (35 versus 5 percent). The rates of key grade >3 treatment-related adverse
events were as follows: neutropenia (51 percent with sacituzumab govitecan and 33
When Trodelvy is the more “on-label” TNBC choice percent with chemotherapy), leukopenia (10 and 5 percent), diarrhea (10 and <1 percent),

anemia (8 and 5 percent), and febrile neutropenia (6 and 2 percent).

For TNBC specifically, sacituzumab govitecan is FDA-approved for unresectable locally advanced or

Results were consistent with a previous single-arm trial [30].
metastatic TNBC after at least two prior therapies, with at least one given for metastatic disease. @

1tis also described as an appropriate option if not already used earlier, and it is supported as an option in
metastatic TNBC even in earlier lines in some contexts (including guideline-supported use in PD-L1- Primary Literature References
negative disease). @+ 7

Sacituzumab Govitecan in Metastatic Triple-Negative Breast Cancer

N Engl] e 2021

79. Final Results From the Randomized Phase IIL ASCENT Clinical Trial in Metastatic Triple-
Negative Breast Cancer and Association of Outcomes by Human Epidermal Growth Factor

When Enhertu is the more “biomarker-driven” choice in a TNBC patient

For a TNBC patient whose tumer is HER2-low (IHC 1+ or IHC 2+/ISH-negative),

fam-trastuzumab deruxtecan has US regulatory approval in advanced breast cancer after prior Receptor 2 and Trophoblast Cell Surface Antigen 2 Expression
chemotherapy in the metastatic setting (or recurre |, luring/within 6 months of completing adjuvant J Clin Oncol 2024;

chemotherapy), and requires HER2 status confirmation by an FDA-approved test. @+3

o

. Sacituzumab Govitecan-haly in Refractory Metastatic Triple-Negative Breast Cancer
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Continue conversation...

how to interpret HER2-low vs HER2-0 testing in TNBC

monitoring and management of neutropenia/diarrhea on sacituzumab govitecan

If you'd like, I can help map these considerations to a specific patient’s biomarker profile and prior lines of

where these fit after pembrolizumab-based therapy

monitoring and management of ILD/pneumonitis on fam-trastuzumab deruxtecan

patient has __
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You are asking how to choose between Trodelvy and Enhertu for treatment of triple-negative breast
cancer. 1 am assuming the patient is an adult with unresectable locally advanced or metastatic TNEC,
and that tumor testing includes HER2 IHC with ISH when indicated.

Is there anything to add or change?  patient has early-stage TNBC

patient has HER2-low TNBC (IHC 1+ or 2+/ISH-)  patient has HER2-positive disease (IHC 3+ or ISH+)
patient has significant pulmonary comorbidity  patient has had 22 prior systemic therapies (21 metastatic)

patient has _

In metastatic TNBC, selection between sacituzumab govitecan (Trodelvy) and
fam-trastuzumab deruxtecan (Enhertu) is primanly driven by HER2 status (HER2-low vs HER2-positive vs
HER2.0) and line of therapy, with toxicity (notably
govitecan and 1L risk for b

for sacituzumab

suitability. @6

When Trodelvy is the more “on-label” TNBC choice

For TNBC specifically, sacituzumab govitecan is FDA-approved for unresectable locally advanced or
metastatic TNBC after at least two prior therapies, with at least one given for metastatic disease. ©
Itis also described as an appropriate option if not already used earlier, and it is supported as an option in
metastatic TNBC even in earlier lines in some contexts (including guideline-supported use in PD-L1-
negative disease). @+

When Enhertu is the more “biomarker-driven” choice in a TNBC patient

For a TNBC patient whose tumor is HER2-low (IHC 14 or IHC 24/ISH; negative),

fam-trastuzumab deruxtecan has US regulatory approval in advanced breast cancer after prior
chemotherapy in the metastatic setting (or recurre/ |, 'uring/within 6 months of completing adjuvant
chemotherapy), and requires HER2 status confirmation by an FDA-approved test. @-3
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