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Risk of non-melanoma skin cancer (basal cell carcinoma, squamous cell carcinoma)
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HCTZ-containing medicinal products are widely used to treat hypertension, as well as cardiac,
hepatic and nephrogenic oedema or chronic heart insufficiency, and other approved indications.

EMA Pharmacovigilance Risk Assessment Committee (PRAC) assessed the available data sources
(i.e. literature, EudraVigilance). Two recent pharmaco-epidemiological studies conducted in Danish
nationwide data sources (including Danish Cancer Registry and National Prescription Registry)
have shown a cumulative dose-dependent association between HCTZ and non-melanoma skin
cancer (basal cell carcinoma, squamous cell carcinoma). Photosensitizing actions of HCTZ could
act as possible mechanism for non-melanoma skin cancer.

One study [1] included population comprised of 71,533 cases of basal cell carcinoma (BCC) and
8,629 cases of squamous cell carcinoma (SCC) matched to 1,430,883 and 172,462 population
controls, respectively. High HCTZ use (=50,000 mg cumulative) was associated with an adjusted




odds ratio (OR) of 1.29 (95% confidence interval (CI): 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.
For example, 50,000 mg cumulative dose corresponds to 12.5 mg HCTZ taken daily for about 11
years.

Another study [2] showed a possible association between lip-cancer (SCC) and exposure to HCTZ:
633 cases of lip-cancer (SCC) were matched with 63,067 population controls, using a risk-set
sampling strategy. A cumulative dose-response relationship was demonstrated with adjusted OR
2.1 (95% CI: 1.7-2.6) for ever-user, OR 3.9 (3.0-4.9) for high use (approximately 25,000 mg) and
OR 7.7 (5.7-10.5) for the highest cumulative dose (approximately 100,000 mg).

Non-melanoma skin cancer is a rare event. Incidence rates highly depend on skin phenotypes and
other factors leading to different baseline risks and varying incidence rates in different countries.
Estimated incidence rates vary across different regions in Europe and are estimated at rates of
around 1 to 34 cases per 100,000 inhabitants per year for SCC and 30 to 150 per 100,000 inhabitants
per year for BCC. Based on the results of the two Danish epidemiological studies, this risk might
increase approx. 4 to 7.7-fold for SCC and 1.3-fold for BCC depending on the cumulative dose of
HCTZ.
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Tritace comp 2.5mg/12.5mg, 5mg/25mg
Co-Diovan® 80/12.5 mg, 160/12.5 mg, 160/25 mg
Atacand Plus

Vector Plus 80/12.5, 160/12.5, 160/25

Lotan Plus

Candor Plus

Cilaril Plus

Kaluril

Ramipril Plus Teva 2.5mg/12.5mg, 5mg/25mg
Candesartan Plus Teva

Ocsaar® Plus

Losarta Plus

Losardex® Plus

Disothiazide® 25
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E-mail: PV.Israel@sanofi.com
Tel. No.: 09-8633700
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Tritace comp 2.5mg/12.5mg
(Ramipril 2.5mg/HCTZ 12.5mg)
Tritace comp 5mg/25mg
(Ramipril 5mg/HCTZ 25mg)

E-mail: Safetydesk.israel@novartis.com
Tel. No.: 03-9201111
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Co-Diovan® 80/12.5 mg
(Valsartan 80mg/HCTZ 12.5mg)
Co-Diovan® 160/12.5 mg
(Valsartan 160mg/HCTZ 12.5mg)
Co-Diovan® 160/25 mg
(Valsartan 160mg/HCTZ 25mg)

E-mail: safety.lsrael@astrazeneca.com
Tel. No.: 09-7406528
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Atacand Plus
(Candesartan Cilexetil 16mg/HCTZ 12.5mg)

E-mail: safety first@unipharm.co.il
Tel. No.: 03-6135050
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Vector Plus 80/12.5

(Valsatran 80mg/HCTZ 12.5mg)
Vector Plus 160/12.5

(Valsatran 160mg/HCTZ 12.5mg)
Vector Plus 160/25

(Valsatran 160mg/HCTZ 25mg)
Lotan Plus

(Losartan 50mg/HCTZ 12.5mg)
Candor Plus

(Candesartan Cilexetil 16mg/HCTZ 12.5mg)
Cilaril Plus

(Cilazapril 5mg/HCTZ 12.5mg)

E-mail: Safety.lsrael@tevapharm.com nir'wyn yavo | Kaluril
Tel. No.: 03-6864000 nrroavn1o | (Amiloride HCI 5mg/HCTZ 50mg)
n"va | Ramipril Plus Teva 2.5mg/12.5mg
(Ramipril 2.5mg/HCTZ 12.5mg)
Ramipril Plus Teva 5mg/25mg
(Ramipril 5mg/HCTZ 25mg)
Candesartan Plus Teva
(Candesartan Cilexetil 16mg/HCTZ 12.5mg)
E-mail: israel.pharmacovigilance@merck.com oxw 7 | Ocsaar® Plus
Tel. No.: 09-9533333 - 9xw) onim | (Losartan potassium 50mg/HCTZ 12.5mg)
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E-mail: drug.safety@cts.co.il nrr'wyn vyd | Losarta Plus

Tel. No.: 1-700-500-220 n"va nim® | (Losartan potassium 50mg/HCTZ 12.5mg)

E-mail: CustomerService@dexcel.com nnaxo 70577 | Losardex® Plus

Tel. No.: 04-6364000 nii7mv | (Losartan potassium 50mg/HCTZ 12.5mg)
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E-mail: CustomerService@dexcel.com n"va 70777 | Disothiazide® 25

Tel. No.: 04-6364000

(HCTZ 25mg)




