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Tritace Comp 2.5mg/12.5mg & Tritace Comp 5mg/25mg, tablets.
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Ramipril & Hydrochlorothiazide
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Essential Hypertension.
Tritace Comp is indicated in patients whose blood pressure cannot be adequately lowered with
ramipril alone.
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4.3 Contraindications

Concomitant use with sacubitril/valsartan therapy (see sections 4.4 and 4.5).

4.4 Special warnings and precautions for use

(NEP) inhibitors (such as racecadotril). The combination of ramipril with
sacubitril/valsartan is contraindicated due to the increased risk of angioedema (see
sections 4.3 and 4.5).

Non-melanoma skin cancer

An increased risk of non-melanoma skin cancer (NMSC) [basal cell carcinoma (BCC)
and squamous cell carcinoma (SCC)] with increasing cumulative dose of
hydrochlorothiazide (HCTZ) exposure has been observed in two epidemiological studies
based on the Danish National Cancer Registry. Photosensitizing actions of HCTZ could
act as a possible mechanism for NMSC.

Patients taking HCTZ should be informed of the risk of NMSC and advised to regularly
check their skin for any new lesions and promptly report any suspicious skin lesions.
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Possible preventive measures such as limited exposure to sunlight and UV rays and, in
case of exposure, adequate protection should be advised to the patients in order to
minimize the risk of skin cancer. Suspicious skin lesions should be promptly examined
potentially including histological examinations of biopsies. The use of HCTZ may also
need to be reconsidered in patients who have experienced previous NMSC (see also
section 4.8).

4.5 Interaction with other medicinal products and other forms of interaction

Contra-indicated combinations

The concomitant use of ACE inhibitors with sacubitril/valsartan is contraindicated as this
increases the risk of angioedema (see sections 4.3 and 4.4). Treatment with ramipril
must not be started until 36 hours after taking the last dose of sacubitril/valsartan.
Sacubitril/valsartan must not be started until 36 hours after the last dose of TRITACE
COMP.

Sacubitril/valsartan
The concomitant use of ACE inhibitors with sacubitril/valsartan is contraindicated as this
increases the risk of angioedema.

4.8 Undesirable effects

Common | Uncommon Very rare | Not known
Neoplasms Non-melanoma skin
benign, cancer* (Basal cell
malignant and carcinoma and Squamous
unspecified cell carcinoma)
(incl cysts and
polyps) *Non-melanoma skin
cancer: Based on available
data from epidemiological
studies, cumulative dose-
dependent association
between HCTZ and NMSC
has been observed (see
also sections 4.4 and 5.1).
Eye disorders Visual Xanthopsia, lacrimation
disturbance decreased due to
including hydrochlorothiazide;
blurred vision, Secondary acute angle-
conjunctivitis closure glaucoma and/or
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acute myopia due to
hydrochlorothiazide

5.1 Pharmacodynamic properties

Non-melanoma skin cancer:

Based on available data from epidemiological studies, cumulative dose-dependent
association between HCTZ and NMSC has been observed. One study included a
population comprised of 71,533 cases of BCC and of 8,629 cases of SCC matched to
1,430,833 and 172,462 population controls, respectively. High HCTZ use (= 50,000 mg
cumulative) was associated with an adjusted OR of 1.29 (95% ClI: 1.23-1.35) for BCC
and 3.98 (95% CI: 3.68-4.31) for SCC. A clear cumulative dose response relationship
was observed for both BCC and SCC. Another study showed a possible association
between lip cancer (SCC) and exposure to HCTZ: 633 cases of lip-cancer were matched
with 63,067 population controls, using a risk-set sampling strategy. A cumulative dose-
response relationship was demonstrated with an adjusted OR 2.1 (95% CI: 1.7-2.6)
increasing to OR 3.9 (3.0-4.9) for high use (~25,000 mg) and OR 7.7 (5.7-10.5) for the
highest cumulative dose (~100,000 mg) (see also section 4.4).
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