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ABSTRACT

Introduction: Neratinib and neratinib-based
combinations have demonstrated efficacy for
treatment of human epidermal growth factor
receptor 2–positive (HER2?) early-stage and
metastatic breast cancers. However, diarrhea
has been reported as a common adverse event
leading to neratinib discontinuation. Results
from the CONTROL trial suggest that proactive
diarrhea management with antidiarrheal pro-
phylaxis or dose escalation of neratinib from a
lower starting dose to the full FDA-approved

dose of 240 mg/day can reduce the incidence,
duration, and severity of neratinib-associated
diarrhea in patients with early-stage breast
cancer. Dose escalation has been included in
the FDA-approved label for both early-stage and
metastatic HER2? breast cancer since June
2021.
Case series: This series of five cases details real-
world clinical implementation of strategies for
management of neratinib-induced diarrhea in
patients with early-stage and metastatic
HER2? breast cancer, including a patient with a
pre-existing gastrointestinal disorder.
Management and outcome: In four of five
cases, diarrhea was managed with neratinib
dose escalation, and antidiarrheal prophylaxis
with loperamide plus colestipol was used in the
remaining case. Management of diarrhea
allowed all patients to remain on therapy.
Discussion: This case series shows that nera-
tinib-associated diarrhea can be managed
effectively with neratinib dose escalation from a
lower initial starting dose and/or prophylactic
antidiarrheal medications in a real-world clini-
cal setting. The findings highlight the impor-
tance of patient-provider communication in
proactive management of adverse events.
Widespread implementation of the strategies
described here may improve adherence and
thereby clinical outcomes for patients with
HER2? breast cancer treated with neratinib.
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Key Summary Points

Neratinib and neratinib-based
combinations have demonstrated efficacy
for treatment of human epidermal growth
factor receptor 2-positive (HER2?) early-
stage and metastatic breast cancers.

Proactive management may reduce the
incidence, duration, and severity of
diarrhea, a common adverse event
reported with neratinib, allowing patients
to remain on treatment.

This series of five cases details real-world
clinical implementation of strategies for
management of neratinib-induced
diarrhea in patients with early-stage and
metastatic HER2? breast cancer,
including a patient with a pre-existing
gastrointestinal disorder.

These cases show that neratinib-associated
diarrhea can be managed effectively with
neratinib dose escalation and/or
prophylactic antidiarrheal medications
and highlight the importance of patient-
provider communication in proactive
management.

Widespread implementation of the
strategies described in this case series may
improve adherence to therapy and
thereby clinical outcomes for patients
with HER2? breast cancer treated with
neratinib.

INTRODUCTION

Breast cancers characterized by human epider-
mal growth factor receptor 2 (HER2) overex-
pression represent a common, aggressive
subtype, comprising approximately 20% of
breast cancers [1]. Although trastuzumab has
improved outcomes for patients with HER2-

positive (HER2?) breast cancer, long-term fol-
low-up of phase 3 trials has demonstrated that
cancer recurs within 10 years in 25–31% of
patients treated with adjuvant trastuzumab
[1–4]. Metastatic and recurrent HER2? breast
cancers are often associated with an increased
propensity for developing central nervous sys-
tem (CNS) metastases, which occur in up to
50% of patients with HER2? metastatic breast
cancer (MBC) [1, 5, 6].

In recent years, novel neoadjuvant, adju-
vant, and extended adjuvant regimens have
reduced the risk of recurrence for patients with
HER2? early-stage breast cancer (ESBC) [1]. The
phase 3 NOAH study demonstrated that addi-
tion of trastuzumab to neoadjuvant
chemotherapy was associated with a greater
proportion of patients achieving a pathologic
complete response (pCR) and a significant
improvement in event-free survival [7]. pCR
rate was further improved with the use of
neoadjuvant dual HER2 blockade with trastu-
zumab and pertuzumab based on the results of
the phase 2 NeoSphere and TRYPHAENA trials
[8, 9]. The combination of trastuzumab and
pertuzumab showed efficacy in the phase 3
APHINITY trial, and results of the phase 3
KATHERINE trial have supported adjuvant ado-
trastuzumab emtansine (T-DM1) as an option
for patients with residual disease [10, 11]. In
patients with HER2? ESBC treated with adju-
vant trastuzumab-based therapy, extended
adjuvant therapy with the oral, irreversible pan-
HER tyrosine kinase inhibitor (TKI) neratinib
significantly improved invasive disease-free
survival in the phase 3 ExteNET study [12, 13].

HER2-targeted agents, including neratinib,
have also improved outcomes for patients with
HER2? MBC. Regimens demonstrating efficacy
in this setting include pertuzumab in combi-
nation with trastuzumab and docetaxel, T-DM1,
trastuzumab deruxtecan, and other trastuzu-
mab plus chemotherapy combinations
[1, 14–17]. Neratinib and other TKIs have
shown efficacy in MBC in combination with
trastuzumab, capecitabine, and/or other cyto-
toxic therapies [18–26]. In addition, TKI-con-
taining combinations, such as neratinib in
combination with capecitabine or paclitaxel,
lapatinib plus capecitabine, and tucatinib plus
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trastuzumab and capecitabine, have shown
benefit in patients with CNS metastases
[18, 27–30].

Neratinib is approved for use as extended
adjuvant therapy for HER2? ESBC or in com-
bination with capecitabine in the treatment of
HER2? MBC [31]. In the current National
Comprehensive Cancer Network Guidelines,
neratinib is included as a category 2A recom-
mendation for both HR?, HER2? ESBC follow-
ing adjuvant trastuzumab-containing therapy
and HER2? MBC third line and beyond and is
also included as a treatment option for recur-
rent HER2? breast cancer CNS metastases
[32, 33]. Gastrointestinal (GI)-related adverse
events, especially diarrhea, are common with
neratinib and can lead to early discontinuation.
This is likely a class effect for TKIs with broader
target profiles. The mechanism is not com-
pletely understood, but may involve dysregu-
lated ion transport, inflammation, and mucosal
injury [12, 13, 18, 23, 24, 26, 34]. In the
ExteNET trial, in which the use of anti-diarrheal
prophylaxis was not mandated, 95% of patients
on extended adjuvant neratinib experienced
diarrhea, including grade 3 diarrhea in 40% of
patients. Twenty-eight percent of patients dis-
continued because of any treatment-emergent
adverse event (TEAE) and 17% discontinued
because of diarrhea. [12, 35]. Early discontinu-
ation is thought to negatively affect treatment
outcomes, as subgroup analyses of ExteNET
have shown that remaining on treatment for
C 11 of the recommended 12 months is
important for neratinib efficacy [36, 37]. In the
phase 3 NALA study of capecitabine plus either
neratinib or lapatinib in patients with MBC
previously treated with C 2 HER2-directed reg-
imens, diarrhea was managed with mandatory
loperamide prophylaxis in the neratinib plus
capecitabine arm, in which 24.4% of patients
experienced grade 3 diarrhea, resulting in dis-
continuation of neratinib in only 2.6% of
patients [26].

The phase 2 CONTROL study was designed
to prospectively evaluate strategies for manag-
ing neratinib-induced diarrhea in HER2? ESBC
[38]. CONTROL evaluated prophylactic use of
various antidiarrheal medications as well as
dose escalation (DE) of neratinib from a lower

starting dose to the full US Food and Drug
Administration (FDA)-approved dose of
240 mg/day [38]. All preventive strategies
reduced the incidence, duration, and severity of
neratinib-induced diarrhea, lowering neratinib
discontinuation rates compared to ExteNET,
except in the loperamide-alone arm. Neratinib
DE (2-week DE schedule: week 1 = 120 mg/day,
week 2 = 160 mg/day, week 3 and onwards:
240 mg/day) was identified as a particularly
beneficial strategy for maintaining patients on
therapy based on a 13% rate of grade C 3 diar-
rhea, a 3.3% rate of diarrhea-related discontin-
uation, and a 13.3% rate of discontinuation due
to any TEAE [31, 38, 39]. A 2-week DE schedule
also lowered the rate of constipation (all grades)
compared with antidiarrheal strategies that
mandated loperamide prophylaxis (33% vs.
57–75%) [38].

To better understand clinical management of
neratinib-associated diarrhea, this series
describes four patients with ESBC and one
patient with MBC treated with neratinib. The
aim is to discuss strategies for managing nera-
tinib-associated diarrhea in a real-world setting,
with the goal of improving the patient experi-
ence and maintaining patients on therapy.
These cases were identified through the authors’
clinical practice. All identifying details, includ-
ing the specific institutional settings, have been
deidentified to protect the anonymity of the
patients.

This article is based on previously conducted
studies and anonymized case descriptions and
does not contain any new studies with human
participants or animals performed by any of the
authors.

CASE SERIES

Case 1

The patient is a 40-year-old female teacher with
no medical comorbidities who was diagnosed
with stage III (cT3N1M0) infiltrating ductal
carcinoma (IDC) of the right breast. The patient
initially self-palpated a breast mass, delaying
medical attention by 2.5 months because of lack
of health insurance. Imaging revealed a 7-cm
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breast mass and two abnormal lymph nodes.
Biopsy confirmed estrogen receptor (ER)–posi-
tive (?), progesterone receptor (PR)–negative
(-), HER2? IDC. She had a strong family his-
tory of multiple relatives with breast cancer,
sarcoma, and CNS tumors, and genetic testing
revealed a pathogenic heterozygous TP53
916C[T germline mutation consistent with Li-
Fraumeni syndrome [40].

After a favorable clinical response to neoad-
juvant therapy with TCHP (docetaxel, carbo-
platin, trastuzumab, and pertuzumab) for six
cycles, the patient underwent mastectomy with
immediate reconstruction. Surgical pathology
revealed a pCR (ypT0N0). As a result of toxicity
associated with TCHP, she required antidiar-
rheal agents for grade 1 diarrhea. She completed
11 cycles of adjuvant trastuzumab plus per-
tuzumab and continues anastrozole, goserelin,
and zoledronic acid.

Approximately 6.5 months after completion
of adjuvant anti-HER2 therapy, she began
extended adjuvant therapy with neratinib,
which is ongoing. Neratinib was initiated with
DE with a starting dose of 160 mg/day,
increasing by 40 mg every two weeks (q2w)
until reaching the recommended dose of
240 mg/day. To manage diarrhea, the patient
takes a maximum of 2 to 4 mg loperamide daily
(qd) as needed (PRN). The patient was seen
weekly at neratinib initiation, then q2w, and
now monthly. She is tolerating therapy well,
with one or two soft-formed bowel movements
per day, no nausea or vomiting, and no clinical
signs of recurrence.

Case 2

The patient is a 62-year-old man, retired after a
career in the military, who developed stage I
(cT1N1M0) IDC of the right breast. He is
receiving active therapy for multiple comor-
bidities, including diabetes, chronic obstructive
pulmonary disease, atrial fibrillation, seizure
disorder, and hypertension. The patient pre-
sented with a breast mass in the upper outer
right quadrant; biopsy revealed ER?/PR?/
HER2? IDC. His family history includes one
second-degree relative with breast cancer.

Following neoadjuvant therapy with four
cycles of doxorubicin and cyclophosphamide
(AC), followed by 12 weekly cycles of docetaxel
plus trastuzumab, the patient underwent mas-
tectomy and axillary nodal excision of a 3.9-cm
mass. The patient continued adjuvant trastu-
zumab to complete 1 year in total. Daily letro-
zole was added 7 months after trastuzumab
initiation and is ongoing.

One week after completion of trastuzumab,
the patient initiated extended adjuvant therapy
with neratinib, ongoing for almost 1 year. Ner-
atinib was initiated using DE combined with
colestipol 2 g qd and loperamide PRN (maxi-
mum dose: 12 mg qd). The patient started on
120 mg/day neratinib, and the dose was
increased by 40 mg q2w. The patient reached
the recommended dose of 240 mg/day with no
toxicities. Due to loose stools in the absence of
prophylaxis, he continues to take colestipol 2 g
qd and loperamide PRN for diarrhea and is
doing well. Because the patient is enrolled in a
patient management program through a spe-
cialty pharmacy, he was assessed and counseled
by the pharmacist at neratinib initiation, with
follow-up twice in the first month of therapy
and monthly thereafter.

Case 3

The patient is a 60-year-old female flight
attendant diagnosed with stage IIIC (cT1N3M0)
ER?/PR?/HER2? IDC of the right breast. She
has no family history of breast cancer. Comor-
bidities include hyperlipidemia and hyperten-
sion, which are unmedicated but stable. The
patient underwent lumpectomy to remove a
1.2-cm tumor. Axillary lymph node dissection
revealed 16 of 17 sampled lymph nodes
involved with metastatic carcinoma.

The patient received adjuvant AC for 4
cycles, followed by 12 cycles of weekly pacli-
taxel with concurrent trastuzumab plus per-
tuzumab, with continuation of trastuzumab
and pertuzumab to complete 1 year. After
chemotherapy completion, the patient under-
went radiation, followed by anastrozole, which
is ongoing.
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Extended adjuvant therapy with neratinib
was initiated\1 month after completion of
trastuzumab-based therapy. The patient initi-
ated neratinib on a DE protocol, with a starting
dose of 120 mg/day, combined with colestipol
1 g twice daily (bid), loperamide 4 mg every 4 h
PRN, and diphenoxylate hydrochloride 5 mg/
atropine sulfate 0.05 mg every 6 h PRN. The
neratinib dose was increased by 40 mg q2w as
tolerated by the patient. The patient experi-
enced intermittent grade 2 diarrhea, which was
controlled with this antidiarrheal regimen.
Neratinib was paused for bilateral mastectomy,
after which DE was reinitiated as before. The
patient was unable to escalate to 240 mg/day
because of development of grade 2 to 3 diarrhea
and instead maintained a 3-day repeating dose
pattern of 200, 240, and 240 mg/day. Approxi-
mately 10 months into therapy, diarrhea had
improved to the point that the patient stopped
taking colestipol and managed any residual
diarrhea with loperamide and diphenoxylate/
atropine PRN. The patient chose to remain on
extended neratinib therapy for longer than 1
calendar year because of the interruption due to
surgery.

Case 4

The patient is a 38-year-old woman employed
in sales who developed stage II (cT2N0M0) ER?/
PR-/HER2? IDC of the right breast. She is a
nonsmoker and exercises regularly. She was
diagnosed with Crohn’s disease in the remote
past, and her symptoms are managed with
hyoscyamine and FODMAP (fer-
mentable oligosaccharides, disaccharides,
monosaccharides, and polyols) diet. She has no
other comorbidities. Her family history includes
a first-degree relative with breast cancer; genetic
testing was negative for heritable mutations.

The patient underwent lumpectomy and
sentinel lymph node biopsy, with no involve-
ment of four sampled axillary lymph nodes. She
received adjuvant TCH (docetaxel, carboplatin
plus trastuzumab) for six cycles followed by
trastuzumab to complete 1 year in total.
Approximately 1 year after trastuzumab

completion, the patient initiated neratinib for
12 months, along with ongoing tamoxifen.

Despite a history of Crohn’s disease, the
patient initiated neratinib at the full
240 mg/day dose with prophylactic loperamide
4 mg three times daily (tid) and colestipol 2 g
bid. The patient experienced diarrhea for the
first 1 to two weeks of treatment, including
1 day at grade 3, but was then able to taper off
antidiarrheal medications. In months 7 to 9, she
developed grade 2 palmar/plantar ery-
throdysesthesia (PPE), requiring neratinib dose
reduction to 200 mg/day at month 8 and man-
agement with emollient and triamcinolone
cream. She was able to complete 12 months of
therapy at the reduced dose.

Case 5

The patient is a 60-year-old female cafeteria
worker who was originally diagnosed with stage
II (cT1N1M0) ER-/PR?/HER2? IDC of the right
breast in 2004 and developed metastatic
HER2? recurrence involving bone and lymph
nodes 4 years later. She has no comorbidities
and no known family history of breast cancer.
Initial treatment for stage II disease was right
modified radical mastectomy followed by six
cycles of adjuvant TAC (docetaxel, doxorubicin,
and cyclophosphamide).

The patient has received multiple lines of
therapy for MBC, including vinorelbine plus
trastuzumab at initial recurrence. After devel-
opment of lung metastases, she was treated with
T-DM1 on a clinical trial and experienced
6 years of disease control. She again experienced
excellent disease control for 3 years with cape-
citabine plus lapatinib followed by slow pro-
gression of pulmonary metastases.

The patient was reluctant to change to an
intravenous regimen and remained asymp-
tomatic from her disease. Upon FDA approval of
neratinib in combination with capecitabine for
HER2? MBC, lapatinib was replaced with nera-
tinib 240 mg qd with continuation of the same
dose of capecitabine (1000 mg bid) based on
prior tolerability. The patient received prophy-
lactic loperamide 4 mg tid but paused the regi-
men after 4 days because of grade 2 nausea and
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grade 1 to 2 constipation. She then reinitiated
neratinib with a DE schedule, starting at
120 mg/day with prophylactic loperamide 4 mg
bid, with improved tolerability. She was able to
titrate the neratinib dose to 160 mg/day after
1 week, to 200 mg/day after 2 additional weeks,
and to 240 mg/day by week 5. The patient was
able to continue on therapy with loperamide
bid with regular bowel movements and no fur-
ther nausea. Three months into treatment with
neratinib plus capecitabine, the patient had a
near-complete radiographic response, with
residual scarring in the areas of prior pulmonary
nodules. She remains free of recurrent diarrhea.

DISCUSSION

The patient cases presented in this series pro-
vide examples of proactive management of
diarrhea in patients with HER2? ESBC and
MBC treated with neratinib. In four of five
cases, diarrhea was managed with neratinib DE,
and antidiarrheal prophylaxis with loperamide
plus colestipol was used in the remaining case.
Management of diarrhea allowed all patients to
remain on therapy, although two patients were
unable to reach or maintain the full approved
dose, in one case because of diarrhea and the
other because of PPE.

Management of diarrhea with neratinib DE
and antidiarrheal prophylaxis in this series is
consistent with results from the CONTROL trial
[38]. Neratinib DE was effective for managing
and possibly reducing neratinib-associated
early-onset diarrhea in cases 1, 2, 3, and 5,
allowing therapy continuation. Three patients
reached the full dose, and one patient was able
to titrate to her maximum tolerable dose. DE
was more effective for diarrhea management
than loperamide prophylaxis in case 5, consis-
tent with results from CONTROL [38], in which
antidiarrheal prophylaxis with loperamide
alone was not as successful as neratinib DE.
Results from CONTROL showed that 2-week
neratinib DE with loperamide PRN was associ-
ated with the lowest rate of both diarrhea-as-
sociated discontinuation (3.3% vs. 4–20%) and
all-grade constipation (33% vs. 57–75% in pro-
phylaxis cohorts with mandatory loperamide

and 38% with mandatory colestipol/loperamide
PRN) [38] as well as a higher mean cumulative
dose of neratinib compared to ExteNET
(67,364.0 mg vs. 54,193.9 mg) [31, 38, 39].
Notably, neratinib DE was effective for manag-
ing neratinib-induced diarrhea in the patient
with MBC described in case 5, consistent with
the FDA-approved dosing strategy for MBC in
addition to ESBC [31]. Because early-onset
diarrhea may lead to neratinib discontinuation,
proactive management of diarrhea with nera-
tinib DE may allow for continuation of therapy
across neratinib treatment settings.

Antidiarrheal prophylaxis with loperamide
and colestipol was effective for managing diar-
rhea during the early course of treatment in case
4, although neratinib dose reduction was
eventually required because of subsequent PPE.
Prophylactic loperamide and colestipol reduced
the incidence and severity of diarrhea in CON-
TROL, resulting in a diarrhea-related discon-
tinuation rate of 4%; however, as described
above, prophylactic strategies were associated
with a higher rate of GI adverse events com-
pared to DE [38]. In addition, these regimens
may be more inconvenient for patients because
of the number of pills/tablets required per day.

Although neratinib DE was used in most of
the cases described here, some escalation
schedules differed from the DE schedules eval-
uated in CONTROL (Fig. 1) [38]. Several patients
in this series initiated neratinib on longer or
slower DE intervals as a precaution due to
comorbidities or other considerations that
could increase the likelihood of discontinua-
tion, suggesting that extended DE strategies
may be an option. As described in case 3, for
patients with slower DE or other interruptions,
oncologists may consider prolonging the course
of therapy to make up for missed doses.

The patient cases described in this series
suggest that neratinib-associated diarrhea is
generally manageable, even in patients with
potentially complicating comorbidities. In the
extended adjuvant setting, neratinib has been
shown to offer greater benefit in patients with
hormone receptor–positive, lymph node–posi-
tive disease who were B 1 year from completion
of trastuzumab, but patients with clinically
significant GI comorbidities were excluded from
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ExteNET [12]. However, results reported in case
4 of this series demonstrate that a patient with
well-managed Crohn’s disease was able to
complete the entire course of neratinib with
implementation of prophylactic antidiarrheal
treatment. Similarly, patients with HER2? MBC
who had previously been treated with an anti-
HER2 TKI were excluded from NALA [26]. The
patient described in case 5 achieved disease
response to neratinib plus capecitabine imme-
diately following treatment with lapatinib plus
capecitabine by managing neratinib-induced
diarrhea and maintaining adherence to therapy
using DE. These results suggest that some
patients excluded from previous trials may be
able to tolerate neratinib and thereby experi-
ence potential clinical benefit, meriting addi-
tional evaluation in an expanded patient
population.

This case series highlights the importance of
provider-patient communication in establish-
ing patient expectations and managing adverse
effects of neratinib. Early conversations may

help identify patient concerns and manage
expectations about long-term therapy [41, 42].
As described in case 5, some patients may prefer
the convenience of oral therapy, which is also a
consideration during the COVID-19 pandemic
to minimize in-person visits [43]. Likewise,
reducing the incidence of severe diarrhea may
decrease inpatient admissions or reduce the
need for administering additional supportive
care measures in a clinical setting, thereby
decreasing contact with the health care system.
Providing patients with a written plan during
early consultations may alleviate anxiety and
establish expectations for treatment [41],
although the plan may change based on clinical
factors. The patient described in case 2 was
enrolled in a patient management program
through a specialty pharmacy, which aug-
mented educational counseling at neratinib
initiation and provided additional support for
managing adverse effects. As described in this
case and in case 1, frequent contact at initiation
of neratinib may be beneficial, and pharmacists

Fig. 1 Neratinib initiation strategies described in this case
series. DE strategies evaluated in CONTROL are shown
for comparison [38]. aPatient was unable to escalate to
240 mg/day because of grade 2 to 3 diarrhea and instead
maintained a 3-day repeating dose pattern. bIn combina-
tion with capecitabine (1000 mg bid). Patient reinitiated

neratinib with DE after poor tolerability with a starting
dose of 240 mg/day and prophylactic loperamide. bid,
twice daily; DE, dose escalation; PRN, as needed; qd, daily;
qw, every week; q2w, every two weeks; tid, three times daily
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and advanced practice providers can play an
important role in treatment optimization [44].

As described above, results from the CON-
TROL trial suggest that proactive diarrhea
management with antidiarrheal prophylaxis or
DE of neratinib from a lower starting dose can
reduce the incidence, duration, and severity of
neratinib-associated diarrhea in patients with
early-stage breast cancer [38]. The 2-week DE
schedule (week 1 = 120 mg/day, week
2 = 160 mg/day, week 3 and onwards:
240 mg/day) has been included in the FDA label
for both HER2? ESBC and MBC since June 2021
[31]. An alternative DE schedule with a panel
recommendation to start neratinib at a dose of
120 mg/day with PRN loperamide and escalate
the dose by 40 mg/day each week until patients
reach the recommended dose of 240 mg/day of
neratinib has also been published [45].

CONCLUSIONS

In summary, this case series shows that nera-
tinib-associated diarrhea can be effectively
managed with neratinib DE from a lower initial
starting dose or prophylactic antidiarrheal
medications in a real-world clinical setting.
Widespread adoption of the strategies described
here may allow more patients to adhere to
neratinib therapy and thereby improve clinical
outcomes for patients with HER2? breast can-
cer treated with neratinib.
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