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Background: Sacituzumab govitecan (SG) is an antibody—drug conjugate that has significantly improved survival
outcomes versus standard of care across multiple studies in patients with previously treated metastatic breast
cancer (mBC). Cancer treatment is associated with differing rates of treatment-emergent adverse events (TEAEs)
based on patient race/location. We evaluated consistency and manageability of SG safety in mBC across multiple
clinical studies and regions in this pooled analysis.

Materials and methods: Safety data for patients who received SG treatment (10 mg/kg, days 1 and 8 every 21-day
cycle) were pooled from clinical studies in North America/Europe (NA/EU; ASCENT, TROPiCS-02, IMMU-132-01) and
Asia (EVER-132-001, EVER-132-002, ASCENT-J02).

Results: The analysis included 969 patients (688 NA/EU, 281 Asia). In NA/EU, 74% of patients experienced grade >3
TEAEs. TEAEs leading to treatment discontinuation (5%) or death (1%) were uncommon. The most common TEAEs
were neutropenia, nausea, and diarrhea. The safety profile was similar for patients in Asia, with 78% experiencing
grade >3 TEAEs and low rates of TEAEs leading to treatment discontinuation (4%) or death (3%). Neutropenia,
anemia, leukopenia, increased aspartate aminotransferase, increased alanine aminotransferase, and hypoalbuminemia
were more frequently reported in Asia versus NA/EU; diarrhea and fatigue were more common in NA/EU.
Conclusions: The safety profile of SG was manageable and consistent with previous studies, with low rates of TEAEs
leading to treatment discontinuation or death; some differences in TEAE rates were observed between NA/EU and
Asia. This analysis provides further support for SG as a treatment for mBC across multiple patient subgroups.

Key words: sacituzumab govitecan, metastatic triple-negative breast cancer, HR-positive/HER2-negative metastatic
breast cancer, safety, pooled analysis

INTRODUCTION (TNBC) and HR-positive/HER2-negative BC. HR-positive/
HER2-negative status is commonly defined as >1%

Breast cancer (BC) is the most common malignancy in -
expression of estrogen receptor and/or progesterone re-

women worldwide, with an estimated 2.3 million new
cases and 666 000 mortalities in 2022.> Multiple subtypes ceptor in tumor cells (HR-positive) and HER2 0 or 1+ by
of BC have been defined based on the presence or absence  immunohistochemistry (IHC) or HER2 2+ by IHC and in situ
of hormone receptor (HR) and human epidermal growth hybridization-negative (HER2-negative), per the American
factor receptor 2 (HER2). These include triple-negative BC  Society of CIinic2a3I Oncology/College of American Patholo-
gists guidelines.”” TNBC is HR-negative (<1% expression of
both estrogen receptor and progesterone receptor)’ and

*Correspondence to: Dr Hope S. Rugo, City of Hope, 1500 East Duarte Rd, HER2-negative. TNBC accounts for ~10%-15% of all BC
D“;féifir?}%géisg Tf:{ ;1:1?2(;;379'4114 cases, while HR-positive/HER2-negative is more common

e ore T 5. Thees . . and makes up roughly 63%-74% of cases.”

L2020 20 o s Pl by ol on bl v Sacituzumab govitecan (5G) s an antibody—drug coniu-
BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/). gate (ADC) targeted to Trop-2 and approved for previously
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treated metastatic TNBC (mTNBC) and HR-positive/HER2-
negative metastatic BC (mBC).”° SG significantly
improved progression-free survival and overall survival
compared with chemotherapy of physician’s choice in pa-
tients with previously treated mTNBC and HR-positive/
HER2-negative mBC.'®*® SG has also demonstrated a
manageable safety profile, and common treatment-
emergent adverse events (TEAEs) associated with SG
treatment include neutropenia, diarrhea, and nausea/
Vomiting.10,11,13,14

Previous studies have indicated that specific TEAEs
associated with cancer treatment may occur at different
rates depending on a patient’s race or geographic location.
A meta-analysis found that, among patients with cancer
who received trastuzumab emtansine, Asian patients were
more likely to experience any-grade and grade >3 throm-
bocytopenia than patients who were not Asian.”> Another
retrospective study found that Black patients experienced
cutaneous events at a higher rate than white patients
following enfortumab vedotin treatment.*®

The uridine diphosphate glucuronosyltransferase
(UGT)1A1 enzyme is involved in the metabolism of a variety
of drugs. Patients with specific mutations in the UGT1A1
gene that impact the metabolism of these drugs may
experience TEAEs at different rates. An oncology treatment
with known differences in TEAEs depending on UGT1A1
genotype is irinotecan. Irinotecan is converted to an active
metabolite, SN-38, which is also the payload molecule
attached to SG.'” SN-38 is subsequently glucuronidated by
UGT1A1l as part of the pathway to excretion from the
body.'® The wild-type genotype of UGT1A1 is referred to
as *1/*1. Genetic variants in the UGT1A1 gene, such as
*1/*28 or *28/*28, may reduce the enzymatic activity of
the protein, resulting in slower metabolism of SN-38 and
subsequently increased risk of TEAEs such as diarrhea or
neutropenia.’®?*

Existing research indicates that patients with *28/*28
genotypes experience higher rates of grade >3 neu-
tropenia, febrile neutropenia, anemia, and diarrhea than
those with *1/*1 (wild-type) or *1/*28 genotypes.’***
Following irinotecan treatment, patients with UGT1A1 *1/
*6 or *6/*6 genotypes also experience higher rates of
neutropenia and diarrhea compared with those with *1/*1
genotypes.”* The frequency of specific UGT1A1 poly-
morphisms varies among racial and ethnic groups. The *28
allele is more common among people of European
ancestry, while the *6 allele is more common among those
of East Asian ancestry when the two groups are
compared.”®

We present an analysis of two pools of safety data from
clinical studies of SG including patients with mBC from the
United States, Canada, and Europe, and patients from
China, the Republic of Korea, Japan, and Taiwan, for a
global analysis of SG safety in the treatment of mBC. Po-
tential differences in TEAEs based on the patient’s
geographical location are also examined.
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MATERIALS AND METHODS

Clinical studies

Safety data were pooled from multiple clinical studies in
North America/Europe (NA/EU) and in Asia. The studies
conducted in NA/EU were ASCENT (phase Il
NCT02574455), TROPiCS-02 (phase Ill, NCT03901339), and
IMMU-132-01 (phase I/1l, NCT01631552), and the studies in
Asia were EVER-132-001 (phase Ilb, NCT04454437), EVER-
132-002 (phase Ill, NCT04639986), and ASCENT-J0O2
(phase 1/1l, NCT05101096). The detailed study designs
have been described previously.'%*%3142527 patients
included in the analysis were those with HER2-negative
mBC, including mTNBC and HR-positive/HER2-negative
mBC, who received SG (10 mg/kg intravenously, days 1
and 8 of every 21-day cycle). In all studies, SG treatment
continued until loss of clinical benefit, unacceptable
toxicity, or death.

Inclusion criteria

ASCENT, EVER-132-001, and the phase Il cohort of ASCENT
J-02 included patients with locally advanced unresectable
MTNBC whose disease had relapsed or was refractory to
two or more prior standard chemotherapy regimens
(at least one of them for metastatic disease in ASCENT
J-02).19**27 |n  ASCENT and EVER-132-001, previous
therapies must have included a taxane.'®*" Patients in
TROPICS-02 and EVER-132-002 had locally recurrent inop-
erable or metastatic HR-positive/HER2-negative mBC, with
two to four prior systemic chemotherapy regimens for
metastatic disease. Patients must have previously received
at least one taxane, at least one anticancer endocrine
therapy, and, in TROPiCS-02, at least one cyclin-dependent
kinase 4/6 inhibitor.***> The IMMU-132-01 study included
patients with multiple metastatic epithelial cancers,
including non-TNBC and TNBC, whose disease had relapsed
or was refractory to one or more prior standard regimen.28

UGT1A1 assessment

Whole blood samples were collected at baseline and were
used to assess UGT1A1 genotype using either UGT1A1
Genotyping Kit (EntroGen, Inc., Woodland Hills, CA) or
Sanger sequencing.'>*?%?8

Adverse events

In the ASCENT, TROPiCS-02, and IMMU-132-01 studies,
TEAEs were defined as any adverse events that started on
or after the first dose date until <30 days after the last
dose date. For EVER-132-001, EVER-132-002, and ASCENT-
J02, TEAEs were defined as any adverse events that star-
ted on or after first dose date until <30 days after last dose
date, or until initiation of subsequent anticancer therapy,
whichever occurred first. Safety data were analyzed for
manageability and for consistency with prior analyses
across pooled mBC studies as well as by NA/EU versus Asia.
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TEAEs were graded according to the National Cancer
Institute Common Terminology Criteria for Adverse Events:
version 4.0 for IMMU-132-01; version 4.03 for ASCENT and
ASCENT-J02; and version 5.0 for TROPiCS-02, EVER-132-
001, and EVER-132-002.

RESULTS

Patient characteristics

This analysis included 969 patients, 688 from NA/EU and
281 from Asia. The NA/EU population consisted of 258
patients enrolled and treated with SG in ASCENT, 268 in
TROPICS-02, and 162 in IMMU-132-01. The median age was
55 years and the majority (75%) of patients were white
(Table 1). Most patients (88%) had visceral metastases at
baseline, and the most common UGT1A1 genotypes were
*1/*1 (41%) and *1/*28 (40%). Median relative dose in-
tensity was 99% (range 47%-107%) and the median dura-
tion of treatment was 4.6 months (range <0.1-62.6
months). The Asia population included 80 patients in EVER-
132-001, 165 in EVER-132-002, and 36 in ASCENT-J02, all of
whom were of Asian race. Age, sex, and body mass index
were comparable between the two groups. However, pa-
tients in Asia were more likely to have an Eastern Coop-
erative Oncology Group performance status (ECOG PS) of 1
than those in NA/EU (67% versus 59%); they also had
shorter time from metastatic diagnosis to randomization
(25.2 months versus 35.7 months). UGT1IA1 genotypes
additionally differed between NA/EU and Asia, with *1/*28
and *28/*28 being more common in NA/EU and *1/*1 and
*1/*6 being more common in Asia. In Asia, median relative
dose intensity was 100% (range 54%-104%) and the median
duration of treatment was 5.2 months (range <0.1-24.9
months).

Safety summary

Patients in NA/EU developed grade >3 TEAEs at a rate of
74% (Table 2). TEAEs leading to dose reduction, dose
interruption, treatment discontinuation, and death
occurred in 28%, 61%, 5%, and 1% of patients, respectively.
The most common any-grade TEAEs were neutropenia
(68%), nausea (63%), and diarrhea (63%) (Figure 1). Neu-
tropenia (51%), leukopenia (10%), and diarrhea (10%) were
the most common grade >3 TEAEs. The most common
TEAEs that led to treatment discontinuation in NA/EU were
neutropenia, diarrhea, fatigue, and pneumonia (each
<1%). Rates of any-grade and grade >3 TEAEs were similar
between patients in NA/EU and Asia. Serious adverse
events were slightly more common in NA/EU (28%) versus
Asia (22%). The rates of TEAEs leading to dose reduction,
dose interruption, treatment discontinuation, and death
were consistent between the two geographic groups. The
most common any-grade and grade >3 TEAEs in Asia were
neutropenia (87% and 65%, respectively), leukopenia (74%
and 46%), and anemia (69% and 17%). Neutropenia, ane-
mia, and leukopenia of any grade or grade >3 occurred at
higher rates in Asia compared with NA/EU. Reported rates
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Table 1. Patient demographics and baseline characteristics
NA/EU (n = 688) Asia (n = 281)
Median age (range), years 55 (27-86) 51 (23-72)
Sex, n (%)
Female 684 (99) 281 (100)
Male 4 (1) 0
Race, n (%)
White 517 (75) 0
Black 41 (6) 0
Asian 26 (4) 281 (100)
Other/unknown 104 (15) 0
Region, n (%)
North America 442 (64) 0
Europe 246 (36) 0
China 0 198 (70)
South Korea 0 31 (11)
Taiwan 0 16 (6)
Japan 0 36 (13)
Median BMI (range), kg/m?> 25.2 (15.0-61.0) 23.5 (15.8-35.5)
ECOG PS, n (%)
0 281 (41) 92 (33)
1 407 (59) 189 (67)
Visceral metastases at
baseline, n (%)
Yes 604 (88) NR
No 84 (12) NR
Median time from initial 35.7 (—0.1 to 412.6) 25.2 (1.2-156.2)
metastatic diagnosis to first
dose, (range) months
Median prior anticancer 4 (2-9) NR
regimens, n (range)
UGTI1A1 status, n (%)
*1/%1 285 (41) 147 (52)
*1/%28 272 (40) 32 (11)
*28/%28 71 (10) 4 (1)
*1/%6 0 65 (23)
Other/missing 60 (9) 33 (12)

BMI, body mass index; ECOG PS, Eastern Cooperative Oncology Group performance
status; NA/EU, North America/Europe; NR, not reported.

of any-grade increased aspartate aminotransferase,
increased alanine aminotransferase, and hypoalbuminemia
were also higher in Asia. Diarrhea of any grade or grade >3
and fatigue of any grade were more common in NA/EU
than in Asia. The most common TEAEs leading to treatment
discontinuation in Asia were neutropenia, leukopenia, fa-
tigue, and septic shock (each 1%). Most TEAEs leading to
death were not considered treatment-related; the
treatment-related adverse events leading to death con-
sisted of one event of septic shock in NA/EU and one each
of shock and septic shock in Asia (Supplementary Table S1,
available at https://doi.org/10.1016/j.esmoop.2026.106
905).

TEAEs by UGT1A1 genotype

When analyzing TEAEs by UGT1A1 genotype, patients in
NA/EU with *1/*28 and *28/*28 genotypes had higher
rates of grade >3 TEAEs than those with *1/*1 (wild-type)
(75% and 87% versus 68%) (Table 2). Rates of neutropenia,
febrile neutropenia, diarrhea, and anemia were all higher in
patients with the *28/*28 genotypes than in those with the
*1/*1 and *1/*28 genotypes (Supplementary Table S2,
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available at https://doi.org/10.1016/j.esmoop.2026.106
905). Patients with the *1/*28 genotype had a higher
rate of grade >3 TEAEs than those with *1/*1 and *28/*28
genotypes in Asia (81% versus 72% and 75%), although the
number of patients with the *28/*28 genotype in Asia was
very low (n = 4). Those with the *1/*6 genotype also had
higher rates of grade >3 TEAEs versus *1/*1 (86% versus
72%). Patients in Asia with *1/*28 and *1/*6 genotypes
had higher rates of neutropenia, diarrhea, and anemia than
those with *1/*1 genotypes, while the rate of febrile
neutropenia was similar (Supplementary Table S3, available
at https://doi.org/10.1016/j.esmoop.2026.106905).

Management of TEAEs

Patients in NA/EU were less likely to develop any-grade or
grade >3 neutropenia if they received primary granulocyte
colony-stimulating factor (G-CSF) (Table 3). Loperamide
was the most commonly used antidiarrheal, and patients
mostly received one prophylactic antinauseant or anti-
emetic at a time rather than receiving a regimen of two or
more agents. Patients in Asia received primary G-CSF pro-
phylaxis at slightly higher rates than in NA/EU (13% versus
9%). Antidiarrheal loperamide and atropine treatment was
less common in Asia than in NA/EU, while in Asia other
antidiarrheals were more commonly used. Patients in Asia
were more likely to receive prophylactic antiemetic/anti-
nauseants (95% versus 75%). It was most common for
patients in Asia to receive two concurrent antiemetics/
antinauseants (79%), while it was most common for pa-
tients in NA/EU to receive one agent (56%).

TEAE onset over time

The rate of neutropenia was highest early during treatment
in NA/EU and decreased notably over time (Figure 2). In
contrast, the rate of diarrhea remained relatively stable
over time. Median time to onset for diarrhea was 13 days,
while median time to onset for neutropenia was 16 days
(Supplementary Figure S1, available at https://doi.org/10.
1016/j.esmoop.2026.106905). A similar trend was noted
in patients in Asia. The rate of neutropenia was highest
early during treatment and decreased notably over time,
while diarrhea occurred at a stable rate over time. The
median time to onset of infections (any-grade and grade
>3) was longer in Asia than in NA/EU. Time to onset of
other TEAEs of interest, including neutropenia, febrile
neutropenia, diarrhea, and hypersensitivity, was similar
between the groups.

DISCUSSION

This analysis is the largest safety analysis of SG in mBC pub-
lished to date, and included patients in NA/EU and Asia across
six clinical studies ranging from phase I/Il to phase lll. In NA/
EU, rates of TEAEs, including TEAEs leading to dose reduction,
interruption, and discontinuation and those leading to death,
were consistent with previous safety analyses for the indi-
vidual studies.'®*?® Ppatients with *1/*28 and *28/*28
UGT1A1 genotypes had higher rates of grade >3 TEAEs.
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Figure 1. Most common TEAEs. The most common TEAEs that occurred in >20% of patients and grade >3 TEAEs that occurred in >10% of patients in either

location were recorded. NA/EU, North America/Europe; TEAE, treatment-emergent adverse event.

“Neutropenia includes preferred terms of neutropenia and neutrophil count decreased.

PAnemia includes preferred terms of anemia, hemoglobin decreased, and red blood cell count decreased.

“Leukopenia includes preferred terms of leukopenia and white blood cell count decreased.

Patients with *28/*28 UGT1A1 genotypes had higher rates of with *1/*28 and *28/*28 genotypes had higher rates of TEAEs
neutropenia, febrile neutropenia, diarrhea, and anemia than than those with *1/*1 genotypes, rates of treatment
those with *1/*1 (wild-type) genotypes. Although patients discontinuation or interruption due to TEAEs were similar,

Table 3. Summary of TEAE management
Safety, n (%) Total patients (N = 969)
Primary G-CSF prophylaxis
NA/EU (n = 688) Asia (n = 281)
Received (n = 65, 9%) Did not receive (n = 623, 91%) Received (n = 36, 13%) Did not receive (n = 245, 87%)
Any-grade neutropenia 26 (40) 450 (72) 21 (58) 223 (91)
Grade >3 neutropenia 19 (29) 347 (56) 17 (47) 170 (69)
Patients who received an antidiarrheal during SG Patients who experienced diarrhea and received an
treatment antidiarrheal during SG treatment
NA/EU (n = 343, 50%) Asia (n = 120, 43%) NA/EU (n = 298, 43%) Asia (n = 88, 31%)
Any loperamide 304 (89) 59 (49) 271 (91) 56 (64)
Any atropine 67 (20) 6 (5) 58 (19) 5 (6)
Other antidiarrheal 80 (23) 87 (73) 76 (26) 58 (66)
Nausea and vomiting
NA/EU (n = 688) Asia (n = 281)
Any nausea 431 (63) 159 (57)
Nausea leading to dose reduction 7/318 (2)° 2/159 (1)
Any vomiting 231 (34) 116 (41)
Vomiting leading to dose reduction 5/151 (3)° 2/116 (2)
Any antiemetic/antinauseant for prophylaxis of nausea/ 518 (75) 268 (95)
vomiting
1 agent 289/518 (56) 123/268 (46)
2 concurrently 199/518 (38) 211/268 (79)
3 concurrently 193/518 (37) 104/268 (39)
>4 concurrently 96/518 (19) 24/268 (9)

AE, adverse event; G-CSF, granulocyte colony-stimulating factor; NA/EU, North America/Europe; SG, sacituzumab govitecan; TEAE, treatment-emergent adverse event.

?AEs leading to dose reduction were not collected in IMMU-132-01.
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Figure 2. Occurrence of neutropenia and diarrhea over time. The rate at which patients developed neutropenia and diarrhea in North America/Europe and Asia

was measured over time.
NA/EU, North America/Europe.

reflecting that management strategies for these TEAEs are
effective across UGT1A1 genotypes. Primary prophylaxis with
G-CSF was associated with lower incidence of neutropenia,
supporting the recommendation that patients at increased
risk of febrile neutropenia should receive primary prophylaxis
with G-CSF starting in the first cycle of treatment.” Rates of
neutropenia were higher at the beginning of treatment and
decreased over time, while rates of diarrhea remained rela-
tively stable over the study period. The safety profile of SG in
patients in Asia was consistent with the results of the indi-
vidual clinical studies, and was largely consistent with the
safety profile observed in patients in NA/EU.****?” Hemato-
logic TEAEs such as neutropenia, leukopenia, and anemia
were more common in Asia, and diarrhea and fatigue were
more common in NA/EU. Patients in Asia with the *1/*6
UGT1A1 genotype had higher rates of neutropenia, diarrhea,
and anemia than those with the *1/*1 genotype, while the
rate of febrile neutropenia was similar. Patients in Asia were
more likely to receive non-loperamide and non-atropine an-
tidiarrheals, and were more likely to receive two concurrent
antinauseant/antiemetics compared with NA/EU, reflecting
regional treatment practices. Development of neutropenia
and diarrhea over time was similar in Asia and NA/EU. Addi-
tionally, the increased rates of neutropenia, anemia, and
leukopenia are consistent with existing literature suggesting
that Asian patients are more likely to experience hematologic
toxicity, such as neutropenia, anemia, leukopenia, and
thrombocytopenia, following anticancer treatment, including
ADCs, than non-Asian patients.>*%>° This suggests a possible
shared mechanism may lead to their elevated rates in patients
in Asia. Despite this, rates of TEAEs leading to treatment
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discontinuation or death were low and similar between the
groups, suggesting that with appropriate strategies these
TEAEs can be adequately managed, allowing participants to
remain on treatment. This is further supported by the fact that
primary G-CSF prophylaxis was associated with lowered
neutropenia rates.

Several factors may contribute to differences in hema-
tologic TEAE rates between NA/EU and Asia. Among these
are genetic differences, such as differences in UGT1A1 al-
leles. While the most common genotype in both groups
was *1/*1, patients in NA/EU were more likely to have the
*1/*28 genotype and those in Asia were more likely to
have the *1/*6 genotype, consistent with known
geographic patterns of allelic distribution in these pop-
ulations.?® Differences in UGT1A1 function could contribute
to increased rates of diarrhea and neutropenia in patients
with *6 or *28 alleles, as seen in meta-analyses of irino-
tecan, a prodrug that is metabolized to SN-38, which is the
same payload molecule delivered by $G.?***3 The *6 and
*28 alleles are associated with reduced enzymatic activity
of UGT1A1, which in turn reduces the rate of excretion of
SN-38.2**> This is supported in our analysis by the
increased rate of some TEAEs (neutropenia, febrile neu-
tropenia, diarrhea, anemia) in patients with the *1/*28,
*28/*28, and *1/*6 genotypes compared with the *1/*1
genotype across groups. It is unlikely that differences in
UGTI1A1 are entirely the cause of the observed regional
differences, however, as rates of neutropenia and anemia
were still higher in patients in Asia versus those in NA/EU
when comparing only patients in the *1/*1 category.
Another potential contributing factor to the regional
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differences in our analysis is differences in baseline char-
acteristics between the two geographic groups. Patients in
Asia were more likely to have an ECOG PS of 1 (67% versus
59%), indicating that these patients may have had more
advanced disease or may have had more comorbid condi-
tions. Finally, differences in adverse event management
approaches between NA/EU and Asia could alter the like-
lihood of TEAEs. Patients in Asia were slightly more likely to
receive primary G-CSF prophylaxis (13% Asia versus 9% NA/
EU) and were more likely to receive non-atropine, non-
loperamide antidiarrheals than those in NA/EU, and the
number of concurrent antinauseant/antiemetic medica-
tions most commonly used differed between Asia and NA/
EU. The data reported do not distinguish between pro-
phylactic or ‘as-needed’ use of antidiarrheals, but not all
patients who received antidiarrheals actually had diarrhea,
indicating that some of this usage may have been pro-
phylactic. Beyond factors captured by our analysis, it is
conceivable that other differences, such as lifestyle factors,
diet, and underreporting or overreporting of TEAEs due to
cultural perceptions of medical issues, may contribute to
reported differences in safety; however, these factors are
outside the scope of this analysis.

Our analysis has some limitations, largely due to the type
(e.g. differences in data capture across study sponsors) and
volume of data (e.g. small sample sizes in individual studies)
that can be gathered in clinical studies. While the magnitude
of differences in factors such as ECOG PS was relatively small,
we cannot exclude the possibility that this is a contributing
factor to increased rates of specific TEAEs in each group.
Finally, as noted in the preceding text, there are many dif-
ferences in clinical practice across countries and even indi-
vidual hospitals within each study region. While factors such
as usage of specific medications can be accounted for, in the
context of clinical study comparisons it is difficult to quantify
less tangible contributors to adverse event management such
as the policy and infrastructure surrounding health care,
differing cultural expectations, and regional differences such
as physical proximity to health care facilities. Because of these
factors, it is difficult to determine whether differences in the
rates of TEAEs such as neutropenia are caused by biological
factors (e.g. UGT1A1 genotype), environmental factors,
reporting factors, or a combination thereof.

To conclude, our analysis represents the largest safety
analysis of SG use in patients with mBC to date and in-
corporates results from Asian clinical study populations.
While some small differences in TEAE rates were observed,
the safety profile of SG in mBC is consistent across trials
and regions. This analysis provides further support for SG as
a treatment for patients with mBC with a consistent and
manageable safety profile across patient subgroups.
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