
No. Name of Drug Active Ingredient Updated Section Update Date of Update MAH

Undesirable effects

Addition of "Increased appetite" with Frequency ‘not known’:  under 

Metabolism and nutrition disorders.      Addition of "somnolence," with frequency "common very 

rare" under     Nervous system disorders      

Special Warnings 

and precautions for 

use

Addition of "Desloratadine should be administered with caution in patients with medical or 

familial history of seizures, and mainly young children, being more susceptible to develop new 

seizures under desloratadine treatment. Healthcare providers may consider discontinuing 

desloratadine in patients who experience a seizure while on treatment."

Special precautions 

for use

Revision of text to read " The concomitant use of potassium-sparing diuretics, potassium 

supplements and potassium containing salt substitutes, or other drugs that may increase serum 

potassium (e.g., trimethoprim-containing products with losartan/hydrochlorothiazide is not 

recommended" 

Interaction with 

other medicinal 

products and other 

forms of interaction

Revision of text to read "As with other medicinal products that block angiotensin II or its effects, 

concomitant use of other medicinal products which retain potassium (e.g. potassium-sparing 

diuretics: amiloride, triamterene, spironolactone) or may increase potassium levels (e.g. heparin, 

trimethoprim-containing products), potassium supplements or salt substitutes containing 

potassium may lead to increases in serum potassium. Co-medication is not advisable."

Fertility, pregnancy 

and lactation Change of wording from lactation to breasfeeding.

Undesirable effects

Addition of "Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. 

It allows continued monitoring of the benefit/risk balance of the medicinal product."

28-Feb-19Losartan potassiumCozaar2 MSD

The underlisted safety variations have been submitted by Marketing Authorization Holders (MAHs) and approved by the Food and Drugs Authority in line with the Variation Guidelines for Allopathic Medicines.These safety 

variations are being shared with healthcare professionals and patients.

Safety Updates

1 Aerius Desloratadine 13-Dec-18 MSD
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Special precautions 

for use

Revision of txt to read "The concomitant use of potassium-sparing diuretics, potassium 

supplements and potassium containing salt substitutes, or other drugs that may increase serum 

potassium (e.g., trimethoprim-containing products with losartan/hydrochlorothiazide is not 

recommended"                                                                                                                                                                                                                   

Addition of "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 exposure has been 

observed in two epidemiological studies based on the Danish National Cancer Registry. 

Photosensitizing actions of hydrochlorothiazide could act as a possible mechanism for NMSC." 

under Hydrochlorothiazide

Special precautions 

for use

Patients taking hydrochlorothiazide 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. 

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 hydrochlorothiazide may also need to be reconsidered in 

patients who have experienced previous NMSC " under Hydrochlorothiazide.

Interaction with 

other medicinal 

products and other 

forms of interaction

Revision of text to read " 

As with other drugs that block angiotensin II or its effects, concomitant use of potassium-sparing 

diuretics (e.g. spironolactone, triamterene, amiloride), potassium supplements or salt substitutes 

containing potassium or other drugs that may increase serum potassium (e.g., trimethoprim-

containing products may lead to increases in serum potassium. Co-medication is not advisable." 

under Losartan.

Undesirable effects

Addition of " Neoplasms benign, malignant and unspecified (incl cysts and polyps)

Adverse reaction: Non-melanoma skin cancer (Basal cell carcinoma and Squamous cell carcinoma)

Frequency: not known

Description of selected adverse reactions Non-melanoma skin cancer: Based on available data 

from epidemiological studies, cumulative dose dependent association between HCTZ and NMSC 

has been observed

Pharmacological 

properties

Addition of "Non-melanoma skin cancer: 

Based on available data from epidemiological studies, cumulative dose-dependent association 

between HCTZ and NMSC has been observed.

" under Pharmacodynamic properties.

28-Feb-19 MSD3

Cozaar comp 

and  Fortzar 

Tablets

 Losartan potassium/ 

hydrochlorothiazide
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Contraindications

Do not use this product if you are allergic to terbinafine or one of the other components.

As the experience in children under 12 years of age is limited, the use of LAMISIL is not 

recommended in children under 12 years of age.

Precautions

What precautionary measures should be observed when using LAMISIL?

LAMISIL cream should only be used externally.

If product accidentally gets into your eyes, rinse eyes thoroughly with running water. See your 

doctor if you are still in any discomfort. Should be kept out of the sight and reach of children.

Infants must not be allowed to come into contact with any treated skin, including the breast. For 

external use only. Do not use in the mouth or swallow. Not suitable for fungal nail infection. If you 

have a fungal nail infection (fungus inside and under the nail), with discoloration of the nails and 

change in nail texture (thick, flaky), you should see your doctor. Be aware that in rare cases the 

underlying fungal infection may be aggravated. If applied to face keep away from your eyes.

                                                                                                                                                                                                                                                  

Important information about some of the ingredients

Cream

Cetyl alcohol and stearyl alcohol: which may cause local skin reactions (e.g. contact dermatitis). 

Please inform your doctor or pharmacist if you suffer from other illnesses, allergies or use other 

medicines for internal or external use (even under self-medication!).

Pregnancy and 

lactation

LAMISIL should not be used during pregnancy unless clearly necessary.

Seek medical advice if you are pregnant or planning to become pregnant before taking terbinafine-

containing products.

Terbinafine is excreted in breast milk. Therefore mothers should not use LAMISIL whilst breast 

feeding. In addition, infants must not

be allowed to come into contact with any treated skin, including the breast.

Fertility: No effect of terbinafine on fertility have been seen in animal studies.

4 GlaxoSmithKline24-Jan-19Terbinafine HydrochlorideLamisil Cream

Page 3 of 8



No. Name of Drug Active Ingredient Updated Section Update Date of Update MAH

4 Lamisil Cream Terbinafine Hydrochloride
Dosage and Method 

of use

How is LAMISIL used?

For use on the Skin?

For adults and children above 12 years: before applying LAMISIL, carefully wash the affected parts 

with a cotton wool pad and warm

water and then dry carefully.

Apply LAMISIL to the affected parts and surrounding areas and rub in gently to ensure 

penetration.                                                                                                                                                                                                          

Direction for use

Clean and dry the affected skin and surrounding areas and wash your hands.

Unscrew the cap, and if using for the first time, use the point in the cap to pierce the top of the 

tube, then gently squeeze the tube.

Apply enough cream to put a thin layer on the affected skin and surrounding areas. Rub in gently.

Replace the cap on the tube.

Wash your hands so that you do not spread the infection on to yourself or on to others.

If you are treating an infection in skin folds you can cover the treated area with a gauze strip, 

especially at night. If you do, use a fresh,

clean gauze strip each time you apply the product.

24-Jan-19 GlaxoSmithKline
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Duration of normal treatment

For adults and children above 12 years:

Athlete’s foot, superficial skin mycoses: apply once a day for 1 week. Skin candidiasis: apply 1–2 

times a day for 1-2 weeks.

Pityriasis versicolor: apply 1–2 times a day for 2 weeks.

Plantar-type tinea pedis: apply twice a day for 2 weeks.

In the case of intertriginous infections (submammary, interdigital, intergluteal, inguinal) the 

application may be covered with a gauze strip, especially at night. In order to avoid any relapse, 

follow the treatment as described above. If after one week there is no improvement, consult your 

doctor. Please observe the dosage indicated in this information leaflet or prescribed by your 

doctor. If you feel that efficacy of the medicine is too weak or on the contrary too strong, please 

consult your doctor or pharmacist. Use the cream for the recommended treatment period even if 

the infection seems to be better after a few days. Infections usually appear

to improve within a few days but may reappear if the cream is not applied regularly or is stopped 

too early. The cream should start to improve your skin condition in a few days. The cream will 

continue to work even after you have completed the treatment. If you have not noticed any signs 

of improvement within 2 weeks of first starting treatment, please see your doctor or pharmacist 

who will advise you.

What undesirable side effects can LAMISIL have?

When using this product, you may experience:

· Skin peeling, itching.

· Skin lesion, scab, skin disorder, skin color changes, redness, burning, pain, application site pain, 

application site irritation.

Other side effects include:

· Dry skin, eczema.                                                                                                             · Contact 

dermatitis which is a type of inflammation of the skin.

· Skin rash.

· Worsening of disease symptoms.

· Allergic reactions.

If accidentally applied to the eyes, eye irritation may occur.

If you get any other side effects, talk to your doctor or pharmacist.

This includes any possible side effects not listed in this leaflet.                   Drug Interactions

No drug interactions are known with the topical forms of terbinafine.

                                                   

GlaxoSmithKline24-Jan-19Undesireable effectsTerbinafine HydrochlorideLamisil Cream4
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Special warnings and 

precautions for use

Addition of the following textNon-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. 

Special warnings and 

precautions for use

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. 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 

Fertility, Pregnancy 

and lactation

Deletion of "Thiazides cross the placental barrier and appear in the cord blood. There is evidence 

from clinical observations that hydrochlorothiazide is harmful to the foetus. These hazards include 

foetal or neonatal jaundice, thrombocytopenia and possibly other side effects that have occurred 

in the adult." under pregnancy.                                                                                   Addition of "There is 

limited experience with hydrochlorothiazide during pregnancy, especially during the first 

trimester. Animal studies are insufficient. Hydrochlorothiazide crosses the placenta. Based on the 

pharmacological mechanism of action of hydrochlorothiazide its use during the second and third 

trimester may compromise foeto-placental perfusion and may cause foetal and neonatal effects 

like icterus, disturbance of electrolyte balance and thrombocytopenia. 

Fertility, Pregnancy 

and lactation

Hydrochlorothiazide should not be used for gestational oedema, gestational hypertension or 

preeclampsia due to the risk of decreased plasma volume and placental hypoperfusion, without a 

beneficial effect on the course of the disease. Hydrochlorothiazide should not be used for 

essential hypertension in pregnant women except in rare situations where no other treatment 

could be used.

" under pregnancy                                                                                                                                                                                                     

Revision of text under lactation to read "It is not known whether amiloride is excreted in human 

milk. 

Hydrochlorothiazide is excreted in human milk in small amounts. Thiazides in high doses causing 

intense diuresis can inhibit the milk production. The use of MODURETIC during breast-feeding is 

not recommended. If MODURETIC is used during breast-feeding, doses should be kept as low as 

possible."

28-Feb-19 MSD5 Moduretic
Amiloride hydrochloride 

dihydrate/hydrochlorothiazide
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Undesirable effects

Addition of "Neoplasms benign, malignant and unspecified (incl cysts and polyps): 

Frequency ‘not known’: Non-melanoma skin cancer (Basal cell carcinoma and Squamous cell 

carcinoma)

" under Hydrochlorothiazide  Addition of " Description of selected adverse reactions 

Non-melanoma skin cancer: Based on available data from epidemiological studies, cumulative 

dose-dependent association between HCTZ and NMSC has been observed " under 

Hydrochlorothiazide

Addition of "Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. 

It allows continued monitoring of the benefit/risk balance of the medicinal product." under 

Hydrochlorothiazide

Pharmacological 

properties

Addition of "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 % 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. 

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) " under pharmacodynamic properties

6 Pariet Rabeprazole sodium

Undesirable effects

Revision of text to read "  

Reporting suspected adverse reactions after authorisation of the medicinal product is important. 

It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare 

professionals are asked to report any suspected adverse reactions via the national reporting 

system listed in Appendix V" under Reporting of suspected adverse reactions

16-Nov-17 Janssen

5 MSD28-Feb-19
Amiloride hydrochloride 

dihydrate/hydrochlorothiazide
Moduretic
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7 Tivicay Dolutegravir

Revision of text to read " "Suicidal ideation  or suicide attempt(

particularly in patients with a pre- existing history of depression or psychiatric illness."  with 

Frequency ‘uncommon’:  under 

Psychiatric disorders

12-Feb-19 GlaxoSmithKline
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