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AbstrAct 
Colorectal cancer is the most common gastrointestinal malignancy and the third most frequently  

diagnosed cancer worldwide. Trifluridine/tipiracil represents an approved option for the treatment 

of advanced metastatic colorectal cancer in patients who are refractory, or are not considered candi-

dates for currently available therapies. We present a case of a young woman with refractory metastatic 

colorectal cancer treated with this agent as the IV line of chemotherapy in which remarkable prolon-

gation of progression free survival time was observed. 
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IntroductIon
Colorectal cancer (CrC) is the most common gastrointestinal 

malignancy and the third most frequently diagnosed cancer 

worldwide. The incidence of CrC is increasing in asia and Eastern  

Europe, mostly due to the risk factor increase (unhealthy diet, obe-

sity and smoking) [1]. approximately 25% of CrC patients present 

metastases at initial diagnosis, while almost 50% will develop this 

fatal complication in the course of the disease [2]. 

The therapeutic armamentarium of mCrC consists of a continu-

um of care including a sequence of combination chemotherapy 

regimens (including 5-fluorouracil, irinotecan and oxaliplatin) 

associated with biological targeted agents such as anti-vascular 

endothelial growth factor (VEgF) monoclonal antibodies – e.g. 

bevacizumab, and anti-epidermal growth factor receptor (EgFr) 

monoclonal antibodies – e.g. cetuximab [3]. 

Current treatment regimens notably prolonged the median sur-

vival time of patients with mCrC. In recent clinical trials, the me-

dian overall survival (oS) from I line therapy in mCrC has reached 

approximately 30 months. nevertheless additional treatment op-

tions for mCrC patients who have progressed on multiple thera-

pies represent a significant unmet need [4]. 

Trifluridine/tipiracil (FTd/TPI) is a  novel orally administered 

antineoplasmatic thymidine-based nucleoside analog which 

represents an approved option for the treatment of advanced 

metastatic CrC (mCrC) in patients who are refractory, or are not 

considered candidates for currently available therapies [5].

Trifluridine (FTd) which inhibits thymidylate synthase is the ac-

tive cytotoxic component of the FTd/TPI, while TPI improves the 

bioavailability of the latter. additional antineoplasmatic activity 

of FTd/TPI which distinguishes it from traditional fluoropyrimi-

dines results from trifluridine incorporation into dna which final-

ly leads to double-helical dna damage [6]. 

The efficacy of FTd/TPI in the treatment of the refractory mCrC 

has been confirmed in the randomized phase III clinical trial rE-

CoUrSE. Therapy with FTd/TPI, significantly prolonged median 

overall survival (oS) and progression free survival (PFS), improved 

disease control rate and extended median time to deterioration 

of performance status compared to placebo [7].

We present a case of a young woman with refractory mCrC treat-

ed with FTd/TPI as the IV line of chemotherapy in which remarka-

ble prolongation of progression free survival time was observed. 

cAse report
a 26-year-old patient with no history of chronic diseases and no 

treatment used before, in november 2014, underwent sigmoid 

cancer right hemicolectomy due to intestinal obstruction. dur-

ing the procedure, the sigmoid tumor was removed with surgi-

cal margin. Histopathological findings revealed: adenocarcino-

ma invasivum tumor g2. The staging was assessed at pT3n1Mx 

(one metastatic nodules in 32 examined lymph nodes). Comput-

ed tomography performed prior to systemic treatment did not 

reveal dissemination of neoplastic disease. 

after that the patient was qualified for chemotherapy FolFoX4 

(oxaliplatin, fluorouracil). She received 10 infusions planned over 

a  6-month period of treatment, december 2014 – June 2015 

complicated periodically by grade II neutropenia.

In June 2015, CT of the abdomen, pelvis and thorax was per-

formed followed by abdominal MrI, in which hepatic metastasis 

was found in the 4a segment 10 ×11 mm. PET/CT – without other 

dissemination; CEa was 43.1 ng/ml

It was decided to perform metastasectomy of the lesion at the 

general, Transplant and liver Surgery Clinic in Warsaw. The pro-

cedure was performed in September 2015. The lesion in segment 

4a and a single cancer implant in the peritoneum (HP: adenoca 

metastaticum) were removed.

due to the short history, it was decided to include II line chemo-

therapy with FolFIrI (irinotecan, fluorouracil). In the meantime, 

treatment was switched to XElIrI (at the patient’s request). The 

treatment was complicated by hematological toxicity (CTC II neu-

tropenia and CTC II thrombocytopenia) – prednisone induction 

was used with good results. In total, patient received 6 months of 

therapy with hematological complications (from october 2015 

to april 2016).

In May 2016 CT suggested of cysts of ovaries to 5.5 cm. Mutu-

ally. after discussing with the patient, it was decided to refer 

the patient to the gastrointestinal Surgery Clinic of the Medi-

cal University in lublin for HIPEC (Hyperthermic Intra-Peritoneal 

Chemotherapy). This procedure was performed on June 2016 

with removal of the reproductive organ and peritoneal lesions 

(HP:  adenocarcinoma metastaticum). 

due to the HIPEC procedure, the patient was referred again for 

CT examination (PET/CT was considered as non-diagnostic due 

to the above-mentioned therapy). In July 2016 CT suggested of 

the lesion in the area of IVC d. 23 × 12 mm at the level of the orig-
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ination of common iliac vessels; CEa 2.2 ng/ml. In September 

2016 PET/CT dissemination to the retroperitoneal lymph nodes 

as in CT; CEa 4.6 ng/ml. after discussing with the patient, it was 

decided to attempt stereotactic radiotherapy of lesions near the 

aorta at the UCK oncology Clinic in Katowice.

Stereotactic radiotherapy was performed in november 2016.

after 4 months of observation, the CEa marker increased again 

to 7.2 ng/ml (March 2017), and in CT the features of pulmonary 

dissemination and progression in retroperitoneal cavity occured. 

after excluding mutations in the KraS, nraS and BraF genes 

in histopathological specimen, it was decided to start palliative 

therapy with cetuximab in line III. The CEa marker was 7.2 ng/ml. 

Treatment was carried out with a scheme of every 7 days from 

March 2017 to october 2017. Treatment was tolerated well.

In october 2017, the CEa marker again (sensitivity of the test 

positive for the patient) increased from 7.2 ng/ml in March 2017 

to 18.4 ng/ml. In addition, in CT there were progression features 

according to rECIST. It was decided to include TaS-102 in thera-

py. She received a dose of 2 × 50 mg on days 1st–5th and 8th–12th 

on a 28-day cycle.

already during TaS-102 therapy, neutropenia in CTC II grade and 

a slow increase in the CEa marker from 80 to 132 ng/ml were ob-

served, without progression in imaging studies. Patient reported 

CTC weakness as the main ailment. The second course was given 

with a week delay after obtaining an increase in neutrophilia. It 

was recommended to include prednisone 20 mg 3 days before 

the next chemotherapy course in order to improve bone marrow 

function parameters.

after 3 and 6 months of treatment, computed tomography of the 

chest and abdominal cavity with pelvis was performed, where 

the stabilization was found according to the rECIST scale. 

In the subsequent months of therapy, the patient reported in-

creasing fatigue, which interfered with her daily duties, the pa-

tient’s general condition was assessed at WHo 1.

In another tomographic examination performed on June 2018 

(before the sixth course), progression of changes compared to 

the previous study was found. TaS-102 intake was withheld. due 

to the patient’s relatively good general condition, but periodic 

depression, it was proposed to include another chemotherapy 

line – mitomycin/capecitabine. The patient received treatment in 

the above-mentioned schedule, from december 2018 to Febru-

ary 2019 she obtained a significant regression of the CEa marker 

after just one month of treatment, however, due to clinical pro-

gression (obstruction), therapy was stopped and the patient was 

referred for further symptomatic treatment at Home Hospice.

dIscussIon
according to the current guidelines of European Society for 

Medical oncology (ESMo) and the statement of the European 

Medicines agency (EMa) trifluridine/tipiracil is the oral agent 

approved in the palliative setting for the treatment of mCrC in 

patients who are refractory, or are not considered candidates for 

currently available therapies [5, 8].

The basis for introducing the FTd/TPI to the current oncological 

guidelines were the spectacular results of the rECoUrSE clinical 

trial published in “new England Journal of Medicine” in 2015. 

all patients were pretreated with fluoropyrimidine, oxaliplatin, 

irinotecan, bevacizumab and – for patients with KraS wild-type 

tumors – with cetuximab or panitumumab. Furthermore, about 

60% of patients in both arms received four or more therapeutic 

regimens prior to randomization. 

In the rECoUrSE trial therapy with FTd/TPI, significantly pro-

longed median overall survival (oS) compared to placebo (7.1 vs. 

5.3 months; hazard ratio (Hr) 0.68; p < 0.0001). In addition, FTd/

TPI significantly prolonged median progression free survival 

(PFS); 2.0 vs. 1.7 months; Hr = 0.48; p < 0.0001), improved disease 

control rate and extended median time to deterioration of perfor-

mance status compared to placebo. The most common adverse 

events during treatment with FTd/TPI were haematological and 

gastrointestinal and were observed more often during the first 

dosing cycle of the studied drug. The main dose-limiting toxic-

ity in rECoUrSE was neutropenia observed in 66% of patients. 

There was no difference between the two groups in the develop-

ment of stomatitis, hand-foot syndrome, or cardiac events. 

our case concerned a “typical” patient with mCrC qualified for 

the rECoUrSE study, i.e. not eligible or refractory for currently 

available therapies. despite the significant advancement of the 

neoplastic process, the therapy with FTd/TPI was well tolerated 

for a long time and the side effects were controlled without ma-

jor clinical problems.

Considering the median PFS difference between FTd/TPI and 

placebo of 0.3 months reported in rECoUrSE trial, the absolute 

8 months PFS observed in our patient is clinically meaningful. 
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conclusIon
our clinical observation confirms that FTd/TPI can be considered 

as a new valid option for chemotherapy in mCrC patients who 

have exhausted any chance of treatment. at the same time, it 

confirms the importance of the continuum of care in the treat-

ment strategy of mCrC. 
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