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

1 Caduet
Amlodipine besylate, 

Atorvastatin calcium

Interaction with other 

medicinal products and other 

forms of interactions

Revision of text to read:                                                                                                                                                                                             

Transporter Inhibitors- Concomitant administration of atorvastatin 20 mg and letermovir 480 mg daily 

resulted in an increase in exposure to atorvastatin (ratio of AUC: 3.29; see section 5.2 Pharmacokinetic 

properties). Letermovir inhibits efflux transporters P-gp, BCRP, MRP2, OAT2 and hepatic transporter 

OATP1B1/1B3, thus it increases exposure to atorvastatin. Do not exceed 20 mg atorvastatin daily.

The magnitude of CYP3A- and OATP1B1/1B3-mediated drug interactions on co-administered drugs may 

be different when letermovir is co-administered with cyclosporine. Use of atorvastatin is not 

recommended in patients taking letermovir co-administered with cyclosporine. Elbasvir and grazoprevir 

are inhibitors of OATP1B1, OATP1B3, MDR1 and BCRP, thus they

increase exposure to atorvastatin. Use with caution and lowest dose necessary." under the heading  

Atorvastatin Interactions

27-May-19 Pfizer

2 Co-Aprovel Irbesartan + 

Hydrochlorothiazide
Undesirable effects  Chest pain and decrease in the number of platelets (a blood cell essential for the clotting of the blood) 

have also been reported.
18-Feb-19 Sanofi

Interaction with other 

medicinal products and other 

forms of interaction

No interaction studies have been performed. No clinically relevant drug interaction has been reported to

date from post marketing experience on the product.

Fertility, pregnancy and 

breastfeeding

There are no or limited amount of data from the use of Micronised Purified Flavonoid Fraction in pregnant 

women.

Animal studies do not indicate reproductive toxicity.

As a precautionary measure, it is preferable to avoid the use of Daflon during pregnancy.

Overdose

There is limited experience with Daflon overdose. The most frequently reported adverse events in 

overdose cases were gastrointestinal events (such as diarrhoea, nausea, abdominal pain) and skin events 

(such as pruritus, rash).

4 Dalacin C

Clindamycin 

Palmitate 

Hydrochloride

Dosage and Administration

Revision of text to read " Reconstitution Instructions: When reconstituted with water as follows, each 5 mL 

(teaspoon) of solution contains clindamycin palmitate HCI equivalent to 75 mg clindamycin. Reconstitute 

bottles of 80 mL with 60 mL of water. Add a large portion of the water and shake vigorously; add the 

remainder of the water and shake until the solution is uniform."

27-May-19 Pfizer

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

3 Daflon 500mg
Micronized Purified 

Flavonoid Fraction
7-May-19

Les 

Laboratoires 

Servier
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Special warnings and 

precautions for use

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 Danish National cancer registry. The 

risk for NMSC appears to increase with long-term use (see section 5.1). Photosensitizing actions of 

hydrochlorothiazide could act as a possible mechanism for NMSC. 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 adequate protection when exposed to sunlight 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 examination of biopsies. The use of hydrochlorothiazide may also need to be 

reconsidered in patients who have previously experienced NMSC 

 Undesirable effects
Neoplasms benign, malignant and unspecified (incl. cysts and polyps)

Non-Melanoma skin cancer (basal cell carcinoma and squamous cell carcinoma)

6 Invokana Canagliflozin
Special warnings and 

precautions for use

Necrotising fasciitis of the perineum (Fournier’s gangrene):Post-marketing cases of necrotising fasciitis of 

the perineum, (also known as Fournier's gangrene), have been reported in female and male patients 

taking SGLT2 inhibitors. This is a rare but serious and potentially life-threatening event that requires 

urgent surgical intervention and antibiotic treatment.

Patients should be advised to seek medical attention if they experience a combination of symptoms of 

pain, tenderness, erythema, or swelling in the genital or perineal area, with fever or malaise. Be aware 

that either uro-genital infection or perineal abscess may precede necrotising fasciitis. If Fournier's 

gangrene is suspected, Invokana should be discontinued and prompt treatment (including antibiotics and 

surgical debridement) should be instituted.

28-May-19 Janssen

7 Lipitor Atorvastatin calcium

Interaction with other 

medicinal products and other 

forms of interactions

Revision of text to read:                                                                                                                                                                                                            

Transporter Inhibitors- Concomitant administration of atorvastatin 20 mg and letermovir 480 mg daily 

resulted in an increase in exposure to atorvastatin (ratio of AUC: 3.29; see section 5.2 Pharmacokinetic 

properties). Letermovir inhibits efflux transporters P-gp, BCRP, MRP2, OAT2 and hepatic transporter 

OATP1B1/1B3, thus it increases exposure to atorvastatin. Do not exceed 20 mg atorvastatin daily.

The magnitude of CYP3A- and OATP1B1/1B3-mediated drug interactions on co-administered drugs may 

be different when letermovir is co-administered with cyclosporine. Use of atorvastatin is not 

recommended in patients taking letermovir co-administered with cyclosporine. Elbasvir and grazoprevir 

are inhibitors of OATP1B1, OATP1B3, MDR1 and BCRP, thus they increase exposure to atorvastatin. Use 

with caution and lowest dose necessary." under the heading  Atorvastatin Interactions

27-May-19 Pfizer

24-May-19 SandozHydrochlorothiazideHydrochlorothiazide5
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Special warnings and 

precautions for use
As with treatment with other penicillins, neurological complications in the form of convulsions

(seizures) may occur when high doses are administered, especially in patients with impaired

renal function

Undesirable effects

Adverse Drug Reactions Addition of Seizure as an adverse reaction under Nervous system disorders.

10 Zytiga Abiraterone acetate Possible side effect
Text updated to change the frequency of occurence for "liver function test increased " from common to 

very common. 20-May-19 Janssen

Piperacillin 

sodium/tazobactam 

sodium

Tazocin 27-May-19 Pfizer9
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