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1
LUMIGAN 0,01 % 

Eye drops

Bimatoprost 0,1 mg

Contains 

benzalkonium 

chloride 0,02 % 

m/v as a 

preservative.

side effect

Addition of new information under this section Post-marketing experience.Eye disorders- Ocular discomfort, 

photophobia. Nervous  System disorders-Dizziness Vascularsystem disorders Hypertension

13-Sep-18

Allergan 

Pharmaceutica

ls (Pty) Ltd

2 Telfast tablets

Fexofenadine 

hydrochloride

How to take 

telfast 120 mg 

film-coated 

tablets:

Dosage
Addition of "Symptoms are relieved within the first hour of taking this medicine, and effects last for 24 hours."

21-Dec-18 Sanofi

The side effects under very common were updated to include liver function test increases and now reads as "Fluid in 

your legs or feet, low blood potassium, liver function test increases, high blood pressure, urinary tract infection, 

diarrhoea."

Liver function test increases' was deleted from the side effects that were stated under common side effects. The 

common side effects now reads "High fat levels in your blood, liver function test increases, chest pain, irregular heart 

beat (atrial fibrillation), heart failure, rapid heart rate, severe infections called sepsis, bone fractures, indigestion, 

blood in urine, rash."

The text under this section has been corrected to read "If you get any side effects, talk to your doctor or pharmacist. 

This includes any possible side effects not listed in this leaflet. You can also report side effects directly via the national 

reporting system listed in Appendix V. By reporting side effects you can help provide more information on the safety 

of this medicine."

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

Contraindications
Addition of new information under this section Post-marketing experience ATRIPLA should not be used with 

elbasvir/grazoprevir due to the expected significant decreases in plasma concentrations of elbasvir and grazoprevir. 

This effect is due to induction of CYP3A4 by efavirenz, and may result in loss of therapeutic effect.

25-Sep-18 MSD

Drug Interactions Atripla has been revised to include the addition of information regarding drug interaction between VOSEVI 

(sofosbuvir/velpatasvir/voxilaprevir) and ATRIPLA. Co-administration of ATRIPLA with VOSEVI is not recommended.

25-Sep-18 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.

Label Updates

1 Atripla®
(efavirenz/emtricita

bine/tenofovir

3 12-Mar-19 Janssen 
4.0  Possible side 

effects

Abiraterone 

acetate
Zytiga

Safety Updates
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2 Arthrotec tablets
Diclofenac/Misopro

stol

Special warnings 

and precautions 

for use

Revision of text under Gastrointestinal (GI) Effects to read "NSAIDs, including diclofenac/misoprostol, can cause 

serious gastrointestinal (GI) adverse events including inflammation, bleeding, ulceration, and perforation of the 

stomach, small intestine, or large intestine, which can be fatal. When GI bleeding or ulceration occurs in patients 

receiving diclofenac/misoprostol, the treatment should be withdrawn. Patients most at risk of developing these types 

of GI complications with NSAIDs are the elderly, patients with cardiovascular disease, patients using concomitant 

corticosteroids, antiplatelet drugs (such as aspirin),selective serotonin reuptake inhibitors, patients who consume 

alcohol or patients with a prior history of, or active, gastrointestinal disease, such as ulceration, GI bleeding or 

inflammatory conditions. Therefore, diclofenac/misoprostol should be used with caution in these patients."

26-Oct-18 Pfizer

Section updated to read: Afinitor Tablets may be used in all oncology indications and in the TSC with SEGA and TSC 

with renal angiomyolipoma indications. Afinitor Dispersible Tablets may be used for the treatment of patients with 

TSC who have SEGA in conjunction with therapeutic drug monitoring (see section Therapeutic drug monitoring  and 

section CLINICAL PHARMACOLOGY).

Under listed deleted from section 'Dosing in TSC with SEGA" and put under a new section                                 Dose 

Monitoring- Therapeutic drug monitoring of everolimus blood concentrations is required for patients with TSC who 

have SEGA (see section Therapeutic drug monitoring). Everolimus whole blood trough concentrations should be 

assessed approximately 1 to 2 weeks after commencing treatment or any change in dose.                                                                                                                                                                                              

Titration- Individualized dosing should be titrated by increasing the dose by increments of 1 to 4 mg to attain the 

target trough concentration for optimal clinical response. Efficacy, safety, concomitant medication, and the current 

trough concentration should be considered when planning for dose titration. Individualized dose titration can be 

based on simple proportion: New everolimus dose = current dose x (target concentration/current concentration) For 

example, a patient’s current dose based on BSA is 4  mg with a steady state concentration of 4  ng/mL. In order to 

achieve a target concentration above the lower Cmin limit of 5 ng/mL, e.g. 8  ng/mL, the new everolimus dose would 

be 8  mg (an increase of 4 mg to the current daily dose). The trough concentration should then be assessed 1 to 2 

weeks after this change in dose. 

Long-term dose monitoring: For patients with TSC who have SEGA, evaluate SEGA volume approximately 3 months 

after commencing Afinitor therapy, with subsequent dose adjustments taking into consideration changes in SEGA 

volume, corresponding trough concentration, and tolerability (see section 11 CLINICAL PHARMACOLOGY).For 

patients with TSC who have SEGA, once a stable desired dose is attained, monitor trough concentrations every 3 to 6 

months in patients with changing body surface area or every 6 to 12 months in patients with stable body surface area 

for the duration of treatment.

Dosage and 

Adminstration

Everolimus Tablets, 

Dispersible Tablets, 

2.5mg, 3mg and 

5mg

Afinitor3 29-Aug-16

Novartis 

Pharmaceutica

ls
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Section on TSC with SEGA updated to include: Patients with SEGA receiving concomitant strong CYP3A4 inducers 

(e.g., the enzyme inducing antiepileptic drugs carbamazepine, phenobarbital, and phenytoin) at the start of 

treatment may require an increased Afinitor dose to attain trough concentrations of 3 to 15  ng/mL.  Double the daily 

dose of Afinitor and assess tolerability. Assess the everolimus trough level two weeks after doubling the dose. 

Further adjust the dose by increments of 1 to 4  mg as necessary to maintain the target trough concentrations.

• For SEGA patients not receiving concomitant strong inducers at the start of everolimus treatment, the addition of a 

strong inducer may require an increased Afinitor dose. Double the daily dose of Afinitor and assess tolerability. 

Assess the everolimus trough level two weeks after doubling the dose. Further adjust the dose if necessary by 

increments of 1 to 4  mg as necessary to maintain the target trough concentration.

                                                                                                                                                                                                                                                          

• The addition of another concomitant strong CYP3A4 inducer may not require additional dose adjustment. Assess 

the everolimus trough level two weeks after initiating the additional inducer. Adjust the dose in 1 to 4  mg 

increments as necessary to maintain the target trough concentration.

                                                                                                                                                                                                                                                         

• Discontinuation of one of multiple strong CYP3A4 inducers may not require additional dose adjustment. Assess the 

everolimus trough level two weeks after discontinuation of one of multiple strong CYP3A4 inducers. If all the strong 

inducers are discontinued consider a washout period of at least 3 to 5 days (reasonable time for significant enzyme 

de-induction) before the Afinitor dose is returned to the dose used prior to initiation of the strong CYP3A4 inducer. 

Assess the everolimus trough concentration approximately two weeks later (see sections Therapeutic drug 

monitoring, WARNINGS AND PRECAUTIONS and INTERACTIONS).

Special populations                                                                                                                                                                                                              

Pediatric population- The following points updated to read:                                                                                                                                           

• Afinitor is not recommended for use in pediatric patients with TSC who have renal angiomyolipoma                                                                                                                                                                                 

• Afinitor is not recommended for patients <18 years of age with hepatic impairment and TSC with SEGA

Instructions for 

use and handling

Switching dosage forms:The two dosage forms (Afinitor Tablets and Afinitor Dispersible Tablets) are not 

interchangeable. Do not combine the two dosage forms to achieve the desired dose. Consistently use the same 

dosage form as appropriate for the indication being treated.

                                                                                                                                                                                                                                                  

When switching dosage forms, the dose should be adjusted to the closest milligram strength of the new dosage form 

and the everolimus trough concentration should be assessed approximately 2 weeks later (see section Therapeutic 

drug monitoring ).

Warning and 

Precaustions

Vaccinations - The use of live vaccines and close contact with those who have received live vaccines should be 

avoided during treatment with Afinitor (see section INTERACTIONS). For pediatric patients with TSC who have SEGA 

and do not require immediate treatment, complete the recommended childhood series of live virus vaccinations 

prior to the start of therapy according to local treatment guidelines. 

Everolimus Tablets, 

Dispersible Tablets, 

2.5mg, 3mg and 

5mg

3 Afinitor

Dose 

Modifications

Novartis 

Pharmaceutica

ls

29-Aug-16
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Adverse Drug 

Reactions

Special populations                                                                                                                                                                                                

Pediatric population- A trend toward lower Cmin normalized to dose (as mg/m2) was observed in younger patients 

with TSC who have SEGA . Median Cmin normalized to mg/m2 was lower for the younger age groups, indicating that 

everolimus clearance (normalized to body surface area) was higher in younger patients (see section Clinical 

Pharmacology).

Interactions

Agents whose plasma concentration may be altered by everolimus                                                                                                                                                                                       

Everolimus increased pre-dose concentrations of the antiepileptic drugs (AEDs) carbamazepine, clobazam, and the 

clobazam metabolite N-desmethylclobazam by about 10%. The increase in the pre-dose concentrations of these 

AEDs may not be clinically significant and dose adjustments for AEDs with a narrow therapeutic index, e.g. 

carbamazepine, may be considered. Everolimus had no impact on pre-dose concentrations of AEDs that are 

substrates of CYP3A4 (clonazepam, diazepam, felbamate and zonisamide). Everolimus had no impact on the pre-

dose concentration of other AEDs, including valproic acid, topiramate, oxcarbazepine, phenobarbital, phenytoin and 

primidone

4 Campto Irinotecan
Post-Market 

surveillance
Inclusion of "Bacterial, fungal and viral infections have been reported" under Infections and infestations

26-Oct-18 Pfizer

5 Celecoxib Celebrex 200mg Contraindications

This has been revised to add  upper and lower GI perforations, ulcers or bleeds have occurred in patients treated 

with celecoxib. Patients most at risk of developing these types of GI complications with NSAIDs are the elderly, 

patients with CV disease, patients using concomitant glucocorticoids, antiplatelet drugs (such as aspirin), or other 

NSAIDs,patients using alcohol or patients with a prior history of, or active, GI disease, such as ulceration, GI bleeding 

or inflammatory conditions. Most spontaneous reports of fatal GI events have been in elderly or debilitated patients.

26-Oct-18 Pfizer

6
Dalacin C Capsules 

and Dalacin IV
Clindamycin

Fertility, 

pregnancy and 

lactation

Revision of text under Use in Nursing Mothers to read " Clindamycin has been reported to appear in human breast 

gastrointestinal flora such as diarrhoea or blood in the stool, or rash. If oral or intravenous clindamycin is required by 

a nursing mother, it is not a reason to discontinue breastfeeding, but an alternate drug may be preferred. The 

developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for 

clindamycin and any potential adverse effects on the breastfed child from clindamycin or from the underlying 

maternal condition."

12-Sep-18 Pfizer

29-Aug-16

7 Durogesic Fentanyl

Novartis 

Pharmaceutica

ls

Undesirable 

effects (Reporting 

of suspected 

adverse reactions)

The text under this section has been corrected to read "If you get any side effects, talk to your doctor, pharmacist or 

nurse. This includes any possible side effects not listed in this leaflet. You can also report side effects directly via the 

national reporting system listed in Appendix V. By reporting side effects you can help provide more information on 

the safety of this medicine."

12-Mar-19 Janssen

Everolimus Tablets, 

Dispersible Tablets, 

2.5mg, 3mg and 

5mg

Afinitor3
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Warnings and 

special 

precautions

Addition of "Visual disturbance may be reported with systemic and topical corticosteroid use. If a patient presents 

with symptoms such as blurred vision or other visual disturbances, consider evaluating for possible causes which may 

include cataract, glaucoma or rare diseases such as central serous chorioretinopathy (CSCR) which have been 

reported after use of systemic and topical corticosteroids."

Interactions Although the systemic exposure is expected to be low with topical opthalmic corticosteroid administration, co-

treatment with CYP3A inhibitors may increase the risk of systemic corticosteroid-related side effects

9 Gonal F injection Follitropin Alfa
Undesireable 

effects 

Revision of text under Summary of the safety profile to read " The most commonly reported adverse

reactions are headache, ovarian cysts and local injection site reactions (e.g. pain, erythema, haematoma, swelling 

and/or irritation at the site of injection). Mild or moderate ovarian hyperstimulation syndrome (OHSS) has been 

commonly reported and should be considered as an

intrinsic risk of the stimulation procedure. Severe OHSS is uncommon  Thromboembolism may occur very rarely."                                                                                                                                                                                                         

Revision of text under Vascular disorders to read" 

Very rare: Thromboembolism (both in association with and separate from OHSS)"

7-Jun-18 Merck

 Special warnings 

and precautions 

for use
Extrapyramidal symptoms has been added to tardive dyskinesia to read "Tardive dyskinesia/extrapyramidal 

symptoms."

Special warnings 

and precautions 

for use 

Tardive dyskinesia/extrapyramidal symptoms-The following caution has been added to the tardive 

dyskinesia/extrapyramidal symptoms group "Caution is warranted in patients receiving both, psychostimulants (e.g., 

methylphenidate) and paliperidone concomitantly, as extrapyramidal symptoms could emerge when adjusting one 

or both medications. Gradual withdrawal of stimulant treatment is recommended (see section 4.5)."

Interaction with 

other medicinal 

products and 

other forms of 

interaction

New information on interaction with psychostimulants has been included to read "Concomitant use of INVEGA with 

psychostimulants

The combined use of psychostimulants (e.g., methylphenidate) with paliperidone can lead to extrapyramidal 

symptoms upon change of either or both treatments (see section 4.4)."

Undesirable 

effects (Reporting 

of suspected 

adverse reactions)

The text under this section has been corrected to read "Reporting suspected adverse reactions after authorisation of 

the medical 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."

10 Invega Paliperidone 12-Mar-19

Janssen 

pharma 

companies of 

johnson and 

johnson

8
Fml-Neo Liquifilm 

eye drops

fluorometholone/N

eomycin sulfate
6-Feb-19

Allergan 

Pharmaceutica

ls Ltd
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Description and 

Composition

Pharmaceutical forms                                                                                                                                                                                                       

5 mg tablets: round curved white to almost white tablets with ‘NVR’ debossed on one side and ‘L5’ debossed on the 

other side 

                                                                                                                                                                                                                                                        

10 mg tablets: round curved white to almost white tablets with ‘NVR’ debossed on one side and ‘L10’ debossed on 

the other side 

                                                                                                                                                                                                                                                             

15 mg tablets: ovaloid curved white to almost white tablets with ‘NVR’ debossed on one side and ‘L15’ debossed on 

the other side

                                                                                                                                                                                                                                                           

20 mg tablets: elongated curved white to almost white tablets with ‘NVR’ debossed on one side and ‘L20’ debossed 

on the other side

Infections

Serious bacterial, mycobacterial, fungal, viral and other opportunistic infections have occurred in patients treated 

with Jakavi. Patients should be assessed for the risk of developing serious infections. Physicians should carefully 

observe patients receiving Jakavi for signs and symptoms of infections and initiate appropriate treatment promptly. 

Jakavi therapy should not be started until active serious infections have resolved.         Tuberculosis has been reported 

in patients receiving Jakavi for myelofibrosis. Before starting treatment, patients should be evaluated for active and 

inactive (“latent”) tuberculosis, as per local recommendations.       

Progressive Multifocal Leukoencephalopathy

Progressive Multifocal leukoencephalopathy (PML) has been reported with ruxolitinib treatment . Physicians should 

be alert for neuropsychiatric symptoms suggestive of PML. If PML is suspected, further dosing must be suspended 

until PML has been excluded.

Warnings and 

Precautions

Lipid Abnormalities/ Elevations

Treatment with Jakavi has been associated with increases in lipid parameters including total cholesterol, high-density 

lipoprotein (HDL) cholesterol, low-density lipoprotein (LDL) cholesterol, and triglycerides. Lipid monitoring and 

treatment of dyslipidemia according to clinical guidelines is recommended.

Pharmacokinetics 

(PK)

Distribution

The mean volume of distribution at steady-state is 72 L in myelofibrosis patients with an inter-subject variability of 

29.4%.  At clinically relevant concentrations of ruxolitinib, binding to plasma proteins in vitro is approximately 97%, 

mostly to albumin. A whole body autoradiography study in rats has shown that ruxolitinib does not penetrate the 

blood-brain barrier. 

12 Lipitor tablets
Atorvastatin 

Calcium

Pharmacokinetic 

properties Revision of dosages in a table titiled Effect of Co-administered Drugs on the Pharmacokinetics of Atorvastatin 

"Colestipol 10 g BID, 24 weeks:40 mg QDfor 8 weeks" 
28-Feb-18 Pfizer

11 Jakavi 29-Aug-16

Novartis 

Pharmaceutica

ls

Ruxolitinib 5mg, 

10mg, 15mg, 20mg 

Tablets

Warnings and 

Precautions
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Indications

The following were included under the section                                                                                                                                                  

• the treatment of visual impairment due to choroidal neovascularization

• the treatment of visual impairment due to choroidal neovascularization (CNV) secondary to pathologic myopia 

(PM)

Treatment of wet AMD, visual impairment due to DME or due to macular edema secondary to RVO, visual 

impairment due to CNV or due to CNV secondary to PM: Inclusion of the statement: The treatment of visual 

impairment due to CNV should be determined individually per patient based on disease activity.

Special populations                                                                                                                                                                                                 

Pediatric patients -  Lucentis is not recommended for use in children and adolescents due to insufficient data on 

safety and efficacy in these sub-populations. Limited data on adolescent patients aged 12 to 17 years with visual 

impairment due to CNV is available (see section CLINICAL STUDIES, Pediatric patients).

Adverse Drug 

Reactions

Inclusion of the section with the content: CNV population The safety of Lucentis was studied in a 12-month clinical 

trial (MINERVA), which included 171 ranibizumab-treated patients with visual impairment due to CNV (see section 

CLINICAL STUDIES). The safety profile in these patients was consistent with that seen in previous clinical trials with 

Lucentis.

14 Meronem
Meropenem 

Trihydrate

Undesirable 

effects

Adition of "Drug Reactions with Eosinophilia and Systemic Symptoms (DRESS Syndrome)"  with frequency not known 

under skin and subcutaneous tissue

disorders
26-Mar-18 Pfizer

15 Motilium Domperidone

Undesirable 

effects (Reporting 

of suspected 

adverse reactions)

The text under this section has been corrected 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"
23-Apr-19

Janssen 

pharma 

companies of 

johnson and 

johnson

16 Ovitrelle injection 

choriogonadotropin 

alfa
Undesireable 

effects 

Revision of text to under vascular disorders to read  "Very rare :Thromboembolism (both in association with and 

separate from OHSS)"
18-Jan-19 Merck

13 Lucentis

Ranibizumab 10 

mg/mL solution for 

injection

29-Aug-16 MerckDosage and 

Administration
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Pharmaceutical 

Form

Section Updated to :                                                                                                                                                                                                

Eye drops, solution. Clear, colourless to pale yellow sterile solution

Posology and 

method of 

administration

Posology

The recommended dose is 1 drop in each affected eye 2 times per day.

                                                                                                                                                                                                                                                     

Use in children

Safety and effectiveness in paediatric patients below the age of 3 years have not been established.

Use in patients with hepatic or renal impairment No clinical studies with PATANOL eye drops have been conducted in 

patients with renal or hepatic impairment; therefore the efficacy and safety of PATANOL eye drops in these patients 

have yet to be established.

Method of administration

                                                                                                                                                                                                                                                     

For ocular use.

After cap is removed, if tamper evident snap collar is loose, remove before using product. To prevent contamination 

of the dropper tip and solution, care must be taken not to touch the eyelids, surrounding areas or other surfaces with 

the dropper tip. Keep the bottle tightly closed when not in use.                                                                                                                                                                                                                                  

Nasolacrimal occlusion or gently closing the eyelid after administration is recommended. This may reduce the 

systemic absorption of medicinal products administered via the ocular route and result in a decrease in systemic 

adverse reactions.If more than one topical ophthalmic product is being used, the products must be administered at 

least 5 minutes apart. Eye ointments should be administered last.

Special warnings 

and precautions 

for use

Special warnings and precautions for use

                                                                                                                                                                                                                                                       

* For topical use only. Not for injection.

                                                                                                                                                                                                                                                        

* Do not use if tamper evident seal is damaged or broken at time of purchase.                                                                                                                                                                     

*PATANOL eye drops contains benzalkonium chloride which may cause eye irritation and is known to discolour soft 

contact lenses. Avoid contact with soft contact lenses. Patients must be instructed to remove contact lenses prior to 

application of PATANOL eye drops and wait at least 15 minutes before reinsertion.

Interaction with 

other medicinal 

products and 

other forms of 

interaction New section introduced with the following content: No clinically relevant interactions have been described.

Pantanol 9-Feb-18 Novartis17

Olopatadine 

hydrochloride 0.1% 

Eye Drops, Solution

Olopatadine 

hydrochloride 0.1% 

Eye Drops, Solution
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New section introduced with the following content:                                                                                                                               

Pregnancy

There are no or limited amount of data from the use of ophthalmic olopatadine in pregnant women. Studies in 

animals with olopatadine have shown reproductive toxicity following systemic administration.

                                                                                                                                                                                                                                        

PATANOL eye drops is not recommended during pregnancy.

Breast-feeding

Studies in animals have shown that olopatadine is excreted in breast milk following oral administration. However, it 

is unknown whether olopatadine or its metabolites are excreted in human milk following topical ocular 

administration.

PATANOL eye drops should not be used during breast-feeding.

Fertility Studies have not been performed to evaluate the effect of topical ocular administration of olopatadine on 

human fertility.

Effects on ability 

to drive and use 

machines

New section included with the content:                                                                                                                                                                                                                                

PATANOL eye drops has no or negligible influence on the ability to drive and use machines.

Olopatadine is a non-sedating anti-histamine. Temporary blurred vision after drop use, or other visual disturbances 

may affect the ability to drive or use machines. If blurred vision occurs after instillation, the patient must wait until 

the vision clears before driving or using machinery.

Section Updated to :                                                                                                                                                                                           

The following adverse reactions are classified according to the following convention: very common (≥ 1/10), common 

(≥ 1/100 to <1/10), uncommon (≥1/1,000 to <1/100), rare (≥1/10,000 to <1/1,000), very rare (<1/10,000), or not 

known (cannot be estimated from the available data). Within each frequency-grouping, adverse reactions are 

presented in order of decreasing seriousness. The adverse reactions have been reported during clinical studies and 

identified from post-marketing surveillance.                                                                         

*Infections and infestations Rare: rhinitis                                                                                                                     *Immune 

system disorders Not known: hypersensitivity                                                               *Nervous system disorders 

Uncommon: headache, dysgeusia Rare: dizziness                                                                                                                                                                

*Eye disorders Uncommon: punctate keratitis, keratitis, eye pain, dry eye, eyelid oedema, eye pruritus, eye 

discharge, ocular hyperaemia, eyelid margin crusting, ocular discomfort                                                                                                                                                        

Rare: photophobia, vision blurred, erythema of eyelid                                                        Not known: lacrimation 

increased                                                                                  *Respiratory, thoracic and mediastinal disorders Uncommon: 

nasal dryness                                                                                                                                    *Gastrointestinal disorders 

Rare: dry mouth Not known: nausea                  *Skin and subcutaneous tissue disorders Rare: dermatitis contact                                                                                                             

*General disorders and administration site conditions Uncommon: fatigue    

Overdose

Newly included section with the content below:                                                              An ocular overdose of PATANOL 

eye drops may be flushed from the eye(s) with lukewarm water.

                                                                                                                                                                                Due to the 

characteristics of this preparation, no toxic effects are to be expected with an ocular overdose of this product, nor in 

the event of accidental ingestion of the contents of one bottle.

Novartis 

Pharmaceutica

ls

Undesirable 

effects

Olopatadine 

hydrochloride 0.1% 

Eye Drops, Solution

Pantanol17 9-Feb-18

Fertility, 

pregnancy and 

lactation
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Pharmacological 

Properties

New information included as below                                                                                               Pharmacodynamic 

properties

Pharmacotherapeutic group: decongestants and antiallergics; other antiallergics. ATC code: S01GX09                                                                                                                                

Olopatadine is a multiple-action molecule: an inhibitor of the release of histamine from the mast cell and a relatively 

selective histamine H1-antagonist that inhibits the in vivo and in vitro type 1 immediate hypersensitivity reaction 

including inhibition of histamine induced effects on human conjunctival epithelial cells and an inhibitor of cytokine 

secretion. Olopatadine is devoid of effects on alpha-adrenergic, dopamine, muscarinic Type 1 and 2 receptors.

                                                                                                                              Results from conjunctival antigen challenge 

studies demonstrated that PATANOL eye drops when subjects were challenged with antigen both initially and up to 8 

hours after dosing, was significantly more effective than its vehicle in preventing ocular itching associated with 

allergic conjunctivitis. Results from an environmental study demonstrated that PATANOL eye drops was effective in 

the treatment of the sign and symptoms of allergic conjunctivitis when dosed twice daily for up to 6 weeks.

Pharmacokinetic 

properties

Ocular pharmacokinetics                                                                                              Following topical ocular administration 

of radiolabeled olopatadine in rabbits, absorption occurred with the highest amount of radioactivity in cornea, 

followed by the conjunctiva, iris-ciliary body and aqueous humour. Low systemic exposure was observed after topical 

ocular administration in rabbits. The degree of melanin binding in pigmented ocular tissues occurred but was 

minimal. In man, following topical ocular administration, olopatadine was also shown to have low systemic exposure. 

Two studies in normal volunteers (totalling 24 subjects) dosed bilaterally with olopatadine 0.15% eye drops solution 

once every 12 hours for 2 weeks demonstrated plasma concentrations to be generally below the quantitation limit of 

the assay (<0.5 ng/ml). Samples in which olopatadine was quantifiable were typically found within 2 hours of dosing 

and ranged from 0.5 to 1.3 ng/ml.

Systemic pharmacokinetics After oral administration, the half-life in plasma was approximately 7 hours in fasting 

subjects, which increased to approximately 10 hours with the ingestion of food. This was accompanied by a small 

delay in the Tmax as well as a small and minimal decrease in systemic exposure. The systemic exposure correlated 

linearly with doses from 0.5 mg to 400 mg after oral administration. Olapatadine was only moderately bound to 

human plasma proteins (45%). Elimination after oral administration of olopatadine in humans was predominantly by 

renal excretion. Approximately 60 - 70% of the dose was recovered in the urine as parent drug. Two metabolites, the 

mono-desmethyl and the N-oxide, were also detected but at low concentrations in the urine. In rat studies after oral 

administration of radiolabeled olopatadine, radioactivity was principally distributed to the site of absorption and 

eliminating organs. There was no evidence of drug retention in most of the tissues with half-lives that typically 

followed the plasma half-life. Longer half-lives were observed for kidney, liver and fat tissues; however, no 

radioactivity was observed at 48 hours.

Novartis 

Pharmaceutica

ls

9-Feb-18

Olopatadine 

hydrochloride 0.1% 

Eye Drops, Solution

Pantanol17
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Preclinical safety 

data

Section updated to read:  Non-clinical data reveal no special hazard for humans treated with PATANOL eye drops 

based on conventional studies of safety, pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential 

and toxicity to reproduction. Studies in animals have shown reduced growth of nursing pups of dams receiving 

systemic doses of olopatadine well in excess of the maximum level recommended for human ocular use. Olopatadine 

has been detected in the milk of nursing rats following oral administration.

Incompatibilities New section included with the content:  Not applicable.                                                                                                                                                                                                           

Special 

precautions for 

storage

Section updated with the statement:   Do not use this medicine after the expiry date which is stated on the 

packaging.

18 Pariet Rabeprazole
 Undesirable 

effects 

Reporting of suspected adverse reactions-The text under this section has been corrected 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."

21-Feb-19 Janssen

19 Ponstan
Mefenamic Acid 

Capsules
Contraindications

The use of mefenamic acid with concomitant systemic non-aspirin NSAIDs including cyclooxygenase-2(COX-2) 

inhibitors should be avoided. Concomitant use of  a systemic NSAID and another NSAID may increase frequency of 

gastrointestinal ulcers and bleeding.

13-Sep-18 Pfizer

20 Tasigna

Nilotinib 150 

mgand 200mg Hard 

capsules

Indication

Tasigna hard capsules are indicated for the:

• treatment of adult patients with newly diagnosed Philadelphia chromosome positive chronic myeloid leukemia 

(Ph+ CML) in chronic phase. Patients who have been treated with Tasigna for at least 3 years and have achieved a 

sustained deep molecular response may be eligible for treatment discontinuation (see sections DOSAGE AND 

ADMINISTRATION and CLINICAL STUDIES),

                                                                                                                                                                                                                                               

• treatment of chronic phase and accelerated phase Philadelphia chromosome positive chronic myelogenous 

leukemia (Ph+ CML) in adult patients resistant to or intolerant to at least one prior therapy including imatinib. Ph+ 

CML patients in chronic phase, who have been previously treated with imatinib and whose treatment has  been 

switched to Tasigna for at least 3 years and have achieved a sustained deep molecular response may be eligible for 

treatment discontinuation (see sections DOSAGE AND ADMINISTRATION and CLINICAL STUDIES)

29-Aug-16

Alcon-

Couvreur 

(Novartis)

Pantanol17

Novartis 

Pharmaceutica

ls

9-Feb-18

Olopatadine 

hydrochloride 0.1% 

Eye Drops, Solution
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Dosage in newly diagnosed Ph+ CML-CP patients who have achieved a sustained deep molecular response (MR 

4.5)

                                                                                                                                                                                                                                     

Discontinuation of treatment may be considered in eligible Ph+ CML-CP patients who have been treated with 

TASIGNA at 300 mg twice daily for a minimum of 3 years if a deep molecular response is sustained for a minimum of 

one year immediately prior to discontinuation of therapy.  Discontinuation of Tasigna should be initiated by a 

physician experienced in the treatment of patients with CML (see sections WARNINGS AND PRECAUTIONS and 

CLINICAL STUDIES).

                                                                                                                                                                                                                                                      

Patients who are eligible to discontinue Tasigna therapy must have their BCR-ABL transcript levels and complete 

blood count with differential monitored monthly for one year, then every 6 weeks for the second year, and every 12 

weeks thereafter. 

                                                                                                                                                                                                                                              

Patients who lose major molecular response must re-initiate treatment within 4 weeks of when loss of remission is 

known to have occurred. Tasigna therapy should be re-initiated at 300 mg twice daily or at a reduced dose level of 

400 mg once daily if the patient had a dose reduction prior to discontinuation of therapy. Patients who re-initiate 

Tasigna therapy should have their BCR-ABL transcript levels monitored monthly until major molecular response is re-

established (see sections WARNINGS AND PRECAUTIONS and  CLINICAL STUDIES).

Dosage in Ph+ CML-CP patients who have achieved a sustained deep molecular response (MR 4.5) on TASIGNA 

following prior imatinib therapy

                                                                                                                                                                                                                                                                                                                                     

Discontinuation of treatment may be considered in eligible Ph+ CML-CP patients who have been treated with Tasigna 

for a minimum of 3 years if a deep molecular response is sustained for a minimum of one year immediately prior to 

discontinuation of therapy.  Discontinuation of Tasigna should be initiated by a physician experienced in the 

treatment of patients with CML (see sections WARNINGS AND PRECAUTIONS and CLINICAL STUDIES).

                                                                                                                                                                                                                                                                                                                                                                                                

Patients who are eligible to discontinue Tasigna therapy must have their BCR-ABL transcript levels and complete 

blood count with differential monitored monthly for one year, then every 6 weeks for the second year, and every 12 

weeks thereafter.  

                                                                                                                                                                                                                                                                                                                                                                          

Patients with confirmed loss of MR4.0 (two consecutive measures separated by at least 4 weeks showing loss of 

MR4.0) or loss of Major Molecular Response (MMR) must re-initiate treatment within 4 weeks of when loss of 

remission is known to have occurred. Tasigna therapy should be re-initiated at either 300 mg or 400 mg twice daily. 

Patients who re-initiate Tasigna therapy should have their BCR-ABL transcript levels monitored monthly until 

previous major molecular response or MR 4.0 is re-established (see sections WARNINGS AND PRECAUTIONS and 

CLINICAL STUDIES).

Alcon-

Couvreur 

(Novartis)

29-Aug-16
Dosage and 

administration

Nilotinib 150 

mgand 200mg Hard 

capsules

Tasigna20
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Special monitoring of Ph+ CML-CP patients who have achieved a sustained deep molecular response

 Eligibility for Discontinuation of Treatment - Eligible patients who are confirmed to express the typical BCR-ABL 

transcripts, e13a2/b2a2 or e14a2/b3a2, can be considered for treatment discontinuation. Patients must have typical 

BCR-ABL transcripts to allow quantitation of BCR-ABL levels, evaluation of the depth of molecular response, and 

determination of a possible loss of molecular remission after Tasigna treatment discontinuation.

Monitoring of Patients who have discontinued therapy

                                                                                                                                                                        Monitoring of BCR-ABL 

transcript levels in patients eligible for treatment discontinuation must be performed with a quantitative diagnostic 

test validated to measure molecular response levels with a sensitivity of at least MR4.5. BCR-ABL transcript levels 

must be assessed prior to and during treatment discontinuation (see sections DOSAGE AND ADMINISTRATION and 

CLINICAL STUDIES).

                                                                                                                                                                             Loss of Major 

Molecular Response (MMR) or confirmed loss of MR4.0 (two consecutive measures separated by at least 4 weeks 

showing loss of MR4.0) will trigger treatment re-initiation within 4 weeks of when loss of remission is known to have 

occurred.  Frequent monitoring of BCR-ABL transcript levels and complete blood count with differential is required to 

detect possible loss of remission (see sections DOSAGE AND ADMINISTRATION and CLINICAL STUDIES).

Adverse Drug 

Reactions

In patients with Ph+ CML-CP who have not achieved a molecular response greater than or equal to a 4.5 log 

reduction with imatinib treatment 

                                                                                                                                                                                                                                                                                                                                                   

The data reported below were generated in a randomized, open-label, Phase III study where adult male and female 

patients diagnosed with Ph+ CML-CP and after two years of imatinib therapy were exposed to Tasigna 400 mg once 

daily versus imatinib 400 mg or 600 mg once daily for 48 months. Patients randomized to the imatinib arm received 

the same dose of imatinib as prior to randomization. The median duration of exposure was 47.2 months in the 

Tasigna arm and 37.0 months and 26.7 months in the 400 mg and 600 mg dose cohorts of the imatinib arm, 

respectively.

The adverse drug reactions reported by at least 20% of the patients in the Tasigna group and more frequently 

compared to the imatinib group were headache, rash, and pruritus. A greater proportion of patients in the TASIGNA 

group reported AEs leading to discontinuation and AEs requiring dose adjustment/interruption compared to those in 

the imatinib group. Increases in bilirubin and transaminases were commonly reported following Tasigna treatment.

Up to the 48-month cut-off date, three on-treatment deaths have been observed (two in the Tasigna arm and one in 

the imatinib arm). Three patients died more than 28 days after study drug discontinuation (one in the Tasigna arm 

and two in the imatinib arm).

QTc intervals >450 ms were observed in 4 patients receiving Tasigna therapy on Day 8. No patient had a QTc interval 

>480 ms. Increases in QTc interval from baseline of >30 ms were reported for 8 patients (7.9%). No patient 

experienced QTc prolongation >60 ms in the Tasigna group.

Nilotinib 150 

mgand 200mg Hard 

capsules

29-Aug-16

Alcon-

Couvreur 

(Novartis)

Tasigna20

Warnings and 

Precautions 
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20 Tasigna

Nilotinib 150 

mgand 200mg Hard 

capsules

Treatment discontinuation in Ph+ CML-CP patients who have achieved a sustained deep molecular response 

                                                                                                                                                                                 After 

discontinuation of Tasigna therapy within the framework of attempting treatment-free remission (TFR), patients may 

experience musculoskeletal symptoms more frequently than before treatment discontinuation, e.g., myalgia, pain in 

extremity, arthralgia, bone pain, spinal pain, or musculoskeletal pain.                                                                                                                          

In a Phase II clinical study with newly diagnosed patients with Ph+ CML-CP (N=190), musculoskeletal symptoms 

within a year of Tasigna discontinuation were reported in 24.7% vs. 16.3% within the previous year on Tasigna 

treatment.

In a Phase II clinical study with patients with Ph+ CML-CP on Tasigna and previously treated with imatinib (N=126), 

musculoskeletal symptoms within a year of discontinuation were reported in 42.1% vs. 14.3% within the previous 

year on Tasigna treatment

29-Aug-16

Alcon-

Couvreur 

(Novartis)

Tobramycin and 

dexamethasone 

0.3% and 0.1%

Special warnings 

and precautions 

for use

Bullet updated to read  : Cushing’s syndrome and/or adrenal suppression associated with systemic absorption of 

ophthalmic dexamethasone may occur after intensive or long-term continuous therapy in predisposed patients, 

including children and patients treated with CYP3A4   inhibitors (including ritonavir and cobicistat). (See section 4.5). 

In these cases, treatment should not be discontinued abruptly, but progressively tapered

Tobramycin and 

dexamethasone 

0.3% and 0.1%

Interaction with 

other medicinal 

products and 

other forms of 

interaction

Section updated to read:  CYP3A4 inhibitors including ritonavir and cobicistat may increase systemic exposure 

resulting in increased risk of adrenal suppression/Cushing’s syndrome. (See Section 4.4).  The combination should be 

avoided unless the benefit outweighs the increased risk of systemic corticosteroid side effects, in which case patients 

should be monitored for systemic corticosteroid effects

23
Zithromax POS and 

Capsules
Azithromycin

Interaction with 

other medicinal 

products and 

other forms of 

interaction

Revision of text under Digoxin and colchicine to read "Concomitant administration of macrolide antibiotics, including 

azithromycin, with Pglycoprotein

substrates such as digoxin and colchicine, has been reported to result in increased

serum levels of the P-glycoprotein substrate. Therefore, if azithromycin and P-glycoprotein

substrates such as digoxin are administered concomitantly, the possibility of elevated serum

digoxin concentrations should be considered. Clinical monitoring, and possibly serum digoxin

levels, during treatment with azithromycin and after its discontinuation are necessary."

27-Jun-18 Pfizer

21 Tobradex 9-Feb-18 Novartis 
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