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Abstract

Background: Metastatic triple-negative breast cancer (BC; mTNBC) is one of the most aggressive cancers, difficult to treat due to the absence
of hormone target receptors. Sacituzumab govitecan (SG) is a new therapeutic approach that exploits the combination of an antibody directed
against the Trop-2 antigen expressed in solid epithelial tumors and the active metabolite SN-38, to precisely target cancer cells. The development
of consensus recommendations requires synthesizing expert opinions, especially when direct evidence is limited.

Methods: This study aimed to create a Delphi process to gather the perspectives of a panel of BC and supportive specialists on the use of SG in clinical
practice. A scientific board discussed and defined a series of statements that were submitted to the panel through 2 rounds of voting. The process was
designed to collect expert opinions to achieve consensus on key points regarding the safety, dosing regimens, and patient management for SG. Each
round of the survey included targeted questions informed by current literature. Predefined criteria for consensus were set at >75% agreement.

Results: In October 2024, 29 experts’ opinions were collected by voting on 40 statements and reaching a 67 % agreement. The reduction of the
initial SG dose and the management of prophylaxis for patients with the UGT1A1 *28/*28 genotype were the most discussed topics.

Conclusions: The results provide a foundational framework for clinical decision-making, and highlight the importance of collaborative expert
synthesis in forming practice guidelines. Future studies should focus on prospective SG trials to address the identified areas of uncertainty.

Key words: breast cancer; mTNBC; guidelines; consensus; sacituzumab govitecan; adverse events; Delphi; management.

Implications for Practice

Our study provides insights into the side effects associated with Sacituzumab govitecan (SG) treatment in TNBC, offering a deeper
understanding of their impact on patients. By discussing and characterizing these adverse effects, we can improve treatment management
by enabling healthcare providers to better anticipate, monitor, and mitigate these side effects. Further research is needed to further
investigate these findings and to explore the optimal management of SG-related adverse events.
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Introduction

Breast cancer (BC) is the most commonly diagnosed cancer
(11.7% of all cases) and the fifth most prevalent cause of
death from cancer (6.9%) worldwide. Triple-negative BC
(TNBC) is an aggressive subtype of BC, despite the fact that
different new drugs have been approved in the treatment
algorithm. The new diagnosis rates range from 15% to 20%.
TNBC is characterized by a lack of expression of estrogen
receptor and progesterone receptor as well as an absence of
human epidermal growth factor receptor-2 (HER2) overex-
pression, and clinically it tends to develop nodal metastasis. It
is well known that patients with TNBC develop a higher rate
of metastases and are more likely to spread to the brain and
lungs, as well as they have a higher risk of early relapse than
those with other BC subtypes.!? Metastatic TNBC (mTNBC),
due to the lack of target receptors and being a heterogeneous
disease with few treatment options, is considered a clinical
unmet need. Patients affected by mTNBC have typically
poor clinical outcomes and, to date, chemotherapy (CT) has
been the only systemic therapy available for patients with
mTNBC. However, with the recent approvals of alternative
therapeutic options such as the anti-programmed cell death
protein-1 (anti-PD-1) immune checkpoint inhibitor pem-
brolizumab (pembro), poly-ADP ribose polymerase (PARP)
inhibitor-based therapy and the anti-TROP-2 antibody-
drug conjugate sacituzumab govitecan (SG), clinical out-
comes of mTNBC patients have significantly improved.
Moreover, several clinical trials are ongoing for SG both as
a single agent and in combination with immune checkpoint
inhibitors or PARPi.>* SG is an antineoplastic agent combin-
ing sacituzumab, a humanized monoclonal antibody bind-
ing to trophoblast cell-surface antigen-2 (Trop-2)-expressing
cancer cells, linked with govitecan (SN-38), a topoisom-
erase I inhibitor. In the European Union, in 2021 SG was
approved as monotherapy for the treatment of adult patients
with unresectable or mTNBC who have previously received
2 or more systemic therapies, including at least one of them
for advanced stage.”® The TNBC setting represents the ini-
tial and most established evidence in the literature regarding
the use of SG. The first phase /Il study (IMMU-132-02) was
conducted in patients with metastatic and refractory TNBC.
The positive results related to the safety and good tolera-
bility at the 8-10 mg/kg dose led, in 2020, to the prompt
approval of SG by the US Food and Drug Administration
(FDA), with the consequent prospective to become a third-
line treatment for patients with unresectable mTNBC who
have previously received 2 or more systemic therapies.”
Subsequently, the phase III global, open-label randomized
ASCENT trial demonstrated the significant superiority of
SG over single-agent CT in terms of progression-free sur-
vival (PFS; median PFS [mPFS], 5.6 vs 1.7 months, respec-
tively) and overall survival (OS; median OS [mOS], 12.1 vs
6.7 months, respectively). Furthermore, the overall response
rate in the SG arm was 35% compared to 5% in the CT
arm.®'% In the ASCENT study, grade >3 adverse events (AEs)
related to treatment with SG compared to standard CT were
predominantly neutropenia (51% vs 33% in the SG vs CT
group), leukopenia (10% vs 5%), diarrhea (10% vs <1%),
anemia (8% vs 5%,), and febrile neutropenia (6% vs 2%).
No severe cardiovascular toxicity, neuropathy, interstitial
pulmonary disease (ILD), or deaths related to SG treatment
were reported. In the phase III TROPICS 02 study, the most
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common treatment-related AEs of any grade with SG com-
pared to standard CT were neutropenia (70% vs 54%), diar-
rhea (57% vs 16%), nausea (55% vs 31%), alopecia (46%
vs 16%), fatigue (37% vs 29%) and anemia (34% vs 25%).
For what concerns grade 3 or more AEs neutropenia (51% vs
38%), leukopenia (9% vs 5%), diarrhea (9% vs 1%), anemia
(6% vs 3%), and fatigue (6% vs 2%), results were similar
to previous studies. In addition, in the quality of life (QoL)
assessment, SG achieved better results compared to CT.'"!?
A large retro-prospective study investigating the safety and
activity of SG in mTNBC patients from 24 Italian centers,
further described a SG dose reduction in 37/94 patients
(mean time to first reduction: 41 days dose delay), without
new safety signals observed, and assessment of UGT1A1 sta-
tus.”” The UGT1A1 gene is an important component for the
metabolism and glucuronidation of certain drugs, including
SG; therefore, various UGT1A1 polymorphisms leading to
decreased function of the UGT1A1 enzyme may be responsi-
ble for the increased risk of treatment-related side effects. To
improve SG treatment’s efficacy and reduce the frequency of
significant AEs, correct evaluation and care are necessary. To
date, very fragmentary real-world data (RWD) are available,
and the level of evidence in mTNBC is still limited and con-
flicting. Given the extension of indications in BC and that in
Italy SG is reimbursed by the Italian Drug Agency (Agenzia
Italiana del Farmaco, AIFA) only in the TNBC setting, proper
management of AEs in the mTNBC subtype becomes crucial
to guarantee treatment’s efficacy and safety. This paper aims
to contribute professional experience and gain insights from
a panel of oncology experts to manage AEs with SG and to
provide further recommendations on the real-world manage-
ment of SG in mTNBC.

Methods

In May 2024, a group of experts planned a collaboration to
investigate the attitude of a selected panel of Italian profes-
sionals to manage the administration of SG in mTNBC and
the related AEs. The project was designed based on rather lim-
ited evidence beyond the pivotal trials, mostly supported by
individual clinical experiences on the use of the SG. The sci-
entific board used the Delphi survey and consensus approach.
Thirteen experts, including 10 oncologists (MDM, DS, AAV,
GA, GB, LB, CC, AF, SP, and RF), one pharmacologist (RD), 2
geriatricians (AA, GC), established a scientific board respon-
sible for:

¢ Defining themes (items), statements and supervising all
phases of the consensus process

e Selecting the panel of specialists to be involved in the
Delphi

e Selecting the scientific literature for the definition of
statements

¢ Producing the outline and drafting of shared recommen-
dations

The expert panel (EP) was selected by the members of the
Scientific Board and was composed of 51 Italian specialists
from the oncology field. Respondents’ features (affiliation and
specialty) are reported in Table S1. The board collaboratively
developed a set of questions and statements on diagnostic and
therapeutic strategies for managing AEs in SG-treated mTNBC
patients, focusing on topics for which there was no high-quality
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evidence or available recommendations were conflicting. To
compile the survey, the EP was involved in 2 rounds of vot-
ing through a dedicated online platform (https://consensusdel-
phi-mbreastcancer.wdemao.it/), and to guarantee adherence to
the process they were invited by e-mail. Consent to participate
was implied by registering and completing the online question-
naire. The answers to the questions were provided on a volun-
tary basis and all replies were anonymized in accordance with
national and EU rules on the protection of the processing of
personal and sensitive data (European Regulation n.679/2016,
c.d. GDPR, and Italian legislation on Privacy). Each board
member took part in the discussions on the statements and
provided proposals and suggestions collected for the final out-
line. Based on their expertise, the scientific board summarized
proposals in a first conception of the statements to be voted on,
dealt with the methodological part of the project, and the anal-
ysis of the results. The timeline of the methodological process
is shown in Figure 1.

The survey consisted of 7 questions and 40 statements,
organized according to the various types of AEs associated
with SG: hematopoietic toxicity (10 statements), gastroin-
testinal AEs (9 statements), fatigue (4 statements), manage-
ment of dose modifications (9 statements), pharmacology and
assessment of UGT1A1 polymorphisms (5 statements), liver
toxicities (2 statements), and hypersensitivity (1 statement1).
All healthcare professionals were asked to rate their strength
of agreement with each statement on a S-point scale: strongly
disagree (1), disagree (2), uncertain (3), agree (4), and strongly
agree (5), with the possibility of a notes field next to each
question for an optional free-text comment. The final agree-
ment percentage was calculated as the combined result of the
votes including “agree” and “strongly agree.” The panel was
asked to vote on all statements in order to submit the survey.
Participants were also encouraged to contribute any com-
ments to the statement in case of disagreement, in the free-
text space. Answers were collected, reviewed and discussed

by the project’s scientific board during the final meeting, to
decide whether statements that had not reached a sufficient
level of consensus should be modified to be resubmitted in a
second round. Statements were evaluated as follows:

- If the agreement >75% (defined as the percentage of
“agree” and “strongly agree”), the statement was accepted;

- If the agreement was >25% and <75%, the statement was
not accepted and was eventually re-proposed in the subse-
quent round, and modified based on participants’ hints;

- If the agreement was <25%, the statement was not
accepted.

For some statements, 2 rounds of voting were conducted.
Descriptive analyses are detailed in the Results section and all
questions and answers are summarized in Table 1.

Results

In the beginning, 7 topics and 40 statements were identified
and sent to the 51 panelists (BC experts). Among them, 29
out of 51 (56.9%) members adhered to the consensus and 9
out of 29 (31%) expressed their opinion through a comment
for some statements. In the hematopoietic toxicity setting, 9
statements were formulated about neutropenia and 1 state-
ment was formulated about anemia; of these, 6 statements
(60%) reached an agreement >75% after the first vote, 2
statements (20%) were rejected and 2 statements (20%) were
readjusted based on the panelists’ review, in order to be resub-
mitted to the second round of voting. The 2 resubmitted state-
ments did not reach the percentage of agreement even in the
second round of voting, so the percentage of accepted state-
ments was 60%. For what concerns gastrointestinal AEs, 2
statements were formulated about nausea, 4 about diarrhea,
and 3 about the cholinergic syndrome and acute diarrhea; of
these, 7 statements (78%) reached an agreement >75% after
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Figure 1. Flowchart of the methodology design including editorial project, data collection, and final consensus paper definition; * Statements that did

not reach 756% in the first round were subjected to a second round of voting.
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Table 1. List of final and most relevant statements for clinical practice divided by topic and questions, and relative percentages of consensus level

achieved.
Question Statement Agree, Disagree, Uncertain, Level of
% % % consensus
1. Management  (a) Neutro- 1.1 Patients undergoing treatment with SG should be 93.10 0 6.9 First round
of hematopoietic penia monitored for neutropenia, without any additional acceptance
toxicity exams beyond those routinely performed before each
administration.
1.2 Primary prophylactic administration of G-CSF should ~ 59.1 22.7 18.2 Second-round
be considered to mitigate the risk of severe neutropenia resubmis-
and to maintain adequate dose intensity, independently of sion and
risk factors rejection
1.3 If considered primary prophylaxis, the schedule should  48.3 20.7 31.0 First round
be the one used in the PRIMED trial (G-CSF 0.3 MU/kg/ rejection
day SC QD on D3, D4, and D10, D11).
1.5 Primary prophylactic use of G-CSF to maintain dose 75.9 17.2 6.9 First round
intensity should be considered for selected patients, like acceptance
frail patients (eg, age, obesity, comorbidities).
1.6 In patients with known homozygous UGT1A1 54.5 9.1 36.4 Second-round
*28/*28, the primary prophylactic use of G-CSF should resubmis-
NOT be considered mandatory. sion and
rejection
1.7 Secondary prophylaxis should be considered at the first  86.2 10.3 3.5 First round
appearance of grade 4 neutropenia lasting 7 or more days, acceptance
febrile neutropenia or grade 3-4 neutropenia that delayed
administration by 2 or 3 weeks for recovery to grade <1.
1.8 In case of febrile neutropenia, despite of prophylaxis 89.7 6.9 3.4 First round
with G-CSF, dose reduction has to be considered. acceptance
1.9 A prospective multinational study validated the 82.8 3.4 13.8 First round
Multinational Association for Supportive Care in Cancer acceptance
risk-index (MASCC) score. The score >21 identified
low-risk patients with a positive predictive value of 91%,
specificity of 68%, and sensitivity of 71%. MASCC score
for the management of febrile neutropenia should be
recommended in all patients to choice those that need of
hospital admission to avoid life-threatening event!s
2. Management  (a) Nausea'® 2.1 The 3-drug regimen (5-HT3 + NK-1i + dex in second 82.8 3.4 13.8 First round
of gastrointes- and third day) for the prevention of SG nausea and acceptance
tinal adverse vomiting is the referral treatment choice from the first
events cycle of SG.
2.2 Physician should be confident with the use of Olan- 79.3 3.5 17.2 First round
zapine in case of refractory or anticipatory nausea and acceptance
vomiting.
(b) Diar- 2.3 Primary prophylaxis with loperamide should not be 65.6 17.2 17.2 First round
rhea'* considered to prevent diarrhea. rejection
2.4 In patients at high risk of diarrhea (ie, previuos GI 51.7 13.8 34.5 First round
toxicity, IBD, other GI conditions), primary prophylaxis rejection
with loperamide should be considered.
2.5 In the management of any grade diarrhea, loperamide ~ 93.2 3.4 3.4 First round
should be administered as a standard treatment to prevent acceptance
and reduce incidence and severity.
(c) Choliner- 2.7 Routine anticholinergic prophylaxis (ie, Atropine Injec-  89.7 0 10.3 First round
gic Syndrome tions) is not recommended in patients who have never acceptance
and acute suffered from diarrhea.
diarrhea 2.8 In case of acute diarrhea or early cholinergic syndrome ~ 93.1 0 6.9 First round
(abdominal cramps, diarrhea, sweating or excessive sali- acceptance
vation) during or shortly after infusion of SG, the patient
should be treated with atropine 0.4 mg intravenously every
15 minutes (for 2 doses if necessary). Subsequent doses of
atropine 0.2 mg intravenously may also be administered,
for a total of 1 mg.
2.9 In case of one episode of acute diarrhea or early cho- 86.2 3.5 10.3 First round

linergic syndrome, additional prophylaxis with atropine
should be used for all subsequent infusions.

acceptance
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Table 1. Continued

Question Statement Agree, Disagree, Uncertain, Level of
% % % consensus
3. Management 3.1 Fatigue should be evaluated at each clinical visit with 79.4 10.3 10.3 First round
of fatigue standardized fatigue assessment tools (eg, FACIT-F, Brief acceptance
Fatigue Inventory).
3.2 Physical exercise and behavioral cognitive approach 89.7 0 10.3 First round
may be suggested to reduce SG-related fatigue of grade acceptance
NRS >4, 1
4. Management  (a) All popu- 4.2 Temporary delay of the cycle start may be necessary to ~ 93.2 3.4 3.4 First round
of dose modifi- lation!” manage AEs. acceptance
cations or delays 4.3 Dose reduction and delay, when performed according ~ 93.1 0 6.9 First round
to technical label, do not impact negatively the drug’s acceptance
efficacy.
4.4 Dose reduction of SG upfront is not mandatory for 82.8 3.4 13.8 First round
homozygous UGT1A1 genotype *28/*28. acceptance
4.5 SG should be administered at the full dose during the 72.4 13.8 13.8 First round
first cycle, with rare exceptions, as reducing the dose rejection
could negatively impact treatment efficacy.
(b) Frail 4.6 Although non-evidence-based, a reduction in the initial 31.8 54.6 13.6 Second-round
and elderly dose of SG, with adjustments in subsequent cycles in relation resubmis-
patients to the reported toxicity profile, may be considered in the sion and
SABCS! subgroups of patients not represented in the clinical trials, rejection
particularly in fragile patients due to the presence of multiple
comorbidities. It should be considered that in Italy, according
to the AIFA data sheet, the first dose cannot be reduced.*
4.6 Although non-evidence-based, a reduction in the initial ~ 54.5 36.4 9.1 Second-round
dose of SG, with adjustments in subsequent cycles in resubmis-
relation to the reported toxicity profile, may be considered sion and
in the subgroups of patients not represented in the clinical rejection
trials, particularly in frail patients due to the presence of
multiple comorbidities. It is assumed that AIFA allows to
reduce the doses of the first administration **
4.7 Although non-evidence-based, a reduction in the initial dose ~ 36.4 59.1 4.5 Second and
of SG, with adjustments in subsequent cycles in relation to the rejection
reported toxicity profile, may be considered in the subgroups
of patients poorly represented in clinical studies (patients over
75 or at risk of fragility) to minimize gastrointestinal and
hematological toxicity. Subsequent dose adjustments should be
based on individual patient tolerance and response to therapy.
It should be considered that in Italy, according to the ATFA data
sheet, the first dose cannot be reduced.*
4.7 Although non-evidence-based, a reduction in the initial ~ 68.2 22.7 9.1 Second-round
dose of SG, with adjustments in subsequent cycles in resubmis-
relation to the reported toxicity profile, may be considered sion and
in the subgroups of patients poorly represented in clinical rejection
studies (patients over 75 or at risk of fragility) to minimize
gastrointestinal and hematological toxicity. Subsequent
dose adjustments should be based on individual patient
tolerance and response to therapy. It is assumed that AIFA
allows to reduce the doses of the first administration **
5. Pharmacology 5.1 The routine testing of UGT1A1 polymorphisms is not ~ 79.3 6.9 13.8 First round
and assessment recommended due to inconsistent data on cost-effectiveness acceptance
of UGT1A1 as the initial dose/toxicity management from SG is inde-
polymorphisms" pendent of UGT1A1 status.
5.2 Assessment of UGT1AL1 status is recommended before start-  24.2 27.6 48.2 First round
ing therapy with SG ONLY in frail patients, regardless of age. rejection
5.3 In patients with wild-type UGT1A1 polymorphism, in the ~ 82.8 6.9 10.3 First round
presence of potential drug interactions, but in the absence of acceptance
adverse reactions, dose reduction is not justified.
5.4 The risk of major adverse events with SG is not influ- 58.6 24.2 17.2 First round
enced by drug interactions. rejection
5.5 The analysis of plasma levels of SN-38 is not required asa ~ 89.7 3.4 6.9 First round

drug-monitoring approach to improve the safety of SG.

acceptance
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Question Statement Agree, Disagree, Uncertain, Level of
% % % consensus
6. Management 6.1 In patients with Gilbert’s syndrome, the use of SG 20.7 58.6 20.7 First round
of liver toxicities should be prudentially excluded. rejection
6.2 In absence of a strong evidence, the use of SG could be ~ 82.8 3.4 13.8 First round
considered in selected patients with Gilbert’s syndrome. acceptance
7. Management 7.1 In case of severe hypersensitivity, a steroid and antihis-  79.3 17.3 3.4 First round
of hypersensi- tamine premedication could be considered, instead of a acceptance
tivity discontinuation of treatment.

In the first round of voting, 4.6*/** and 4.7*/** statements were 2 distinct statements, which were separated based on the 2 proposed hypotheses.

the first vote and 2 statements (22%) were rejected. In accor-
dance with the management of fatigue, 4 statements were
submitted, and all of them reached an agreement >75% after
the first vote (100%). In the management of dose modifica-
tions or delays, 5 statements were formulated referring to the
all population, and 4 statements focused on frail and elderly
patients; of these, 6 statements (67%) reached an agreement
>75% after the first vote, 1 statement (11%) was rejected
and 2 statements (22%) were reworded based on the pan-
elists’ review and divided into 2 separate statements, each
with the same content but with different hypothesis regard-
ing the modifiable dose of the drug. The 2 resubmitted state-
ments did not reach the percentage of agreement even in the
second round of voting, so the final percentage of accepted
statements was 54.5%. In the setting of pharmacology and
assessment of UGT1A1 polymorphisms, 5 statements were
subjected to vote, and 3 of them (60%) reached an agreement
>75% after the first vote, while 2 were rejected (40%). In the
management of liver toxicities, 2 statements were submitted,
and among these 1 (50%) reached an agreement >75% after
the first vote, and 1 (50%) of them was rejected. In the setting
of the management of hypersensitivity, the only submitted
statement reached the agreement percentage >75% (100%).
Overall, 40 statements were submitted, of which 28 (70%)
achieved the percentage of agreement, 8 (20%) were rejected
and 4 (10%) were resubmitted to a second round of voting
based on the hints that emerged during the first round. In the
new round of voting, 22 out of 29 panel members (75.9%)
answered, and the statements were rejected, therefore the
final percentage of accepted statements was 67%. The details
of the percentages of consensus reached or not are reported in
Table 1, which describes the most clinically significant state-
ments. A summary of all questions submitted and statements
preceding the reworded ones, as well as existing literature for
each context, is available in Appendix A of supplementary
data. The final consensus level achieved is reported in Table
S2 of Appendix A.

Discussion

mTNBC is characterized by a dismal prognosis, especially in
older patients, due to the poor tolerance to standard thera-
peutic regimens and multiple comorbidities that further com-
plicate the management. To date, depending on the severity
and context of the disease, patients with mTNBC can receive
treatments with increasingly effective and targeted thera-
pies, aiming to prolong survival, improve QoL, and counter-
act severe AEs. Therefore, the EP is based on the available

scientific data specific to TNBC to ensure evidence-based
recommendations. New treatment options can be associated
with an easily manageable safety profile, but it is necessary to
carefully monitor toxicity, including long-term AFEs, to recog-
nize and prevent them adequately. In particular, prospective
data on managing drug toxicity in elderly and frail patients
is essential for improving clinical outcomes. These popula-
tions are often underrepresented in clinical trials, resulting
in limited evidence on how SG affects them specifically. In
the ASCENT trial, Bardia et al. described longer OS and
PFS with SG than with single-agent CT among patients with
refractory TNBC, with a manageable safety profile consistent
across all subgroups, and 35% responsive patients after SG
compared to 5% of patients after CT.2*?! SG has definitively
demonstrated favorable clinical activity in BC, and the FDA
has granted accelerated its approval for a standard dose of
10 mg/kg. Studies indicate that the current dose, adminis-
tered intravenously on days 1 and 8 of 21-day cycles, is safe
and effective, and supports the appropriateness of the cur-
rent monotherapy dosing regimen in the approved mTNBC
indication, but with a higher incidence of AEs than CT; of
particular concern is the higher incidence of neutropenia and
diarrhea, which sometimes cause discontinuation of SG ther-
apy. The handling of hematopoietic growth factors and other
prophylactic measures is common, although there are no stan-
dardized guidelines for SG- associated AEs.”?> RWD describes
that blood and lymphatic system disorders, along with gas-
trointestinal ones, are the most frequently reported AEs asso-
ciated with SG, as well as geriatric patients >65 years old are
at an increased risk of developing neutropenic colitis, neu-
tropenic sepsis, acute kidney injury, and atrial fibrillation.?
According to common clinical practice in Italy, RWD reveal
that both the safety and efficacy of SG in the mTNBC setting
are consistent with previously regulatory studies, with the
most common related AE including anemia, alopecia, nausea,
diarrhea, and the most serious neutropenia grade 3 (21.0%
of patients) or 4 (8.7% of patients). Furthermore, 38.6% of
patients underwent a dose reduction, and 5.3% discontinued
therapy permanently.>* The major uncertainties/controversies
in AE management have been identified and discussed, focus-
ing primarily on unmet clinical issues or insufficient evidence.

Management of hematopoietic toxicity
Neutropenia

The panelists agree that patients subject to treatment with SG
should be monitored for neutropenia, the most common AE.
Analysis from the phase Il PRIMED clinical trial assessed the
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feasibility of primary prophylaxis with Granulocyte-Colony
Stimulating Factor (G-CSF) and loperamide to improve the
tolerability of SG and ultimately decrease treatment modifi-
cations. The trial revealed that prophylactic administration of
G-CSF and loperamide resulted in a clinically relevant reduc-
tion in the incidence and severity of SG-related neutropenia
and diarrhea, helping mitigate dose reductions and treatment
interruptions.'* In the management of severe neutropenia, the
use of G-CSF as prophylaxis is not a common attitude, and
the percentages of disagreement and uncertainty among the
panelists demonstrate that many experts are not inclined to
its use. The panel raised major concerns while offering inter-
esting insights. It would be interesting to evaluate whether
the rates of hematological and gastrointestinal toxicity are
confirmed in young and second-line patients, for whom treat-
ment generally seems to be better tolerated. The responders
agreed on a dose reduction in case of febrile neutropenia, and
secondary prophylaxis in case of the appearance of grade 4
neutropenia lasting 7 or more days, febrile neutropenia, or
grade 3-4 neutropenia that delay administration by 2 or 3
weeks for recovery to grade <1. Conversely, no sufficient con-
sensus was reached for the clinical use of specific schedules
of G-CSF, as PRIMED and MASCC ones, leaving open the
issue of personalization of the treatment schedule. Experts
were cautious and not confident both regarding the PRIMED
scheme (31% of uncertain opinions) and the MASCC scheme
(27.6% of uncertain opinions), and doubts persisted even if
not considering the possible risk factors, as aroused from the
second round of voting. Some patients may need to be sup-
ported with G-CSF after day 8 for many days, due to the
development of delayed neutropenia, while other experts
reported that the administration of G-CSF after day 1 is suf-
ficient, making it necessary to identify the correct program
and time of prophylaxis based on personalized schedules. The
MASCC scheme was not accepted unanimously by the panel,
due to concerns about the specific needs of the patient, while
the MASCC score for febrile neutropenia has been recom-
mended for the selection of all patients requiring hospitaliza-
tion to avoid life-threatening events.'’

UGT1A1 polymorphisms assessment

In the management of individuals with known homozygous
UGT1A1 *28/*28 treated with SG, concerns persisted about
the primary prophylactic use of G-CSE. The panel highlighted
that UGT1A1 *28/*28 is not routinely performed, therefore
suggesting that primary G-CSF prophylaxis can be used in
patients as per clinical practice, but 36.4% of voters were still
unsure about how to proceed. Subjects with a known homo-
zygous *28/*28 genotype should be carefully monitored
for neutropenia, although no specific recommendations are
available. Patients with the *28 homozygous genotype had a
slightly higher rate of grade >3 treatment-related neutrope-
nia (59%) than those with heterozygous (47%) and wild-type
(53%) genotypes, but a considerably higher rate of treatment-
related grade >3 febrile neutropenia (18% vs 5% and 3%,
respectively). Grade >3 treatment-related anemia (15% vs
6% and 4%, respectively) and grade >3 treatment-related
diarrhea (15% vs 9% and 10%, respectively) are also more
common in patients with the *28 homozygous genotype."
The influence of the UGT1A1%28 genotype in clinical trials
has been evaluated, but even if SG has conferred good clinical
activity and minimal AEs, due to the limited number of stud-
ies with available UGT1A1 genotype data, its potential utility

in predicting the safety profile is still difficult to determine.?
According to the technical label, patients with known reduced
activity of UGT1A1 should be closely monitored for any AEs,
otherwise, UGT1A1 status is not required and, according
to the panelists, dose reduction of SG is not mandatory for
UGT1A1 genotype *28/*28 patients. The FDA-approved
drug label states; however, that UGT1A1*28 homozygotes
have an increased risk of neutropenia, but with limited and
missing data.?®

Management of liver toxicity

Gilbert’s syndrome

Gilbert’s syndrome (GS) is a mild liver disorder caused by an
inherited deficiency in the enzyme UDP-glucuronosyltransferase,
which is responsible for processing bilirubin. This results in
elevated levels of unconjugated bilirubin in the bloodstream,
leading to intermittent jaundice in some individuals. Despite its
relatively benign nature, patients with GS are often excluded
from clinical trials.?” The board paid particular attention to the
management of the disease, and the panel agreed that SG use in
patients with GS, particularly those with total bilirubin levels
below 3 mg/dL, may be considered, as it does not represent an
absolute contraindication. However, SG should be considered
carefully in GS patients with UGT *28/*28, and monitoring
is essential due to the liver’s role in drug metabolism and the
potential for bilirubin levels to fluctuate. Although Gilbert’s
disease is a benign condition typically characterized by mild
hyperbilirubinemia, the underlying impairment in glucuroni-
dation may influence the pharmacokinetics of certain drugs.
Excluding individuals with Gilbert’s syndrome from clinical
trials means that the results may not fully represent the diver-
sity of the population, and it could limit the generalizability of
results and the understanding of how such individuals might
respond to SG.

Management of dose modifications or delays
All population

In the ASCENT trial, treatment interruptions occurred in 61%
and 33% of patients in the SG and TPC arms, and dose reduc-
tions occurred in 26% and 22%, respectively, although effi-
cacy results are almost comparable in the 2 groups. Reinisch
et al. supported the strategy of initial dose reduction in elderly
patients to manage toxicity, improving overall treatment tol-
erance and outcomes.'”” However, the panelists declared that
SG should be administered at the full dose during the first
cycle in all patients, with rare exceptions, even if this state-
ment was at the edge of the agreement threshold due to some
concerns related to efficacy.

Frail and elderly patients

With regard to initial dose reductions in frail and elderly
patients, even assuming that restrictions by AIFA, impos-
ing full dose at treatment start, could be ignored and that
initial dose reduction is allowed, the agreement percentages
increased but did not reach consensus. This highlights that
there is still resistance among clinicians since primary dose
reductions should be considered carefully due to a lack of
data correlating effects and efficacy. Data from the ASCENT
study show that patients 265 or >75 years of age treated with
SG generally have similar safety profiles to those <65 years,
with a similar rate of treatment-emergent AEs (TEAEs; all
grades and grade >3). TRAE:s leading to dose reduction were



generally similar across treatment arms, and no treatment-
related deaths were reported. New TROPiCS-02 data revealed
a favorable benefit/risk profile in older patients, supporting
the use of SG versus CT in this patient population, which is
known to experience greater toxicity and lower efficacy with
CT."8 Interestingly, the impact of body mass index (BMI) was
assessed for SG treatment, which proved efficacy compared
to CT and with a manageable safety profile across all BMI
subgroups assessed by ASCENT. Although a greater propor-
tion of patients with high BMI (particularly obese patients)
experienced dose reduction of SG, this did not translate into
a decrease in efficacy.?

Management of fatigue

The acceptance of the fatigue statement is a significant step
forward in raising awareness among clinicians about a topic
often overlooked or underappreciated in practice. Fatigue
should be evaluated at each clinical visit with standardized
fatigue assessment tools (eg, FACIT-E Brief Fatigue Inventory),
although some panelists emphasized that the assessment of
fatigue at each visit/cycle could be excessive and does not
reflect real clinical practice. These questionnaires emphasize
the need for greater efforts to ensure that such tools are effec-
tively utilized in clinical settings, where they can make a tan-
gible impact on patient care and outcomes.

Management of chemotherapy-induced nausea
and vomiting and gastrointestinal AEs

Regarding chemotherapy-induced nausea and vomiting pre-
vention and management, according to MASCC/ESMO
guidelines, for patients undergoing some systemic cancer
treatment of moderate emetic potential, such as carboplatin
(AUC = 5) and women <50 years of age receiving oxaliplatin-
based treatment, emetic prophylaxis should be based on a
triple combination of neurokinin (NK)1 receptor antagonist,
5-HT3 receptor antagonist, and steroids.'® A double combi-
nation of 5-HT3 receptor antagonists and steroids remains
the recommended prophylaxis for other systemic cancer
treatments of moderate emetic potential. To date, based
on the literature search, SG and trastuzumab deruxtecan
should be categorized at the upper range of the moderate
emetic risk classification, comparable to carboplatin >AUC
5.1 Additionally, clinicians seem to have confidence in using
olanzapine for refractory or anticipatory nausea and vomit-
ing. However, this data should be interpreted with caution,
primarily due to potential side effects associated with the
drug, as emerged from some experts. Discordant results still
reflect the poor attitude towards the use of prophylactic lop-
eramide, as approximately half of the voters were uncertain
about the possibility of primary administration to prevent
diarrhea, even for high-risk patients, for example, in inflam-
matory bowel disease patients, while it is commonly used as a
treatment of any grade diarrhea.

Conclusions

This consensus seeks to bridge existing knowledge gaps by
providing practical recommendations that encompass both
well-documented and lesser-known side effects of SG. The
uncertainty surrounding the efficacy and safety of SG-related
AEs highlights the need for further randomized studies. Future
efforts should focus on integrating more clinical data and
promoting comprehensive research to further validate and
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enrich these initial findings. In summary, while this consensus-
building initiative represents an essential first step toward the
informed use of SG and enhanced clinician awareness of its
adverse effects, continued investigation and broader expert
engagement are imperative to bolster its impact and reliability.
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