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Substance: 

tegafur/gimeracil/oteracil 

 

Brand Name:Teysuno 

 

Originator/licensee:Nordic 

Group B.V. 

 

Classification:NI 

 

ATC code:L01BC53 

 

OrphanStatus: 

Eu: No 

Us: - 

 

Mechanism of action:  

Tegafur, after absorption, is 

converted into the anti-cancer 

substance 5-FU; gimeracil is a 

DPD inhibitor to prevent 

degradation of 5-FU by the 

body; oteracil is an 

OPRTinhibitor that decreases 

the activity of 5-FU in normal 

gastrointestinal mucosa. The 

combination of tegafur, 

gimeracil, and oteracil was set 

to maintain 5-FU exposure and 

thus sustain anti-tumour 

activity while reducing toxicity 

associated with 5-FU alone [1]. 

Authorized Indication:  

EMA:tegafur/gimeracil/oteracilas 

monotherapy or in combination 

with oxaliplatin or irinotecan, 

with or without bevacizumab, for 

the treatment of pts with 

metastatic colorectal cancer for 

whom it is not possible to 

continue treatment with another 

fluoropyrimidine due to HFS or 

cardiovascular toxicity that 

developed in the adjuvant or 

metastatic setting [2]. 

 

Route of administration:OS 

 

Licensing status 

EU CHMP P.O. date:16/12/2021 

FDA M.A. date: - 

 

EU Speed Approval Pathway:No 

----- 
ABBREVIATIONS: 

5-FU: 5-fluorouracil 

AEs: Adverse Events 

CHMP: Committee for Medicinal 

Products for Human Use 

CI: Confidence Interval 

DPD:dihydropyrimidine 

dehydrogenase  

EGFR: epidermal growth factor 

receptor 

HFS: Hand-foot syndrome 

IV: intravenous 

LV: Leucovorin 

M.A.: Marketing Authorization 

mCRC: metastatic colorectal cancer 

OPRT:orotate 

phosphoribosyltransferase 

OR: Odds Ratio 

P.O.: Positive Opinion 

Pts: patients 

SoC: Standard of Care 

S-1: tegafur/gimeracil/oteracil 

TRAE: Treatment-related adverse 

event 

VEGF: vascular endothelial growth 

factor 

 

Summary of clinical EFFICACY: 

SALTO study (NCT01918852) was an open-label, randomized, phase III trial in which 161 mCRC pts (≥ 18), in whom first-

line fluoropyrimidine monotherapy was indicated, were randomized 1:1 between capecitabine(n=81) or S-1 (n=80). Pts 

received either capecitabine (1250 mg/m
2
 orally for pts <70 years; 1000 mg/m

2 
for pts ≥70 years, twice daily on days 1-

14) or S-1 (30 mg/m
2
orally twice daily on days 1-14) in 3-weekly cycles, with bevacizumab optional in both groups.The 

primary endpoint was the incidence of any grade HFS, as assessed by both physicians and pts. 

The incidence of any grade HFS as assessed by local investigators was 73% (n=58) in the capecitabine group and 45% 

(n=36) in the S-1 group (OR = 0.31 [95% CI, 0.16-0.60], p=0.0005). The incidence of any grade HFS as assessed by the pts 

was 84% (n=42) in the capecitabine group and 58% (n=33) in the S-1 group (OR = 0.26 [95% CI, 0.10-0.64] p=0.004) [3]. 

 

Summary of clinical SAFETY: 

The incidence of grade 3HFS as assessed by the investigators was 21% (n=17) in the capecitabine group and 4% (n=3) in 

the S-1 arm. The incidence of grade3HFS as assessed by pts was 18% (n=9) in the capecitabine arm and 5% (n=3) in the S-

1 arm. Other AEs are listed in the table below. One patient in the S-1 group died due to bevacizumab-related bowel 

perforation and one patient in the capecitabine group died due to sepsis which was possibly related to the treatment. 

Three pts in the S-1 group and two pts in the capecitabine group were hospitalized due to TRAEs [3]. 

 

 Capecitabine (n=80) S-1 (n=80) 

Diarrhoea 48% 69% 

Anorexia 29% 41% 

Stomatitis 24% 26% 

Nausea 39% 44% 

Vomiting 19% 30% 

Dehydration 5% 6% 

Fatigue 74% 79% 

Hypertension 35% 43% 

Proteinuria 9% 16% 

Thrombocytopenia 3% 0 

 

Ongoing studies: 

● For the same indication:Yes 

● For other indications:Yes 

Discontinued studies (for the same indication):Yes 
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Cost of therapy: 

In Italy 42 capsules of tegafuvir15 mg 

/gimeracil4.35 mg /oteracil11.8 mg 

cost€121.11* [4]. 

*Ex-factory price 

 

Epidemiology: 

Approximately 43,700 new diagnoses 

of colorectal cancer are estimated in 

2020in Italy. In 2021, 21,700 deaths are 

estimated (11,500men; 10,200women). 

Survival at five years after diagnosis in 

Italy is 65.3% in men and 66.3% in 

women [5]. 

 

POSSIBLE PLACE IN THERAPY 

SoC for the majority of pts is the 

combination of 5-FU/LV with either 

oxaliplatin or irinotecan together with a 

monoclonal antibody against either 

VEGF or EGFR. 

IV 5-FU can be replaced by the oral 

fluoropyrimidine capecitabine either in 

combination with oxaliplatin or 

irinotecan [6]. 

 

OTHER INDICATIONS IN 

DEVELOPMENT: Yes (Cervical cancer, 

Gastric cancer, Non-small cell lung 

cancer) [7]. 

 

SAME INDICATION IN EARLIER LINE(S) 

OF TREATMENT:- 

 

OTHER DRUGS IN DEVELOPMENT for 

the SAME INDICATION: Yes (Cediranib, 

Anlotinib, Regorafenib…) [7]. 

 

*Service reorganization Y/N: No 

*Possible off label use Y/N: Yes 

 

 


