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Summary

Background: Resection of the metastatic site is indicated but not always possible in patients
with metastatic colorectal cancer (mCRC) who achieve a partial or complete response (CR)
to induction systemic treatment. CR after systemic treatment alone is uncommon, and even
patients with radiologic CR after induction chemotherapy harbour persistent macroscopic or
microscopic residual disease in more than 80% of cases. Occasionally, some metastatic lesions
disappear radiologically but others persist after induction systemic treatment. The indication
and extent of metastasectomy in these situations is controversial, especially regarding sites
with completely regressed metastases. Case: This case report describes a patient with mCRC
who achieved a long-term response after biochemotherapy and incomplete metastasectomy.
One of the known liver lesions could not be removed due to its disappearance after induction
biochemotherapy with FOLFOX and bevacizumab. Further adjuvant chemotherapy using the
FOLFOX regimen was administered postoperatively. The patient has been meticulously follo-
wed by radiology including repeated positron emission tomography/computed tomography
and magnetic resonance scans, clinical examination and tumour markers. No recurrence of
cancer has been detected after a follow-up of 5 years. Results and Conclusion: CR to systemic
treatment is uncommon, but this case report demonstrates that it can be durable in patients
with colorectal cancer and liver metastases. This case report indicates that some patients with
mCRC can be cured with systemic therapy only, challenging the prevailing paradigm of mCRC
therapy.
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Souhrn

Vychodiska: U pacientl s metastazujicim kolorektalnim karcinomem (metastatic colorectal cancer - mCRC), ktefi dosahli ¢aste¢né nebo UpIné od-
povédi (complete response — CR) na induk¢ni systémovou é¢bu, je resekce metastatické lokalizace indikovana, ale ne vzdy moznd. CR po samotné
systémové [écbé je malo Casta a dokonce i u pacientd s radiologickou CR po indukéni chemoterapii dochézi k pretrvavajici makroskopické nebo mik-
roskopické rezidualni nemoci ve vice nez 80 % pfipadl. U nékterych pacientl dochazi po indukéni systémové 1é¢bé k vymizeni nékterych metastatic-
kych Iézi dle radiologického vysetieni, jiné vsak pretrvavaji. Indikace a rozsah metastasektomie v téchto situacich je kontroverzni, zejména pokud jde
o mista s kompletné regredovanymi metastazami. Pfipad: Kazuistika popisuje lécbu pacientky s mCRC, kterd doséhla dlouhodobé kompletni remise
po biochemoterapii a nelplné metastasektomii. Jedna ze znamych jaternich lézi nemohla byt odstranéna z dlivodu jejiho vymizeni po induk¢ni bio-
chemoterapii FOLFOX a bevacizumab. Dalsi adjuvantni chemoterapie rezimem FOLFOX byla podana po operaci. Pacientka byla déle peclivé sledovéna
pomoci zobrazovacich metod v¢. opakované pozitronové emisni tomografie a magnetické rezonance, klinickym vysetfenim a sledovanim hladin nado-
rovych marker(. Zatim, po 5 letech sledovani, nedoslo k recidivé onemocnéni. Vysledky a zdvér: Kompletni odpovéd na systémovou lé¢bu je u mCRC
neobvyklg, ale, jak ukazuje nase kazuistika, mize byt trvala. Kazuistika demonstruje, Ze néktefi pacienti s mCRC mohou byt vyléceni pouze systémovou

terapii, coz zpochybrnuje prevladajici paradigma Ié¢by mCRC.
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Introduction

Complete response (CR) to chemother-
apy is uncommon in metastatic colo-
rectal cancer (CRC). Even in patients
with radiologic CR after induction
chemotherapy, resection of the invol-
ved metastatic site is indicated if techni-
cally feasible. Persistent macroscopic or
microscopic residual disease or early re-
currence in situ occurred in 83% of liver
metastases with apparent complete re-
sponse on imaging in a study by Benoist
et al. [1]. If patients with radiological CR
of liver metastases do not undergo sur-
gery, the recurrence rates are high [2,3].

We describe a case report of a pa-
tient with two liver metastases of CRC.
One of the lesions was surgically resec-
ted while the other metastasis was not
excised after undergoing CR on induc-
tion chemotherapy. The case report de-
monstrates that systemic treatment can
only in exceptional patients lead to com-
plete and durable CR (“cure”) in metasta-
tic CRC (mCRQ).

Case report

A 33-year-old previously healthy woman
presented with crampy abdominal pain.
There was no weight loss or history of

rectal bleeding. She was referred to
a gastroenterologist to exclude possible
Crohn'’s disease. On abdominal ultraso-
nography, there was a colonic wall thick-
ening of the descending colon and co-
lonoscopy revealed tight stenosis in the
area. A biopsy was taken and histology
demonstrated grade 3 colorectal ade-
nocarcinoma. Levels of tumour mar-
kers, including carcinoembryonic an-
tigen (CEA) and carbohydrate antigen
19-9 (CA19-9) were not increased. There
was no family history of cancer.

Left hemicolectomy with lymphade-
nectomy and peritoneal sampling was

Fig. 1. PET/CT scan at diagnosis clearly
showing two liver metastases (arrows).

The metastasis that was not resected is
marked by full arrow, the metastasis that
was resected is marked by hollow arrow.

Fig. 2. PET/CT after neoadjuvant bioche-
motherapy - activity of liver metastases
is no longer seen.

Fig. 3. PET/CT after 5-year follow-up
showing ongoing complete
response.
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performed. The final diagnosis was colo-
rectal carcinoma stage pT3 pN2 (six po-
sitive lymph nodes of 32 extracted).
Positron emission tomography-compu-
ted tomography (PET/CT) scan detected
two liver metastases in segments Vil and
VI/VII, with diameters of approximately
5mm and 6 mm, resp. (Fig. 1). Pending
evaluation for possible liver metastasec-
tomy, systemic treatment was initiated
and the patients received two cycles of
infusional 5-fluorouracil, leucovorin, and
oxaliplatin (FOLFOX) and bevacizumab.
Bevacizumab was then discontinued be-
cause of the planned hepatic metasta-
sectomy and another cycle of FOLFOX
was administered. Four months after
presentation, the patient underwent
non-anatomic metastasectomy of the
lesion in segment VIII, but the lesion in
segment VI/VIl could no longer be found
either by palpation or by intraoperative
ultrasound. Consequently, no resection
was carried out of the second metastasis.
Pathologic examination of the resected
liver specimen confirmed metastatic co-
lorectal adenocarcinoma. The patient
recovered well from the surgery with
no signs of active disease on imaging
(Fig. 2) and received a further nine cycles
of FOLFOX chemotherapy. Although re-
peated imaging with MR and PET/CT is
not routinely indicated for follow-up of
mCRC patients, due to extremely high
risk of relapse we did carry out monito-
ring using these methods which revea-
led no signs of relapse (Fig. 3). With a fol-
low-up of 5 years after the completion
of treatment, the patient is well and re-
mains free of relapse.

Discussion

Most metastatic solid cancers are tradi-
tionally considered incurable with syste-
mic treatments. Nevertheless, combina-
tion regimens that have been developed
for mCRC provide a significant propor-

tion of pathologic CRs (pCRs). The pro-
portion of patients achieving pCR of liver
metastases after neoadjuvant/induction
chemotherapy is approximately 6-8%
and these patients experience prolon-
ged overall survival [1,4]. It is not known
whether the addition of a targeted
agent increases the rate of pCRin mCRC,
although such result would be expected
as the response rates increase compared
to chemotherapy alone [5]. Certainly,
neoadjuvant biochemotherapy is feasi-
ble and safe in these patients and pCRs
have been reported [6-8].

In contrast to breast cancer, there are
no routinely used radiological tissue
markers for liver metastases form CRC.
Therefore, the disappearance of a liver
metastasis can pose a formidable di-
lemma for the surgeon. A specific prob-
lem arises if some liver metastases re-
gress completely on imaging and the
remaining ones are resectable. The mor-
bidity and mortality of liver metasta-
sectomy is not negligible, however it
represents the only curative option in
this situation. Some surgeons would re-
sect only the radiologically visible le-
sions while others would refrain from
operating. Our case report shows that
to operate in such circumstances is not
unreasonable and cures may result from
such a strategy, albeit in a minority of
patients.

In addition, other aetiology of liver le-
sions needs to be considered in patients
experiencing long-term CR after chemo-
therapy and biochemotherapy, such as
haemangiomas which probably respond
to anti-vascular endothelial growth fac-
tor (VEGF) treatment, although the pub-
lished results are somewhat contradic-
tory [9,10]. Nevertheless, the likelihood
of benign tumours and vascular lesion is
small if several imaging modalities point
to malignant liver lesions, such as in the
patient we describe.

In conclusion, although surgery re-
mains the only curative option for
a great majority of patients with CRC,
there are rare patients who achieve
long-term complete response and are
probably cured after combined systemic
therapy.
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