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1 Rabeprazole Rabeprazole Adverse Reaction
Labeling change to add

“Fundic Gland Polyps (Benign)” (FGPs) as an adverse reaction.
10-Mar-18

Janssen 

.(Johnson&Joh

nson)
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Update
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1
Co-Diovan

Valsartan / 

hydrochlorothiazide

Warnings and 

Precautions

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. 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

7-Jun-19 Novartis

Fertility, pregnancy 

and lactation
The findings showed no increased rate of minor malformations,

and no pattern of major or minor malformations. In addition, there was no increase in rates of

intrauterine or postnatal growth deficits or delayed postnatal development. Enbrel should only be

used in pregnant women if the potential benefit outweighs the potential risk to the fetus.

Injection site 

reactions In postmarketing experience, injection site bleeding and bruising have also been observed in

conjunction with Enbrel therapy.

Pfizer14-Dec-18

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.

Label Updates

Safety Updates

2

Enbrel 50 mg 

solution for 

injection

Etanercept (INN)
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3 Ex-Forge Hct

Amlodipine besylate / 

valsartan / 

hydrochlorothiazide

Warnings and 

Precautions

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  ydrochlorothiazide

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.  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.

7-Jun-19 Novartis

Contraindications

Furosemide must not be administered in cases of:                                                                                        

Hypersensitivity to furosemide, sulphonamides (possible cross-reacting allergy with furosemide) or any of 

the other excipients

Renal failure with anuria not responding to furosemide

treatment

Hepatic coma and precoma associated with hepatic

encephalopathy

Severe hypokalaemia 

- Severe hyponatraemia

- Hypovolaemia or dehydration

- Breastfeeding women

[Furosemide - 500 mg tablets - additionally]- Normal renal function and reduced renal function with GFR 

>20 ml/min, due to the risk of severe fluid and electrolyte loss in such cases.

Special warnings 

and precautions for 

use
Text modified to read "Urinary obstruction (e.g. prostatic hypertrophy,

hydronephrosis, ureterostenosis)" under "Particularly careful monitoring is necessary in case of"

Furosemide 

Tablets
Furosemide4 24-May-19 Sandoz
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Interaction with 

other medicinal 

products and other

forms of interaction

Modification of texts to read:                                                                                                                                                                           

- Co-administration of furosemide and glucocorticoids, carbenoxolone or laxatives may lead to enhanced 

losses of potassium with the risk of developing hypokalaemia. Large

amounts of liquorice have the same effect in this regard like carbenoxolone.                                                             

- Probenecid, methotrexate and other medicinal products - with like furosemide considerable tubular 

secretion in the kidneys - can diminish the effect of furosemide.

-It is to be heeded in coincident treatment with cardiac glycosides that in hypokalaemia and/or 

hypomagnesaemia developing during therapy with furosemide, the sensitivity of the myocardium 

towards cardiac glycosides is increased. There is an aggravated

risk of ventricular arrhythmias (including torsades de pointes) in concurrent use of medicinal products 

which may cause a syndrome of prolonge QT interval (e.g. terfenadine, some

antiarrhythmics of classes I and III) and in the presence of electrolyte disorders

-The toxicity of high-dosed salicylates can be potentiated in

concomitant use of furosemide.

- In patients at high risk for radiocontrast nephropathy, furosemide

led to a higher incidence of deterioration in renal function after

receiving radiocontrast compared to high-risk patients who

received only intravenous hydration prior to receiving radiocontrast.                                                                             

- In isolated cases, heat sensation, increased sweating, agitation,

nausea, rise in blood pressure and tachycardia may occur after

intravenous administration of furosemide within 24 hours after

intake of chloral hydrate. Concomitant administration of

furosemide and chloral hydrate is therefore to be avoided.

Addition of "Levothyroxine

High doses of furosemide may inhibit binding of thyroid hormones

to carrier proteins and thereby lead to an initial transient increase

in free thyroid hormones, followed by an overall decrease in total

thyroid hormone levels. Thyroid hormone levels should be

monitored.

Effects on ability to 

drive and use 

machines
Furosemide may elicit diverse individual reactions which might

impair the ability to drive and use machines, especially at the

beginning therapy, on increasing the dose or changing the

product and in association with alcohol.

Undesirable effects

Modification of texts to read: 

Commonly observed symptoms of sodium deficiency are apathy,

systremma, inappetence, asthenia, somnolence, vomiting and

confusion.

Hypokalaemia is manifested as neuromuscular (myasthenia,

Furosemide
Furosemide 

Tablets
4 Sandoz24-May-19
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4
Furosemide 

Tablets
Furosemide

Overdose

Modification of text to read:                                                                                                                                                                                                                                     

-An anaphylactic shock is rare (symptoms: increased sweating, nausea, cyanosis, pronounced drop in 

blood pressure, depression of consciousness up to coma etc.).                                                                                                                                                                                                                                                           

-Emergency measures in case of anaphylactic shock

At the first signs (e.g. cutaneous reactions such as urticaria or

flush, agitation, headache, sudden, increased sweating, nausea,

cyanosis):

- create a venous access

- in addition to other common emergency measures, headchest

down position, ensure airways are clear,

administration of oxygen

- if necessary, initiate further - possibly also intensive care -

measures (among others administration of epinephrine,volume replacement, glucocorticoids)

24-May-19 Sandoz

Pharmacological 

Propertis 

Addition of "Adjunct therapy:

Clinical data on the use of Simbrinza adjunctive to prostaglandin analogs (PGA) also showed superior IOP-

lowering efficacy of Simbrinza+PGA compared with the PGA alone. In study CQVJ499A2401, Simbrinza + 

PGA (ie, travoprost, latanoprost, or bimatoprost) demonstrated superior IOP-lowering efficacy from 

baseline compared to Vehicle + PGA after 6 weeks of treatment, with between-treatment difference in 

model adjusted mean change from baseline in diurnal IOP of  -3.44 mmHg (95% CI, -4.2, -2.7; p-value 

<0.001).

Clinical data on the use of Simbrinza adjunctive to travoprost-timolol maleate fixed dose combination eye 

drops, solution also showed superior IOP-lowering efficacy of Simbrinza+ travoprost-timolol maleate eye 

drops compared with the travoprost-timolol maleate alone. In study CQVJ499A2402, Simbrinza + 

travoprost-timolol maleate eye drops demonstrated superior IOP lowering efficacy from baseline 

compared to Vehicle + travoprost-timolol maleate eye drops after 6 weeks of treatment, with between-

treatment difference in model adjusted mean change from baseline in diurnal IOP of -2.15 mmHg (95% 

CI, -2.8, -1.5; p-value <0.001).

The safety profile of Simbrinza in adjunct therapy was similar to that observed with Simbrinza 

monotherapy." under the heading Pharmacodynamic effects.

Special precautions 

for storage

 Addition of  "See folding box" 

4-Jun-195 Novartis
Brinzolamide 

/brimonidine tartrate 
Simbrinza
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Warnings and  

Precautions

Addition "Special populations- Pediatric patients (below 18 years)

The long-term effects of prolonged treatment with Tasigna in pediatric patients are unknown. There have 

been case reports of growth retardation in pediatric patients treated with Tasigna. Close monitoring of 

growth in pediatric patients under Tasigna treatment is recommended."

Adverse drug 

Reactions

Addition of " Pediatric population- Growth retardation in pediatric population: In a Phase II (n=58) 

pediatric study, with a median exposure of 33 months in each cohort (newly diagnosed and resistant or 

intolerant Ph+ CML-CP), adverse drug reactions of mild and moderate severity associated with growth 

and deceleration of growth in regard to the height were reported in 3 patients (5.2%) including growth 

retardation in 2 adolescent patients and growth hormone deficiency with body height below normal in 

the remaining patient (age category: child). No negative effects were observed in relation to the bone age 

or bone biomarkers and no delayed puberty was observed. Close monitoring of growth in pediatric 

patients under Tasigna treatment is recommended." 

Revision of text to read"Serious adverse reactions including neurotoxicity, ototoxicity and nephrotoxicity 

have occurred in patients receiving systemic aminoglycoside therapy. Caution is advised when TOBRADEX 

ophthalmic ointment is used concomitantly with systemic aminoglycosides and care should be taken to 

monitor the total serum concentration."                                                                         Addition of " Caution 

should be exercised when prescribing TOBRADEX ophthalmic ointment to patients with known or 

suspected neuromuscular disorders such as myasthenia gravis or Parkinson’s disease. Aminoglycosides 

may aggravate muscle weakness because of their potential effect on neuromuscular function."

Deletion of " Do not store upright at 8°C - 27 °C"  for ointment and for eye drops.                                                                                           

Addition of "See folding box" and "Do not freeze" for eye drops.                                                                

Addition of  "See folding box" and "Do not refrigerate" for ointments

Tobramycin and 

dexamethasone

Tobradex 0.3% + 

0.1% sterile 

ophthalmic eye 

drops and 

ointment

4-Jun-19 Novartis

Novartis

Special warnings 

and precautions for 

use

4-Jun-19

7

NilotinibTasigna6
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Special warnings 

and precautions for 

use

Revision of text to read"Serious adverse reactions including neurotoxicity, ototoxicity and nephrotoxicity 

have occurred in patients receiving systemic aminoglycoside therapy. Caution is advised when TOBREX 

ophthalmic ointment is used concomitantly with systemic aminoglycosides and care should be taken to 

monitor the total serum concentration."                                                                         Addition of " Caution 

should be exercised when prescribing TOBREX ophthalmic ointment to patients with known or suspected 

neuromuscular disorders such as myasthenia gravis or Parkinson’s disease. Aminoglycosides may 

aggravate muscle weakness because of their potential effect on neuromuscular function."

Special precautions 

for storage Deletion of " Do not store above 27 °C"  for ointment and " Do not store above 30 °C" for eye drops                                                                                                                                                                                                                                                                                        

Addition of "See folding box"

9
Zestril 5mg, 

10mg, 20mg.

Lisinopril dihydrate 

(equivalent

to 5 mg, 10mg, 20mg 

anhydrous lisinopril)

Pregnancy Warning

Should not be used during pregnancy.Contact your doctor (see leaflet for more information)

13-May-19 AstraZeneca 

Novartis8 4-Jun-19Tobramycin

Tobrex 0.3 % 

sterile ophthalmic 

ointment and eye 

drop
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