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Abstract

Aim: The aim of this study was to evaluate the impact of MRI performed three months after treatment on further
follow-up interventions and outcome in patients with uterine cervical carcinoma treated with definitive
chemoradiotherapy.

Methods: Sixty consecutive women diagnosed with uterine cervical cancer FIGO 2009 stage IB1-IVA during 2011-
2012 treated with definitive chemoradiotherapy/radiotherapy with curative intent at the Department of
Gynaecological Oncology at Karolinska University Hospital were retrospectively included. A review of MRI reports
and medical records with focus on follow-up interventions associated to imaging was performed.

Results: On follow-up MRI three months post treatment, 29/60 women had complete remission (mrCR), 24/60
women had partial remission (mrPR) and 7/60 had progressive disease (mrPD). In patients with mrCR, no
additional procedures were performed. The group with mrPR had 27 additional MRIs, 3 PET/CT examinations and
9 biopsy procedures, none leading to diagnosis of residual tumour. Locoregional control rate was 96% after 6.5
months (median). No patient had cervical relapse only; 2/53 had cervical relapse in combination with non-regional
lymph nodes and distant relapse. There was no statistically significant difference in overall survival between
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patients with mrCR and mrPR (HR = 2.2, P = 0.21).

Conclusion: Patients with residual changes on MRI at three months post treatment have a low risk for locoregional
recurrence. If this is not recognised, follow-up MRI results in unnecessary additional procedures with low impact on
treatment outcome. Further studies are needed regarding the most appropriate imaging modality and timing of
post-treatment evaluation.

Keywords: Uterine cervical carcinoma, chemoradiotherapy, locoregional control, MRI, post-radiation changes,
relapse, residual tumour, natural course

INTRODUCTION

Uterine cervical carcinoma (CC) is the fourth most common malignancy among women worldwide and the
fourth leading cause of cancer-related death in this group. Around 85% occur in less developed regions'.
CC commonly affects young women, with a peak incidence in Sweden at the age of 30-50 and about two-
thirds of the cases occur before 60 years of age. In Sweden, 533 new cases were reported to the National
Cancer Registry in 20197

Forty per cent of patients have locally advanced disease at diagnosis (FIGO 2009 stage 1B2-IVA), and
standard treatment since early 2000 is a combination of external beam radiation therapy, brachytherapy and
chemotherapy [definitive chemoradiotherapy (CRT)]. If there is parametrial invasion and/or pathological
lymph nodes on MRI, patients with clinically staged FIGO 2009 stage IB1 sometimes also receive definitive
CRT"*. In 2018, the FIGO staging system was revised to include lymph node status on imaging or
pathology”.

In locally advanced CC, at least one third of the patients later develop recurrence or progressive disease after
definitive CRT. Most recurrences occur within 2-3 years after the primary treatment"”. About 20% of the
recurrences are locoregional, while the majority consist of non-regional lymph node metastases and/or
distant metastases". Local recurrences can be treated by salvage hysterectomy in selected cases"”, while
regional and distant metastases are mainly treated with chemotherapy or radiotherapy (depending on the
extent and localisation).

Magnetic resonance imaging (MRI) has become the imaging modality of choice for pre-treatment T-staging
of locally advanced stages greater than FIGO 2009 IB1 to delineate tumour, estimating tumour size and
location, invasion of the parametria, infiltration of the pelvic side walls and adjacent organs'™*. In the
Stockholm-Gotland region, patients referred to Karolinska University Hospital since 2003 for CC all have
MRI of the pelvis as a routine part of the pre-treatment workup.

MRI is also used for follow-up after treatment with CRT to evaluate treatment response'”. The treatment
effect on the tissues makes it difficult to differentiate between changes caused by radiotherapy from
presence of residual tumour, especially if the MRI is performed shorter than three months after completed
treatment!”.

In cases of complete response, no further MRI is usually performed. However, when there is only a partial
response on MRI at three months, the most appropriate management is a more difficult decision as the
natural course and potential spontaneous regression of the lesion is not known. In dubious cases, a new
MRI may be performed no sooner than after an additional eight weeks"*.
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Current surveillance routines lack evidence regarding the most effective workup to diagnose recurrence that
would determine long-term outcome. The best timing for follow-up with MRI is not known, nor is the most
appropriate management depending on the result of MRI.

The aim of this study was therefore to retrospectively investigate the results of MRI performed at three
months after CRT and evaluate its impact on further follow-up interventions and outcome regarding
relapse and survival.

METHODS
Study population
Patients were identified in the Swedish Quality Registry of Gynaecological Cancer.

The inclusion criteria were all women diagnosed with primary CC FIGO 2009 stage IB1-IVA treated with
radiotherapy/CRT with curative intent at the Department of Gynaecological Oncology at Karolinska
University Hospital in Stockholm between 2011 and 2012. Exclusion criteria were metastatic disease before
first follow-up MRI after treatment, history or diagnosis of another malignancy during follow-up or
contraindications to MRIL

A review of medical records and MRI reports regarding date of and age at diagnosis, smoking, histology,
FIGO stage, lymph node metastases, treatment, date of therapy (start and finish), date for evaluation of
treatment, date of MRI examinations, MRI reports, localisation and time of relapse, last date of follow-up,
status at follow-up and date of death was performed. The patients were followed in retrospect until 15
December 2017.

Of 173 women diagnosed with biopsy-verified CC, 113 were excluded for reasons shown in Figure 1. The
final study group consisted of 60 patients.

All patients underwent clinical examination under general anaesthesia and staging according to FIGO
2009". Cystoscopy and rectoscopy were only performed in cases of clinical suspicion of tumour
involvement of bladder or rectum. Patients performed an MRI a median 26 days (range 8-104 days) before
treatment and 3 months (range 2-4 months) after the treatment was finished. The result of the pre-
treatment MRI affected treatment decision, but not the clinical FIGO staging. Before treatment, all patients
also performed a CT scan of the abdomen and thorax.

MRI

All MRI examinations three months after finished treatment were performed at the same department. Seven
MRI examinations were obtained in other institutions, two pre-treatment and five post-treatment (median
45 months, range 29-69 months), but reviewed at Karolinska University Hospital.

MRI at Karolinska was performed using a 1.5 T system (Siemens AERA, Erlangen, Germany or Philips
Achieva, Philips Medicial Systems Best, The Netherlands) using a body array coil. To reduce degradation of
imaging quality due to bowel motion, an anti-peristaltic agent (glucagon 1 mg, Novo Nordisk, Buscopan 20
mg, Sanofi Aventis) was administered intramuscularly.

For assessment of locoregional disease, high-resolution sagittal and transverse T2-weighted turbo spin-echo
sequences of the lesser pelvis were performed followed by transverse T1-weighted turbo spin-echo sequence
to evaluate lymph nodes and bone marrow. T2-weighted oblique turbo spin-echo images parallel and
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Figure 1. Reasons for exclusion.

perpendicular to the cervix were then obtained. The upper abdomen was examined using respiratory
triggered T2-weighted turbo spin-echo technique and T1-weighted gradient echo images with fat saturation
before and after intravenous administration of standard dose (0.2 mL/kg body weight) i.v. gadolinium
chelate contrast agent (gadoterate meglumine, DOTAREM, Guerbet France), from the top of the liver to the
promontory. Finally, the lesser pelvis was examined with a T1-weighted fat saturated post-contrast
sequence.

Two patients (3%) did not receive i.v. contrast during their pre- or post-treatment MRI, one because of
impaired renal function and one who refused i.v. contrast. From May 2012, diffusion-weighted gradient-
echo EPI sequences with b values of 50 and 800 s/mm?, respectively, from the top of the liver to below the
symphysis were added to the protocol"”. In total, 24/60 (40%) and 34/60 (57%) had DWTI included in their
MRI protocol before treatment and three months after the end of CRT, respectively.

Follow-up (FU) MRI within 2-4 months after the end of CRT was classified as three months (FU MR3m).
FU MRI within 5-7 months after the end of CRT was classified as six months (FU MRem).

All MR examinations were prospectively interpreted as part of the clinical routine by two radiologists, at
least one of them with experience in gynaecological imaging. Tumour response on MRI at three months was
evaluated by comparing with baseline pre-treatment MRI.

Treatment

Patients were treated with EBRT (3D conformal external beam radiotherapy, intensity-modulated
radiotherapy or volumetric arc therapy) and intracavitary brachytherapy (ICBT). Radiotherapy was
completed in a median of 44 days (range 37-65 days). The standard dosage was 45 Gy to the whole pelvis
and 50 Gy to the tumour volume as SIB (simultaneous integrated boost) in 25 fractions.

ICBT was given with pulsed-dose-rate (PDR), 2-3 times, except for some patients who received high-dose-
rate (HDR), 3-4 times. The PDR was given with 8 Gy/fraction and HDR with 6 Gy/fraction with dose
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prescription to ICRU (International Commission of Radiation Unit) point A and orthogonal X-rays for
treatment planning. The ICBT was given once a week during the last weeks of EBRT. Patients (n = 5) who
could not receive ICBT had an EBRT boost to the central tumour with 2 Gy daily up to a total dose of 66-76
Gy.

Patients with para-aortic lymph node metastases on the pre-treatment MRI received an extended field
radiation up to the level of T12-L1 (45 Gy in 25 fractions). An additional sequential boost was given to the
lymph node metastases with a daily fraction size of 2 Gy to a total dose of 55-64 Gy (depending on
localisation and size of the lymph node metastasis).

All patients were planned to receive concurrent weekly intravenous chemotherapy (cisplatin, 40 mg/m?), six
cycles. Due to comorbidities, 8/60 (13%) patients could not receive concurrent cisplatin.

Follow-up

According to the 2008 Swedish regional treatment guidelines, MRI was performed three months after the
completion of CRT for treatment evaluation. In cases of complete response, no additional MRI was
performed. All patients had clinical examinations at the Department of Gynaecologic Oncology at
Karolinska University Hospital every third month the first year and every fourth month the second year.
Later clinical controls were performed in outpatient care every sixth month for another three years".

Recurrence was defined as a biopsy- or cytology-verified new tumour discovered after FU MR3m in a
patient with no evidence of disease at MR3m.

Retrospective evaluation of MRI reports
According to the retrospective evaluation of radiology reports of FU MR3m, locoregional treatment
response was defined as:

- Complete remission (mrCR): No described residual tumour within the irradiated area.

- Partial remission (mrPR): Any statement in the report indicating remaining signal intensity changes in the
cervical area where residual tumour could not be excluded, with or without a recommendation to perform
an additional follow-up MRIL

- Stable disease (mrSD): Tumour extent or size similar to that before treatment.

- Progressive disease (mrPD): Any description of increase in extent or size of tumour or lymph nodes or the
development of new lesions.

Statistics

Before analysis, some of the data were processed. The patients were divided into four groups: FIGO 2009
stage IB1-1B2, IIA-IIB, IITA-IIIB and IVA, respectively. Histology was divided into squamous and non-
squamous including adenocarcinoma and adenosquamous. Tumour size on pre-treatment MRI was divided
into 2-4 and > 4 cm. Smoking habits were divided into two groups: never smokers and present/previously
smokers. Associations between categorical variables were tested using the Pearson’s Chi-square test or the
Fisher’s exact test when appropriate.
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The follow-up time for the whole group was calculated from the date of FU MR3m to the date of death or
date of last follow-up. Time to first recurrence for patients with mrCR and mrPR was calculated from the
date of FU MR3m. Time to death was calculated from the date of FU MR3m.

Opverall survival was illustrated using Kaplan-Meier curves and the hazard ratios were estimated with Cox
PH regression analysis. Univariable and multivariable/multiple analysis were calculated using Cox PH
regression. P-values < 0.05 were considered statistically significant.

RESULTS

Clinical and histopathological characteristics and status at last follow-up of the 60 patients in the study are
described in Tables 1 and 2. FU MR3m was assessed as complete response (mrCR) in 29 patients (48%),
partial response (mrPR) in 24 (40%) and progressive disease (mrPD) in 7 patients (12%). No patients had
mrSD.

Management of patients with mrPR

In 14/24 patients assessed as mrPR, there were measurements of the suspected residual tumour ranging 0.5-
5 cm. In the remaining 10 patients, there were no measurements of residual tumour in the radiology reports
but descriptions such as areas of incomplete fibrosis, remaining inhomogeneous signal changes or increased
contrast enhancement.

No additional procedures were performed in the group with mrCR at FU MR3m. In the group with mrPR
on FU MR3m, the following additional procedures were performed because of suspected residual tumour:
27 MRIs, 3 FDG-PET/CT examinations and 9 biopsy procedures [Figure 2].

On average, each patient with mrPR had almost two additional procedures. None of these additional
procedures led to diagnosis of residual disease or recurrence. The FDG-PET/CTs showed complete
metabolic response in all cases. In none of the biopsies taken due to suspected residual cervical tumour on
FU MR3m were viable tumour cells found.

Twelve of the 24 patients in mrPR (50%) were finally assessed as CR, although there was almost no change
in the MRI appearance of their suspicious residual cervical tumour on further follow-up examinations, after
a median time of nine months (range 6-14 months). The locoregional control rate was 96% after a median
time of seven months (range 3-14 months) in the group with mrPR and for the entire study population 92%
after a median time of three months (range 2-14 months) after FU MR3m.

There was no significant difference between those who had MRI with DWT protocol or not in the
distribution of mrCR and mrPR at FU MR3m (data not shown).

Recurrence and survival

Thirteen out of 53 patients (25%) relapsed during time of follow-up. Table 3 shows the locations of relapses
in one or multiple organ systems for the mrCR and mrPR groups. In total, 5/53 patients (9%) relapsed
within the previously irradiated area. None of the patients had recurrent disease in the cervix or regional
lymph nodes only. Two patients with mrPR had local recurrence in the cervix in combination with distant
metastases (non-regional lymph nodes and peritoneal carcinomatosis) after 12 and 56 months, respectively.
Patients with mrCR had distant recurrences alone in 80%, compared to 38% in the mrPR group. The
recurrences were mostly discovered due to symptoms that generated medical contact and not on routine
check-ups. Median time to recurrence in mrCR and mrPR from FU MR3m was 15 months (range 3-33
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Table 1. Clinical and histopathological characteristics

Variables Whole group (n = 60) mrCR(n=29) mrPR(n=24) mrPD(n=7) P-value
Age, years

Median (range) 56 (25-85) 54 (27-75) 59 (35-85) 54 (25-81) NS
Smoker*, n (%)

Yes 14.(23) 7 (24) 4.Q17) 3(43) NS
No 24 (40) 13 (45) 9(4) 2(29)

Previously 22 (37) 9 (3N 1(46) 2(29)

Histology, n (%)

Squamous 49 (82) 24(83) 19 (79) 6 (86) NS
Non-squamous 108) 507) 521 1014)

FIGO stage, n (%)

1B1/1B2 12 (20) 10 (34) 2(83) 0 0.041
I1A/11B 32 (53) 15 (52) 14 (58) 3(43)

IHA/1IB 15 (25) 3(10) 8(33) 4.(57)

IVA 12 1(3) 00 0(0)

Primary tumour size™, n (%)

2-4cm 20 (33) 14.(48) 6 (25) 0 NS
>4cm 34(57) 14 (48) 14.(58) 6 (86)

Not measured 6 (10) 1(3) 4(17) 1014)

Parametrial invasion**, n (%)

Yes 52 (87) 22 (76) 24 (100) 6 (86) NS
No 7(12) 6 (21 00 1014)

Uncertain 1(2) 1(3) 00 0

Lymph node metastasis**, n (%)

Yes (pelvic) 25(42) 10 (34) 1(46) 4(57) NS
Yes (pelvic and para-aortic) 2(3) 0(0) 2(8) 00

No 32(53) 19 (66) 10 (42) 3(43)

Uncertain 1(2) 0 14 0
Chemoradiation, n (%)

Yes 52(87) 28 (97) 19(79) 5N NS
No*** 8 (13) 13 5@D 2(29)

Relapse****, n (%)

Yes 13 (25) 507) 8(33) NA** = NS

*At time of diagnosis; **on initial MRI before treatment; ***radiation only; ****local, regional and/or distant (n = 53); *****NA: not applicable.

Table 2. Results at last follow-up

Status at last follow-up, n (%) Whole group (n = 60) mrCR (n = 29) mrPR (n = 24) mrPD (n=7)
Follow-up time* median (range) 58 (1-76) 59 (7-75) 58 (17-76) 9 (1-40)

Alive without CC 41(68) 25(86) 16 (67) 00

Palliative treatment for CC 12 0(0) 1(4) 0(®

Dead because of CC 16 (27) 4(4) 6 (25) 6 (86)

Dead because of other causes 2(3) 00 1(4) 1014)

*From follow-up MRI three months post treatment, in months.

months) and 22 months (range 3-56 months), respectively.
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Table 3. Location of recurrence in patients with mrCR and mrPR on FU MR3m (n =13)

Location of recurrence (n) mrCR (n) mrPR (n)
Cervix alone (0) 0 0
Pelvic lymph nodes alone (0) 0 0
Paraaortic lymph nodes alone (1) 0 1
Distant alone (7) 4 3
Cervix and pelvic lymph nodes (0) 0 0
Cervix, pelvic lymph nodes and distant (O) 0 0
Cervix and distant (2) 0 2
Pelvic lymph nodes and distant (3) 1 2
25
20
L5
10
S
0 ||
mrCR (n =29) mrPR (n = 24)
M Patients with additional investigations: MRI, PET/CT, biopsies (n=23)
I Relapse irradiated area only (n =0)
W Relapse irradiated area and distant (n = 5)
Relapse distant only, including paraaortic lymph nodes (n = 8)

Figure 2. Additional investigations and relapse in mrCR and mrPR.

Of the 13 patients who had a relapse, 2 (15%) were alive and disease-free on follow-up. One patient received
radiotherapy due to a para-aortic lymph node metastasis and the other received chemotherapy due to lung
metastasis, 22 and 5 months from FUMR3m, respectively.

There were no statistically significant differences in overall survival (OS) between the groups with mrCR
and mrPR at FU MR3m (HR = 2.2, P = 0.21). However, patients with mrPD at FU MR3m had significantly
worse OS with a median survival time of nine months (range 1-40 months, HR = 30, P < 0.0001) [Figure 3].
Three-year absolute survival rate was 85%, 89%, 78% and 14% for the whole group, mrCR, mrPR and mrPD,
respectively. Five-year absolute survival rate was 81%, 85%, 74% and 0%, respectively. There was no
difference in overall survival OS after recurrence between the two groups (mrCR and mrPR).
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Figure 3. Overall survival illustrated using Kaplan-Meier curves.

DISCUSSION

This retrospective study was performed to assess the impact of FU MR3m after CRT of CC on further
follow-up interventions and outcome regarding relapse and survival. There is sparse literature investigating
this issue.

Due to suspicious remaining cervical tumour in 38% of the patients, several additional procedures were
performed up to one year after the end of treatment. Thus, FU MR3m in this setting had a high impact on
further clinical management, although none of these procedures resulted in findings of residual disease, i.e.,
vital tumour tissue. In more than half of the patients with mrPR, the appearance of the post-treatment
changes remained on repeated MRI examinations, although not consisting of residual tumour. The
locoregional control rate for the patients with mrPR on FU MR3m and for the entire study population was
very high (96% and 92%, respectively), which is similar to what has been reported previously™.

Only two patients had cervical relapse, combined with distant metastasis. Similar to previous studies, one
quarter of the patients in our study relapsed, but none in the group with mrCR had cervical relapse®*?.
There was a higher rate of recurrences in mrPR compared to mrCR at FU MR3m, but the difference was not
statistically significant. Interestingly, most patients with mrCR recurred with distant metastasis alone,
compared to patients with mrPR where 38% had a combination of locoregional and distant recurrences.
Patients with mrCR also recurred earlier than those with mrPR. However, there was no significant
difference in overall survival between mrCR and mrPR; only patients with mrPD on FU MR3m had a
significantly worse survival. This indicates that the result on FU MR3m had low impact regarding relapse
and survival in patients with mrCR and mrPR.
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Kim et al."" reported the disease course in 53 patients with stage IB1-IVA with residual disease using MRI
three months after CRT for locally advanced CC. They found that 60% of the patients with residual tumour
at three-month follow-up did not show further progression without any treatment and concluded that
careful observation with close follow-up might be feasible in selected patients, especially those with a

residual tumour size < 2 cm!™'.

In our study, some patients had residual changes measuring up to 5 cm and yet did not later have cervical
relapse. We also found that patients with mrPR significantly more often had advanced FIGO stage than the
mrCR group and that the mrPR group had larger tumours than the mrCR group, but the difference was not
significant. This might indicate that, in patients with more advanced stage and larger tumours, it might take
a longer time to reach radiological complete remission in the cervix.

To our knowledge, the present study is the only one in the literature, besides the one by Kim et al.", which
has reported on the course and management of suspected residual disease on MRI in a material where all
patients have been selected to careful observation and not salvage hysterectomy.

The strength of this study is that it is a thorough and long follow-up of a consecutive and population-based
(registry-based) patient material in an area where there is a lack of knowledge on the appropriate post-
treatment follow-up with MRL

There are several limitations with this study. First, it is a retrospective study including only a relatively small
number of patients. The inclusion period is not recent, and there has been a change in the latest Swedish
National Guidelines for CC, where the recommendation for pre-treatment evaluation now is MRI and
PET/CT and for post-treatment evaluation MRI or PET/CT 3-6 months after treatment.

In clinical practice, the MR examinations were reviewed by several radiologists. In the study, no MR images
were reviewed; only the radiology reports and medical records were reviewed. Not all patients had the same
MRI protocol since diffusion weighted sequences were added to the protocol in May 2012, about half-way
through the study.

The optimal timing for evaluation of the therapeutic response to definitive CRT is controversial because the
regression pattern of the tumour is variable due to heterogeneity of the cervical tumour and the
responsiveness to radiotherapy. In addition, the optimal imaging modality for treatment control is
controversial. Monitoring with repeated MRI, other imaging modalities and investigations are resource
demanding for the healthcare system. In addition, the patients invested time to do the examinations, and
associated anxiety waiting for the results must also be considered.

MRI three months after treatment is probably too early to evaluate locoregional response; however, many of
the patients with remaining lesions in the cervix still had signal changes far after six months, and in some
cases the signal changes never disappeared during follow-up. In fact, current treatment results in high
locoregional control with a low frequency of relapses in previously irradiated areas. Better methods are
needed for more accurate characterisation of remaining signal changes on MRI. Since many patients had
residual changes without significance on repeated follow-up MRI and recurrence outside the irradiated area
is of greater concern, PET/CT may be a better modality for treatment evaluation, although its availability
must be considered.
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The type of imaging and timing of post-treatment evaluation need to be further studied, but it probably
should be more individually planned in the future depending on tumour characteristics, risk of recurrence
and treatment response during chemoradiotherapy. The main challenge in this patient group is prevention
and discovery of distant relapses and to find out what characterises the patients who never reach
locoregional control and/or develop distant metastases.

In conclusion, if residual changes are found on treatment response evaluation with MRI of the irradiated
area at three months after the end of CRT and regarded as remaining tumour, this may lead to unnecessary
additional investigations without impact on patient outcome. Instead, a remaining lesion with uniform low
signal intensity on T2-weighted images should possibly be recognised as a potential complete response. In
addition, absent contrast enhancement and no restricted diffusion may support this assumption but needs
to be further evaluated in future studies.

Whether other or additional imaging modalities should be considered for the most appropriate treatment
evaluation and avoidance of unnecessary investigations must be further investigated. However, well-
designed clinical trials also including PET/CT and multiparametric MRI (or PET/MRI) aimed at patients
with residual disease resulting in appropriate response criteria are needed to elucidate the most appropriate
management, careful observation or intervention, optimal timing and method of imaging and for early
detection of recurrences outside the irradiated area, which might increase survival for patients with uni- or
oligofocal metastasis.
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