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Capecitabine Teva 150 mg FCT 95801 15530 471 150 2V > 205897

Capecitabine Teva 500 mg FCT  m928m 15520 )71 500 ¥av 1220897

Contains: 259807 WINA IV oY

Capecitabine 150 mg, 500mg per tablets
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Adjuvant Colon Cancer:

Capecitabine Teva is indicated for the adjuvant treatment of patients following surgery of stage I1I
(Dukes stage C) colon cancer.

Colorectal Cancer:

Capecitabine Teva is indicated for the treatment of patients with advanced or metastatic colorectal
cancer.

Advanced gastric cancer:

Capecitabine Teva is indicated for first line treatment of advanced gastric cancer in combination with
chemotherapy.

Breast Cancer Combination Therapy:

Capecitabine Teva in combination with docetaxel is indicated for the treatment of patients with
metastatic breast cancer after failure of prior anthracycline-containing chemotherapy.

Breast Cancer Monotherapy:

Capecitabine Teva is also indicated for the treatment of advanced or metastatic breast cancer after
failure of standard therapy including a taxane unless therapy with a taxane is clinically contraindicated.
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4.3 Contraindications

[...]
o [npatients-with-known complete absenee-ef-dihydropyrimidine dehydrogenase (DPD)

aetrvitydeficiency (see section 4.4),
[...]

4.4 Special warnings and precautions for use

[...]

Dihydropyrimidine dehydrogenase (DPD) deficiency

Rarebyunexpeeted;severeDPD activity is rate limiting in the catabolism of 5-fluorouracil (see
section 5.2). Patients with DPD deficiency are therefore at increased risk of fluoropyrimidines-related
toxicity ¢e-g—including for example stomatitis, diarrhoea, mucosal inflammation, neutropenia and

neurotoxicityy-asseeiated-with-5-FU-has-been-attributed-to-a-deficiency-of DPD-activity.

DPD-deficiency related toxicity usually occurs during the first cycle of treatment or after dose increase.

Complete DPD deficiency
Complete DPD deﬁmencv is rare (0.01-0. 5% of Caucaswms) Patlents with omplete lew—er—absem—DPD
deﬁc1ency are at hlgh Aty v : 3 I'lSk for

Partial DPD deficiency

Partial DPD deficiency is estimated to affect 3-9% of the Caucasian population. Patients with partial DPD
deficiency are at increased risk of severe and potentially life-threatening toxicity.
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treated-with-extreme-caution-and-freq i ne-with-dose-adjusmentaccording to-toxieity: A
reducedreduectionofthe starting dose inthese-patients-may-should be considered to limit this aveid
serieus-toxicity. DPD deficiency should be considered as a parameter to be taken into account in
conjunction with other routine measures for dose reduction.

Initial dose reduction may impact the efficacy of treatment. In the absence of serious toxicity, subsequent

doses may be increased with careful monitoring.

Testing for DPD deficiency

Phenotype and/or genotype testing prior to the initiation of treatment with Xeloda is recommended
despite uncertainties regarding optimal pre-treatment testing methodologies. Consideration should be
given to applicable clinical guidelines.

Genotypic characterisation of DPD deficiency
Pre-treatment testing for rare mutations of the DPYD gene can identify patients with DPD deficiency.

The four DPYD variants ¢.1905+1G>A [also known as DPYD*2A], ¢.1679T>G [DPYD*13], ¢.2846A>T
and ¢.1236G>A/HapB3 can cause complete absence or reduction of DPD enzymatic activity. Other rare
variants may also be associated with an increased risk of severe or life-threatening toxicity.

Certain homozygous and compound heterozygous mutations in the DPYD gene locus (e.g. combinations
of the four variants with at least one allele of ¢.1905+1G>A or ¢.1679T>G) are known to cause complete
or near complete absence of DPD enzymatic activity.

Patients with certain heterozygous DPYD variants (including ¢.1905+1G>A, ¢.1679T>G, c.2846A>T and
c.1236G>A/HapB3 variants) have increased risk of severe toxicity when treated with fluoropyrimidines.

The frequency of the heterozygous c.1905+1G>A genotype in the DPYD gene in Caucasian patients is
around 1%, 1.1% for ¢.2846A>T, 2.6-6.3% for ¢.1236G>A/HapB3 variants and 0.07 to 0.1% for
c.1679T>G.

Data on the frequency of the four DPYD variants in other populations than Caucasian is limited. At the
present, the four DPYD variants (c.1905+1G>A, ¢c.1679T>G, ¢.2846A>T and c.1236G>A/HapB3) are
considered virtually absent in populations of African (-American) or Asian origin.

Phenotypic characterisation of DPD deficiency
For phenotypic characterisation of DPD deficiency, the measurement of pre-therapeutic blood levels of
the endogenous DPD substrate uracil (U) in plasma is recommended.
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Elevated pre-treatment uracil concentrations are associated with an increased risk of toxicity. Despite
uncertainties on uracil thresholds defining complete and partial DPD deficiency, a blood uracil

level > 16 ng/ml and < 150 ng/ml should be considered indicative of partial DPD deficiency and
associated with an increased risk for fluoropyrimidine toxicity. A blood uracil level > 150 ng/ml should
be considered indicative of complete DPD deficiency and associated with a risk for life-threatening or
fatal fluoropyrimidine toxicity.
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