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SUMMARY

Introduction Colorectal cancer is the third most common cancer and one of the leading causes of
cancer-related deaths in men and women worldwide. The contemporary multidisciplinary approach has
decreased rates of local recurrence and improved outcomes in metastatic colorectal cancer. We present a
case of a primarily metastatic rectal cancer patient who underwent multidisciplinary planned treatment
and showed complete response with now three years disease-free survival.

Case outline A 61-year-old female was diagnosed with a TAN2M1a rectal adenocarcinoma at the age
of 58. She underwent six cycles of systemic chemotherapy capecitabine-oxaliplatin plus bevacizumab
with partial response confirmed by diagnostic imaging procedures. According to multidisciplinary
board decision, preoperative radiotherapy treatment was administered with concomitant capecitabine-
based chemotherapy. A 50.4 Gy total dose was delivered with 1.8 Gy fraction dose. After concomitant
chemoradiotherapy treatment, two more cycles of systemic chemotherapy capecitabine-oxaliplatin
plus bevacizumab were administered. One month after completion of systemic chemotherapy, primary
rectal cancer was operated with a complete response on histopathologic specimens. Six weeks following
previous surgery, metastasectomy of lung deposits was performed; histopathology confirmed metastatic
adenocarcinoma of colorectal origin. Three more cycles of postoperative chemotherapy capecitabine-
oxaliplatin plus bevacizumab were administered.

Conclusion On regular follow-up, no evidence of disease was shown, with disease-free survival of three
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years. The treatment improved the patient’s quality of life.
Keywords: chemotherapy; radiotherapy; rectal cancer; stage IV; surgical treatment

INTRODUCTION

Colorectal cancer (CRC) is the third most
common cancer and one of the leading causes
of cancer-related deaths in men and women
worldwide [1]. Approximately 30% of CRC
refers to rectal cancer (RC), which is associ-
ated with poorer clinical outcomes. Metastases
will occur in 20-50% of patients with RC [2, 3].
Contemporary multidisciplinary planned treat-
ment has decreased rates of local recurrence in
RC and improved outcomes in metastatic CRC
(mCRC) [4]. It is important to evaluate charac-
teristics of patients and of the disease, such as
the extent of primary and metastatic disease,
in order to select and deliver the appropriate
treatment. The goal is personalized medicine,
to individualize the treatment according to the
patient and the disease [5].

We report a case of a primarily metastatic
RC patient who underwent multidisciplinary
planned treatment and showed a complete
response with now three years disease-free
survival.

CASE REPORT

The patient was diagnosed with stage IVa RC
at the age of 58. She had been suffering from
symptoms of hemorrhoid disease for several
years. In December 2016, shortly after the on-
set of new symptoms indicative for CRC, such
as rectorrhagia, changes in bowel habits, fre-
quent tenesmus, the patient was diagnosed with
metastatic RC. The patient’s baseline Eastern
Cooperative Oncology Group performance sta-
tus (ECOG PS) was 1. Digital rectal examina-
tion revealed tumor mass related to RC. Serum
levels of tumor markers (carcinoembryonic an-
tigen, carbohydrate antigen 19-9) were within
normal ranges. Colonoscopy performed in
January 2017 showed a tumor mass in the rec-
tum with the distal end located 7 cm from the
anal verge. Histopathology (HP) examination
revealed an exulcerated invasive rectal adeno-
carcinoma, G1. Magnetic resonance imaging
(MRI) of the abdomen and the pelvis (Figure
1a) performed in January 2017 showed a 7-cm-
long tumor mass in the rectum located within 8
cm of the anal verge, which occupied entire co-
lon lumen in its caudal part, and predominantly
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Figure 1. Initial magnetic resonance imaging of the abdomen and the pelvis in the axial plane: (A) on post-contrast TTw sequence, a tumor
mass located in the rectum, penetrating all layers of the poster wall and infiltrating perirectal fat up to 30 mm, expanding to the mesorectal
fascia bilaterally (mrT3d stage, MF+); (B) and (C) on post-contrast T1FSw sequence, cysts and hemangiomas in the liver (no metastatic lesions)

Figure 2. Initial contrast-enhanced chest computed tomography in the axial, coronal, and
sagittal planes showing multiple nodular and excavated nodular lesions in both lungs: in the
apical segment of the upper right lobe 12 mm, in the apicoposterior segment of the upper
left lobe 11 mm, in the anterior segment of the upper left lobe 10 mm, in the superior seg-
ment of the upper right lobe 20 mm; bilaterally in basal segments one change on each side
of the lung was described, measuring 12 mm in the right lung and 20 mm in the left lung

Figure 3. 18F-FDG positron emission computed tomography scans in the axial and coro-
nal planes after systemic chemotherapy, demonstrating four nodular lung lesions with an
increased uptake of the radiopharmaceutical

approximately 10 mm from the sacral
bone. Lymph nodes in perirectal fat were
enlarged, measuring 8 mm in diameter.
The initial stage estimated according to
the MRI was T3d, N2, circumferential
resection margin +. In liver, two hem-
angiomas were shown in the third and
the sixth segment, as well as four cysts
in the second and the seventh segment
(Figure 1b-c).

Chest computed tomography (CT)
performed in January 2017 showed six
nodular lung lesions, measuring < 20
mm in the greatest diameter (Figure 2).

The pretreatment stage was deter-
mined as T4AN2M1a (IVa) according to
the American Joint Committee of can-
cer, seventh edition. According to the
protocol, the treatment started with six
cycles of systemic chemotherapy (CTx)
including capecitabine-oxaliplatin
(CAPOX) plus bevacizumab. Oxaliplatin
(100 mg/m?) and bevacizumab (400
mg) were administered as intravenous
infusion on day 1 every three weeks.
Capecitabine was given orally in an ap-
propriate dose divided into two split
doses for 14 days, followed by seven
days’ rest, repeated every three weeks.
In May 2017, after completion of six
cycles of systemic CTx, partial response
of primary RC and lung deposits was
confirmed in accordance with Response
Evaluation Criteria in Solid Tumors
guidelines. MRI of the abdomen and
the pelvis showed a post-therapy al-
tered tumor mass located within 8 cm
of the anal verge, involving entire cir-
cumference and penetrating all layers
of the colon, with its thickening up to
10 mm (previously it was 30 mm, then
14 mm). Chest CT was described as in
regression with an unchanged number
of lung lesions.

both lateral and posterior colon walls in its cranial part. According to a multidisciplinary board decision, pre-
The tumor penetrated all layers of the posterior and both  operative three-dimensional conformal radiotherapy (RT)
lateral colon walls and infiltrated perirectal fat up to 30 treatment (6-MV photon posterior direct field, 15-MV
mm, expanded to the mesorectal fascia bilaterally, reaching ~ photon opposed two lateral fields) was administered with
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Figure 4. Magnetic resonance image of the pelvis after chemoradio-
therapy of rectal cancer, in axial T2w sequence demonstrating com-
plete regression of the rectal tumor

concomitant CTx. A 50.4 Gy total dose with 1.8 Gy in
28 fractions was given five times a week. Concomitant
capecitabine-based CTx (825 mg/m?*) was administered
twice daily, five days a week during RT. Treatment-related
toxicity during chemoradiotherapy (CRT) included diar-
rheas and tenesmus. In July 2017, after CRT completion,
two more cycles of systemic CTx CAPOX plus bevacizum-
ab were administrated. Because of adverse events during
CTx, such as sensory neuropathy, hand-foot syndrome,
and neutropenia, doses of oxaliplatin and capecitabine
were reduced.

In August 2017, fluoro-2-deoxy-D-glucose positron
emission CT (F-FDG PET-CT) showed four lung le-
sions with an increased uptake of the radiopharmaceutical,
while uptake of the pharmaceutical in the rectum was not
detected (Figure 3). Complete regression of the primary
tumor was described. Chest and abdomen CT from August
2017 showed stable disease. Pelvis MRI was also performed
in August 2017 and revealed complete regression of the
rectal tumor (Figure 4).

One month after systemic CTx completion, our patient
underwent surgical treatment — low anterior resection of
the rectum with coloanal anastomosis was performed;
HP results showed no evidence of malignancy. Six weeks
following previous surgery, metastasectomy of the lung
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deposits was performed; HP results confirmed meta-
static adenocarcinoma of colorectal origin. From January
to March 2018, three more cycles of postoperative CTx
CAPOX plus bevacizumab were administrated with a total
of 11 cycles of CTx. Treatment-related toxicity included ox-
aliplatin-induced allergic reaction, due to which premedi-
cation was prescribed. In March 2018, chest-abdomen-
pelvis CT showed no signs of local recurrence (Figure 5).

Chest-abdomen-pelvis CT scans performed in March
2019 showed no evidence of disease. Further follow-up
included serum tumor markers, which were within normal
ranges, and "*F-FDG PET-CT showed no signs of local
recurrence, nor pathological lymph nodes. The patient is
ECOG PS zero with a disease-free survival period of three
years. The treatment has improved the patient’s quality
of life.

Informed consent was obtained from the patient for
publication of this report and any accompanying images.

DISCUSSION

Previous studies reported that 20% of patients with CRC
have distant metastasis at presentation and that 20-50% of
patients with RC developed metastatic disease, mostly in
the liver, lung, peritoneum, bone and extra-regional lymph
nodes [2, 6-9]. These patients have a five-year survival
of 13.1% compared to 90.1% for non-metastatic patients
[9]. Due to the progress in personalized medicine, sig-
nificant development has been reached in the treatment
of patients with mCRC, which has encouraged a more de-
veloped collaboration between multidisciplinary teams
and led to progress in survival rate and median survival
duration [10, 11, 12]. According to the European Society
for Medical Oncology consensus guidelines, a patient with
mCRC may reach an overall survival of 30 months as a re-
sult of a treatment decision reached multidisciplinary [11,
13]. Nevertheless, the median overall survival in patients
with mCRC has increased and it has been reaching over
40 months in molecularly selected patients [4]. A previ-
ously published randomized phase III study that evaluated
the use of bevacizumab in combination with oxaliplatin-
based CTx as the first-line therapy in mCRC, had shown

Figure 5. Chest computed tomography in axial planes after lung metastasectomy demonstrating no signs of metastatic recurrence; only fibrotic
changes are visible
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that the use of bevacizumab to oxaliplatin CTx improved
progression-free survival, whereas overall survival differ-
ences and response rate were not improved by the addition
of bevacizumab [14].

There are still some issues in the treatment of mCRC
that need to be clarified, such as the best treatment modal-
ity, which regimens to administer in different patients and
situations, when to start and when to finish treatment if a re-
sponse is seen. According to Foubert et al. [15], patients with
mCRC can be candidates for multiple lines of therapy. The
decision should be based on characteristics of the patient
and cancer including tumor biology, and it also depends
on previously used therapies. In patients with unresectable
mCRCs, multiple lines of therapy should be assessed. The
never-used agent should be considered if the patient has not
already been treated with all major CTx agents; also, a drug
previously used with a good response could be reintroduced.
Various options can be discussed, patients should be con-
sidered for inclusion in clinical trials [15].

A study by van Dijk et al. [16], which included 50 adult
patients with primary metastasized RC, has shown that
radical surgical treatment of all tumor sites conducted af-
ter short-course RT and bevacizumab plus CAPOX com-
bination therapy may potentially enable the treatment of
metastatic disease and good control of the primary RC.
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For patients with metastatic RC and resectable pri-
mary tumor, as well as lung or liver metastases, the resec-
tion of both tumor sites is recommended [17]. Surgical
treatment for liver and pulmonary metastases in selected
mCRC patients may improve survival and prognosis. The
tive-year survival for mCRC patients with liver metastases
who underwent surgical treatment reaches 58%, whereas
the survival rate for mCRC patients with liver metastasis
without surgical treatment ranges 20-24 months [18, 19].
Pulmonary resection for metastases from CRC may im-
prove survival in selected patients. Thus, the outcome may
vary due to the timing of surgical treatment [20]. Yamada
etal. [21] showed that a follow-up of nine months from the
date of pulmonary metastasis diagnosis to metastasectomy
is associated with improved prognosis [21].

In our patient, the collaboration of multidisciplinary
cancer management team supported by evidence-based
guidelines made it possible to achieve better local control
and longer survival followed by improved quality of life.
With advances in cancer treatment modalities, comprising
surgery, radiotherapy, and systemic treatment, we hope
that the number of cancer survivors with metastatic disease
will be significantly increased.
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[a nu ce MYATUANCUUNAUHAPHUM NMPUCTYNOM Y iIeYeby MOKe HOGEAMTM

METaCTaTCKU KapLUHOM peKTyma?

Cy3aHa CrojaHoBuNh-PyHauh'? BecHa MnewnHau-KapanaHyuh'?, JeneHa [leposuh-Crojakosuh', HeHag Mujankosuh?,
BrioneTa Lkperma®, Hebojwa Munetnh', Anekcangpa hypuh-CredaHoBuh>*
"MHcTuTyT 33 oHKonorujy 1 paguonorujy Cpbuje, KnuHuka 3a pagnonoLuKy oHKonorujy 1 aujarHoctuky, beorpag, Cpbuija;

2Ynusepautet y beorpagy, MegnunHcku pakyntet, beorpag, Cpbuja;

*YHnBep3nTeTCKI KNUHUYKK LieHTap Cpbuje, KnuHuka 3a ractpoeHTteponorujy u xenatonorujy, Oferberbe 3a JUrecTUBHY OHKOMOTnjy,

Beorpag, Cpbuja;

*YH1Bep3UTETCKM KNMHNYKKM LeHTap Cpbuje, Operbetbe 3a furectreHy paguonorujy, LieHtap 3a paguonorujy n MP, Beorpag, Cpbuja

CAMETAK

YBop KonopektanHu kapyuHom je Tpehiv Hajuelwhu KapynHom
1 jefaH je of Bogehux y3poka CMpTW NMOBE3aHMX ca KapLHO-
MMMa KOZ KeHa 1 MyLLKapaLia Wrpom ceeTa. CaBpeMeHUM, Mysi-
TUANCUMMIIVHAPHMM MPUCTYNOM Y Jleuethby CMakeHa je yuec-
TasoCT NojaBe JIOKaJIHOT PeLVAMBA 11 NOBOSbLIAHN CY NCXOAN
neyetba KOJ METacTaTCKOr KoJlopeKTanHor KapLuuHoma. Mprika-
3a11 cmMo 6onecHNLy ca MPYMapPHO METaCcTaTCKVM KapLIMHOMOM
peKTyMa Koja je neyeHa MynTUANCLIIMHAPHUM NPUCTYMOM 1
KOA Koje je ncnosbeH KOMMIETHW O4roBOp Ca Neproaom npe-
XUB/baBakba 6e3 nporpecuje 601ecTy of TPY roANHe.
Mpuka3s 6onecHnka Kop wesgecetjegHoroguwbe 6onec-
HULe NOCTaB/beHa je AnjarHo3a ajeHoKapLuHoOMa pekTyMa
CTaxumpaHor Kao T4N2MTay 58. roamHu xusota. bonecHuua
je npumuna Wwecr uuKnyca cMcTeMcke XxemoTepanuje Kanewm-
TabuHOM/OKcanunnaTMHoMm y3 6eBaLysymab, AnjarHoCTUYKUM
VMULIMHT NpoLiefypama NpoLiereHa je napuujanHa perpecuja.
CxofHo oanyLy MyNTUANCLMIIMHAPHOT TUMa, OPAMHMPaHa je
npeonepaTvBHa pagroTepanija y3 KOHKOMUTaHTHY XeMoTepa-
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nujy KaneunTtabuHom. NMprmereHa je yKynHa gosa og 50,4 Gy
ca nojefnHa4yHoMm fo3om no dpakuuju og 1,8 Gy. Mocne 3aBp-
LeTKa KOHKOMUTaHTHE XeMopaauoTepanuje opanHUpaHa cy
jow ABa LMKAyca ccTeMcKe XxemoTepanuje KaneyutabuHom/
oKcanmnnatiHoMm y3 6esaumdymab. Mecell jaHa nocie 3aBpLueT-
Ka NprIMeHe CUCTEMCKe XeMoTepanuje orneprcaH je nprMapHm
TYMOp peKTyma ca BepudrkoBaHOM KOMMIETHOM perpecunjom
y X1cTonatonoLwKom Hanasy. LLlect Hegerba nocnie NPeTxoAHo
HaBefeHe onepaLuje yurkbeHa je MeTacTasekTomuja Aenosuntay
nnyhrma; X1cTonaTonoLwKy je noTBpheHo NprcycTBo MeTacTat-
CKOT afieHOKapLMHOMa KosiopeKTanHor nopekna. OpanHupaHa
Cy joL TPV LMKAyCa NoCToNepaT!BHe XxeMoTepanuje Kaneyura-
61HOM/0OKcanunnaTuHom y3 6eBaiusymad.

3aksyyak [1py peOBHMM KOHTPONHUM Nperneanma Huje
AOKa3aHo NprcycTBo 6onecTu, Npu Yemy je Neprop Npexu-
B/baBaha 6e3 nporpecuje 6onectn Tpu roguHe. Jlevere je
MonpaBuIO KBANINTET XMBOTa bonecHuLe.

KmbyuHe peun: KapLmHOM pekTyma; paagnoTepanmja; xemoTe-
panuja; XupypLIKo sievere; [V ctagnjym
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