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1
Actifed Compound 

Linctus

(Triprolidine HCI – 

Pseudoephedrine HCI 

– Codeine phosphate)

Contraindications

Patients under the age of 18 years because of the risk of opioid toxicity due to the variable and unpredictable 

metabolism of codeine to morphine. Hypersensitivity to pseudoephedrine hydrochloride, triprolidine 

hydrochloride, codeine, opioid analgesics or excipients.Severe hypertension or severe coronary artery disease. 

Severe renal impairment. Patients receiving other sympathomimetics (such as decongestants, appetite 

suppressants and amphetamine-like psychostimulants). Patients receiving monoamine oxidase inhibitors 

(MAOIs) or for two weeks after stopping an MAOI drug. Patients with chronic or persistent cough, such as 

occurs with asthma, smoking or emphysema, or where cough is accompanied by excessive secretions. 

Codeine in common with other centrally acting antitussive agents should not be given to patients in, or at risk of 

developing respiratory failure. Use during breastfeeding. In those who are known to be CYP2D6 ultra-rapid 

metabolisers. If the patient is an extensive or ultra-rapid CYP2D6 metaboliser there is an increased risk of 

developing symptoms of opioid toxicity, even at commonly prescribed doses. General symptoms of opioid 

toxicity include confusion, somnolence.

Feb-17 GSK

1
Actifed Compound 

Linctus

(Triprolidine HCI – 

Pseudoephedrine HCI 

– Codeine phosphate)

Warnings and 

Precautions

Caution should be exercised in patients with cardiovascular disease, arrhythmias, hypertension, 

hyperthyroidism, prostatic enlargement, diabetes, elevated intraocular pressure including glaucoma, epilepsy, 

asthma, bronchitis and bronchiectasis, moderate renal impairment, severe hepatic impairment or 

phaeochromocytoma. Use with caution in patients taking beta-blockers or other anti-hypertensives. Do not take 

for more than 3 days unless on the advice of your physician. Prolonged or excessive consumption of codeine 

can result in dependence. There have been reports of ischaemic colitis with pseudoephedrine. 

Pseudoephedrine should be discontinued immediately and medical advice sought if sudden abdominal pain, 

rectal bleeding or other symptoms of ischaemic colitis develop. There have been rare cases of posterior 

reversible encephalopathy (PRES)/reversible cerebral vasoconstriction syndrome (RCVS) reported with 

sympathomimetic drugs, including pseudoephedrine. Symptoms reported included sudden onset of severe 

headache, nausea, vomiting, and visual disturbances. Most cases improved or resolved within a few days 

following appropriate treatment.Pseudoephedrine should be discontinued immediately and medical advice 

sought if signs/symptoms of PRES/RCVS develop. Patients with obstructive bowel disorders or acute 

abdominal conditions should consult a doctor before using this product. Patients with a history of 

cholecystectomy should consult a doctor before using this product as it may cause acute pancreatitis in some 

patients. May cause drowsiness, dizziness, blurred vision and psychomotor impairment, which can seriously 

affect the patient‟s ability to drive or operate machinery. If affected, do not drive or operate machinery. May 

increase the effects of alcohol therefore concurrent use of alcohol should be avoided. Avoid use with other 

antihistamine-containing products, including cough and cold medicines. Use with caution in patients taking the 

following medications: - Metolcopramide - Domperidone - Central nervous system depressants, including 

alcohol, anaesthetics, hypnotics, sedatives, tricyclic antidepressants and phenothiazine. Keep out of sight and 

reach of children. The elderly are more likely to experience neurological anticholinergic effects and paradoxical 

excitation.

Feb-17 GSK

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 to help make the best therapeutic decision regarding benefit-risk profile of these medicines to ensure patient safety.
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Drug Interactions

Concomitant administration of pseudoephedrine hydrochloride and MAOIs (or within two weeks of stopping an 

MAOI) may lead to hypertensive crisis. The anticholinergic effects of triprolidine are intensified by MAOIs (see 

Contraindications). Opiate analgesics may interact with monoamine oxidase inhibitors (MAOI) and result in 

serotonin syndrome. Concomitant use with sympathomimetic agents (such as decongestants, appetite 

suppressants and amphetamine-like psychostimulants) which interfere with the catabolism of sympathomimetic 

amines, may occasionally cause a rise in blood pressure. Concurrent use of triprolidine and hypnotics, 

sedatives or anxiolytics may potentiate drowsiness. Concurrent use of alcohol may have a similar effect. 

Codeine potentiates the central depressive effects of central nervous system depressants,including alcohol, 

anaesthetics, hypnotics, sedatives, tricyclic antidepressants and phenothiazines. Pseudoephedrine may 

antagonise the effect of certain classes of antihypertensives (e.g. beta-blockers, methyldopa, reserpine, 

debrisoquine, guanethidine). Codeine may antagonise the effects of metoclopramide and domperidone on 

gastrointestinal motility.                                                                                                                                                   

Use in Pregnancy- Pseudoephedrine + triprolidine + codeine should not be used in pregnancy without medical 

advice. This includes maternal use during labour because of the potential for respiratory depression with 

codeine. The safety of pseudophedrine + triprolidine + codeine during pregnancy has not been established. 

Caution should therefore be exercised by balancing the potential benefit of treatment to the mother against any 

possible hazards to the developing foetus.                                                                                                                                                                                                                                                                                         

Use in Lactation- Codeine containing products must not be used whilst breastfeeding.

Adverse Reactions

Triprolidine-paradoxical excitation, confusion, nightmares, hallucinations may also occur, sedation, drowsiness, 

disturbance in attention, abnormal coordination, dizziness, blurred vision, thickening of bronchial secretions, 

gastrointestinal disturbance including nausea, vomiting, rash, urticarial, urinary retention has occasionally been 

reported. Pseudoephedrine-nervousness, insomnia, agitation, restlessness, hallucinations (particularly in 

children) is rare, dizziness, tachycardia, palpitations (rare). Increases in systolic blood pressure have been 

observed. At therapeutic doses, the effects of pseudoephedrine on blood pressure are not clinically significant. 

A variety of allergic skin reactions, with or without systemic features such as bronchospasm, angioedema have 

been reported following use of pseudoephedrine. Urinary retention is most likely to occur in those with bladder 

outlet obstruction, such as prostatic hypertrophy. Codeine-dyspepsia, dry mouth, acute pancreatitis in patients 

with a history of cholecystectomy. Drug dependency can occur after prolonged use of codeine at higher doses. 

Dizziness, worsening of headache with prolonged use, drowsiness, pruritus, sweating

(Triprolidine HCI – 

Pseudoephedrine HCI 

– Codeine phosphate)

GSKFeb-17
Actifed Compound 

Linctus
1
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Overdosage

Symptoms & Signs and Treatment- Pseudoephedrine overdose may result in symptoms due to central nervous 

system and cardiovascular stimulation (e.g. excitement, restlessness, hallucinations, hypertension and 

arrhythmias). In severe cases, psychosis, convulsions, coma and hypertensive crisis may occur. Serum 

potassium levels may be low due to extracellular to intracellular shifts in potassium.                                                                                                                               

Triprolidine overdose is likely to result in effects similar to those listed under adverse reactions. Additional 

symptoms may include ataxia, weakness, respiratory depression, dryness of the skin and mucous membranes, 

hyperpyrexia, tremor, psychosis,convulsions, tachycardia and arrhythmias.                                                                                                                                                                                                                              

Codeine overdose is characterized, in the first phase, by nausea and vomiting. An acute depression of the 

respiratory centre can cause cyanosis, slower breathing, drowsiness, ataxia and more rarely, pulmonary 

oedema. Respiratory pauses, miosis, convulsion,collapse and urine retention. Signs of histamine release have 

been observed.

Dosage and 

Administration

Use in the Elderly -The elderly are more likely to experience the neurological anticholinergic effects of 

triprolidine, including confusion, and to develop paradoxical excitation.                                                                                                                                                                                                                                                                                                                                                                                                                                                   

Renal Impairment- Pseudoephedrine is primarily excreted renally. Pseudoephedrine should not be used by 

those with severe renal impairment and should be use with caution in those with moderate renal impairment. 

Patients who have been diagnosed with kidney impairment must seek medical advice before taking this 

medication.

Hepatic Impairment- Triprolidine and codeine are eliminated primarily by hepatic metabolism therefore 

consideration should be given to reducing the dose in those with severe hepatic impairment.

Feb-17 GSK
Actifed Compound 

Linctus
1

(Triprolidine HCI – 

Pseudoephedrine HCI 

– Codeine phosphate)
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Update of 

Pharmacokinetic

Absorption:-The enteric coating of the tablets leads to a delayed release, not in the stomach but only in the 

alkaline environment of the small intestine, which also leads to a delayed resorption of the substance. Due to 

the protection of the gastric mucosa, this formulation is superior over the common ASA tablet especially in the 

long-term treatment. In comparison with aspirin, maximum salicylate concentrations are reached in the blood 

about 3 to 6 hours later.                                                                                                                                                                                                                                                                                                                                                               

Metabolism-The systemically available acetylsalicylic acid is degraded with a half-life of about 15 minutes. 

Salicylic acid formed during hydrolysis has a plasma half-life of about 2-3 hours, this is significantly increased 

after the administration of high doses (> 3 g) due to the saturation of the conjugating enzyme system. The 

biotransformation of salicylic acid occurs mainly in the liver. Salicylic acid is formed by the binding of salicylic 

acid to glycine and is further converted by conjugation with glucuronic acid or sulphuric acid. A small part is 

oxidised to gentisic acid and converted to gentisinuric acid.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                   

Elimination:- Elimination occurs almost completely via the kidney, in the form of salicylic acid (approx. 10%), 

salicyluric acid (approx. 75%) and salicyluric acid conjugates (approx. 10%). The elimination half-life varies 

between 2–3 hours after smaller doses and up to 12 hours after the usual analgesic doses.                                                                                                                                                                                                                                    

Kinetics in special clinical situations-                                                                                                                                                                                                                                                                                                                                                                                                                                                           

Elimination in patients with limited liver function: Since metabolisation of acetylsalicylic acid occurs mainly in 

the liver, a slower degradation of the acetylsalicylic acid to salicylic acid has to be expected (cumulation).                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                

Elimination in patients with limited renal function: In patients with renal failure, the degradation speed for 

salicylic acid in blood plasma is not affected; in contrast, the concentration of inactive salicylic acid metabolites, 

mainly of conjugated salicyluric acid, increases.   Salicylates pass the placental barrier, however they only 

appear in small amounts in breast milk.

Special warnings and 

precautions for use

Concomitant administration of ibuprofen; ibuprofen can affect the thrombocyte aggregation inhibitory effect of 

acetylsalicylic acid. Patients should contact their doctor if they are taking Aspirin Cardio and a pain medication 

containing ibuprofen at the same time

Interactions

The concomitant administration of ibuprofen antagonizes the irreversible thrombocyte aggregation inhibitory 

effect of acetylsalicylic acid. The treatment of patients with a high cardiovascular risk with ibuprofen can limit 

the cardioprotective effect of acetylsalicylic acid

Method of 

administration

It is recommended to take the tablet with a bit of fluid after a meal, if possible. Drink approximately ½ –1 glass 

of liquid afterwards.

3
Avamys Nasal 

Spray
Fluticasone furoate 

Warnings and 

Precautions

Revision of text to read "As with other intranasal corticosteroids, physicians should be alert to potential 

systemic steroid effects including ocular changes such as central serous chorioretinopathy" under this section.
3-Apr-18 GSK

2
Acetylsalicylic acid 

100mg 
28-06-2016 Bayer

Aspirin Cardio 

100mg enteric-

coated tablets
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4

Betnovate-C 

cream and 

ointment

Betamethasone 17-

valerate 0.1% w/w 

with 3% w/w clioquinol 

Warnings and 

Precautions

Addition of "Visual disturbance has been reported by patients using systemic and/or topical corticosteroids. If a 

patient has blurred vision or other visual disturbances, consider evaluation of possible causes which may 

include cataract, glaucoma or central serous chorioretinopathy." under this section

3-Apr-18 GSK

5

Betnovate cream, 

ointment and 

lotion

Betamethasone 17-

valerate 0.122 % w/w

Warnings and 

Precautions

Addition of "Visual disturbance has been reported by patients using systemic and/or topical corticosteroids. If a 

patient has blurred vision or other visual disturbances, consider evaluation of possible causes which may 

include cataract, glaucoma or central serous chorioretinopathy." under this section.

3-Apr-18 GSK

Special warnings and 

precautions for use

 Inclusion of "Potentiation of coumarin anticoagulant effects have been reported in patients receiving 

concomitant Casodex therapy, which may result in increased Prothrombin Time (PT) and International 

Normalised Ratio (INR). Some cases have been associated with risk of bleeding. Close monitoring of PT/INR 

is advised and anticoagulant dose adjustment should be considered (see sections Interaction with other 

medicinal products and other forms of interaction & Undesirable effects)" under the section Androgen 

deprivation therapy may prolong the QT interval

Interaction with other 

medicinal products 

and other forms of 

interaction

Inclusion of "There have been reports of increased effect of warfarin and other coumarin anticoagulants when 

co-administered with Casodex."                                                                                                                          

Reconstruction of a sentence to read "It is therefore recommended that if Casodex 150 mg is administered in 

patients who are concomitantly receiving coumarin anticoagulants, PT/INR should be closely monitored and 

adjustments of anticoagulant dose considered ".

Fertility, pregnancy 

and lactation

Pregnancy: Deletion of "or nursing mothers." from text under this section.                                                                                                                                                                                                                                                                                                                                                                    

Addition of the following sections:                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                    

Breast-feeding:- Bicalutamide is contraindicated during breast-feeding.

Fertility:-Reversible impairment of male fertility has been observed in animal studies (see section Pre- Clinical 

Safety Data Relevant to the Prescriber). A period of subfertility or infertility should be assumed in man.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                          

Title of this section now includes Fertility.

Undesirable effects
Increased PT/INR: Accounts of coumarin anticoagulants interacting with Casodex have been reported in post-

marketing surveillance .

Bicalutamide Mar-18.
AstraZen

eca
6

Casodex 50mg 

&150 mg tablets
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6
Casodex 50mg 

&150 mg tablets
Bicalutamide

Pre-Clinical Safety 

Data Relevant to the 

Prescriber

Inclusion of "Reversal of testicular atrophy occurred 4 months after the completion of dosing in a 6-month rat 

study (at doses of approximately 0.6 times human therapeutic concentrations at the recommended dose of 150 

mg). No recovery was observed at 24 weeks after the completion of dosing in a 12-month rat study (at doses of 

approximately 0.9 times human concentrations at the recommended human dose of 150 mg). Following 12 -

months of repeated dosing in dogs (at doses of approximately 3 times human therapeutic concentrations at the 

recommended human dose of 150 mg), the incidence of testicular atrophy was the same in dosed and control 

dogs after a 6- month recovery period. In a fertility study (at doses of approximately 0.6 times human 

therapeutic concentrations at the recommended human dose of 150 mg), male rats had an increased time to 

successful mating immediately after 11 weeks of dosing; reversal was observed after 7 weeks off-dose"   to 

text under this section                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                   

Deletion of "Full reversal of testicular atrophy was seen 6 months after a 12-month repeated dose toxicity 

study in dogs, although functional reversal was evident in reproduction studies 7 weeks after the end of an 

11week dosing period. A period of subfertility or infertility should be assumed in man." from text under this 

section. deletion of "and none of these findings is considered to have relevance to the treatment of patients 

with prostate cancer." from text under this section.

Mar-18.
AstraZen

eca

Read all of this leaflet 

carefully before you 

start taking this 

medicine. 

Removal of nurse as a healthcare professional patients can report side effects to.

What coveram 

tablets is and what it 

is used for

Addition of "Pharmacotherapeutic group: ACE inhibitors and calcium channel blockers. ATC Code: C09BB04" 

to text under this section.

Warnings and 

precautions

Addition of "are taking any of the following medicines, the risk of angioedema is increased: o racecadotril (used 

to treat diarrhoea),sirolimus, everolimus, temsirolimus and other drugs belonging to the class of so-called mTor 

inhibitors (used to avoid rejection of transplanted organs),"  under  the heading "Do not take this medicine if 

you: ."                                                                                                                                                                                                                                                                                       

Addition of  "The use of this medicinal product is not recommended in patients patients with rare hereditary 

problems of galactose intolerance, glucose-galactose malabsorption, or the Lapp lactase deficiency."  to text 

under this section

Perindopril arginine / 

amlodipine 5mg / 5mg 

,10mg / 5mg, 5mg / 

10mg and 10mg / 

10mg 

Other medicines and 

Coveram tablets

Addition of " medicines, which are most often used to treat diarrhoea (racecadotril) or avoid rejection of 

transplanted organs (sirolimus, everolimus, temsirolimus and other drugs belonging to the class of so-called 

mTor inhibitors)." to text under this section.                                                                                                                                                                                                                                                                                                                                                                                                        

Addition of "and Co-trimoxazole,simvastatin (cholesterol lowering medicine) and some antibiotics such as 

rifampicin, erythromycin, clarithromycin (for infection caused by bacteria) and HIV Infection"  to a list of drugs  

under the heading "Make sure to tell your doctor if you are taking any of the following medicines as special care 

may be required:"   

Coveram 5mg / 

5mg ,10mg / 5mg, 

5mg / 10mg and 

10mg / 10mg 

tablets

7 11-Aug-17

Les 

Laboratoi

res 

Servier

Perindopril arginine / 

amlodipine 5mg / 5mg 

,10mg / 5mg, 5mg / 

10mg and 10mg / 

10mg 
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Pregnancy, 

breastfeeding and 

fertility

Addition of Fertility to the title of the section.                                                                                                                                                                                                                                                                                                                                                                                                                                                                     

Addition of "Pregnancy -You must tell your doctor or pharmacist before taking any other medicine. If you are 

pregnant or breastfeeding, if you think you are pregnant or are planning to have a baby, talk to your doctor 

before taking this medicine." to text under this section.

Possible side effects.

Addition of  "Frequency not known (frequency cannot be estimated from the available data): trembling, rigid 

posture, mask-like face, slow movements and a shuffling, unbalanced walk.  to text under this section.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                 

Addition of "If you get any side effects, talk to your doctor or 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. 

By reporting side effects you can help provide more information on the safety of this medicine." under the 

heading  "Reporting of side effects."

What you need to 

know before you take 

Coversyl

Addition of  the following-                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                     

"if you are having dialysis or any other type of blood filtration. Depending on the machine that is used, Coversyl 

may not be suitable for you.                                                                                                                                                                                

- if you have kidney problems where the blood supply to your kidneys is reduced (renal artery stenosis).                                                                                                                                                                                                                                                                                                    

if you are being treated with sacubitril/valsartan, a medicine for heart failure."  to text under the heading "Do not 

take Coversyl" of this section.

 Warning and 

precaution

Addition of the following to text under the heading "If any of the following apply to you please talk to your doctor 

or pharmacist or nurse before taking Coversyl if you:"                                                                                                                                                                                                                                                                                                                                         

-have abnormally increased levels of a hormone called aldosterone in your blood (primary aldosteronism),                                                                                                                                                                                                                                                                                       

- are taking any of the following medicines, the risk of angioedema is increased: - racecadotril (used to treat 

diarrhea) - sirolimus, everolimus, temsirolimus and other drugs belonging to the class of so-called mTor 

inhibitors (used to avoid rejection of transplanted organs), - sacubitril (available as fixed-dose combination with 

valsartan), used to treat long-term heart failure."

Other medicines and 

Coversyl

Addition of the following to text under the heading " Your doctor may need to change your dose and/or to take 

other precautions. These include:"                                                                                                                                                              

- potassium-sparing drugs (e.g. triamterene, amiloride), potassium supplements or potassium-containing salt 

substitutes, other drugs which can increase potassium in your body (such as heparin and co-trimoxazole also 

known as trimethoprim/sulfamethoxazole),                                                                                                                                                                                                                                                                                                                                                                                                             

- medicines, which are most often used to treat diarrhoea (racecadotril) or avoid rejection of transplanted 

organs (sirolimus, everolimus, temsirolimus and other drugs belonging to the class of so-called mTor 

inhibitors). See section “Warnings and precautions”,                                                                                                                                                                                                                                                                                                                                                                                                                           

-sacubitril/valsartan (used to treat long-term heart failure). See sections “Do not take Coversyl” and “Warnings 

and precautions”.                                                                                                                                                                                    

Cancellation of the following under this secion : heparin (medicines used to thin blood)

Special precautions 

for storage
Revision of text to read "Keep the container tightly closed in order to protect from moisture. Store below 30°C.

8

Coversyl 5 mg and 

10 mg film-coated 

tablets

Perindopril arginine 5 

mg and 10 mg
5-Feb-18

Les 

Laboratoi

res 

Servier

11-Aug-17

Les 

Laboratoi

res 

Servier

Perindopril arginine / 

amlodipine 5mg / 5mg 

,10mg / 5mg, 5mg / 

10mg and 10mg / 

10mg 

Coveram 5mg / 

5mg ,10mg / 5mg, 

5mg / 10mg and 

10mg / 10mg 

tablets

7
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8

Coversyl 5 mg and 

10 mg film-coated 

tablets

Perindopril arginine 5 

mg and 10 mg

Tell your doctor if you 

notice any of the 

following side effects:

Reclassification of "Psoriasis aggravation as Rare" under Skin and Subcutaneous Tissue Disorders                                                                                                                                                                                                                                                                                                

Addition of "Cases of SIADH have been reported with other ACE inhibitors. SIADH can be considered as a very 

rare but possible complication associated with ACE inhibitor therapy including perindopril." to this section.

5-Feb-18

Les 

Laboratoi

res 

Servier

Warnings and 

Precautions

Visual disturbance has been reported by patients using systemic and/or topical corticosteroids. If a patient has 

blurred vision or other visual disturbances, consider evaluation of possible causes which may include cataract, 

glaucoma or central serous chorioretinopathy.

Special Precautions 

for Storage

Cream- Store below 25° C or 30°C. The storage conditions depend on the locally registered shelf-life (refer to 

the pack for information).

Adverse Reactions
Glaucoma and cataract deleted from very rare endocrine disorders.  Cataract, central serous chorioretinopathy, 

glaucoma added under very rare eye disorders

Special warnings and 

precautions for use

Modification of text to read "Convulsions- 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."  under this section.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                

Deletion of text under Abnormal behaviour.

Undesirable effects

Addition of new information under this section                                                                                                                                                                                                                                                                                                                                                                                                                                                             

"Metabolism and nutrition disorders - Not known: Increased appetite" ,                                                                                                                                                                                                                                                                                                                                                                   

"Investigations- Not known: Weight increased"                                                                                                                                                                                                                                                                                                                                                                                                                                                       

"Paediatric population- abnormal behaviour and aggression."  .                                                                                                                                                                                                                                                                                                                                                                                                                

Deletion of "Movement disorders"  from Nervous disorders under this section. 

11
Dolutegravir 50 

mg tablets

Dolutegravir sodium  

50 mg 
Adverse Reactions

Addition of "Hepatobiliary disorders" as a System Organ Classification (SOC) to the post marketing adverse 

reaction table under this section.                                                                                                                                                            

Acute hepatic failure appears as a rare Adverse reaction under  Hepatobiliary disorders.                                                                                                                                                                                                                                                                                                                              

Addition of a text "  Acute hepatic failure has been reported in a dolutegravir-containing regimen. The 

contribution of dolutegravir in these cases is unclear." beneath the Post-marketing adverse reaction table under 

this section .

2-Feb-18 GSK

12

Dolutegravir  10 

mg, 25 mg, or 50 

mg tablets

Dolutegravir sodium  

10 mg, 25 mg, or 50 

mg 

Adverse Reactions

Addition of "Investigation"s as a System Organ Classification (SOC) to the post marketing adverse reaction 

table under this section.                                                                                                                                                                                                          

"Weight increased" appears as an uncommon adverse reaction under  Investigations. 

20-Oct-17 GSK

13
Edurant 25 mg 

film-coated tablets
Rilpivirine 25 mg 

Pregnancy and 

breastfeeding

Revision of text under this section to read "Tell your doctor immediately if you are pregnant or if you plan to 

become pregnant. Pregnant women should discuss the use of EDURANT with their doctor."
Feb-17 Janssen

4-Apr-18

10

9

Dermovate Cream 

and Ointment 0.05 

% w/w.

Clobetasol propionate 

Cream and Ointment 

0.05 % w/w.

SandozDesloratadine 5mg 6-Mar-18
Deeslatyn 5mg 

tablets

GSK
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Pharmacological 

Action

Inclusion of text "Paediatric Clinical Safety- Some published studies in children have observed cognitive deficits 

after repeated or prolonged exposures to anaesthetic agents early in life. These studies have substantial 

limitations, and it is not clear if the observed effects are due to the anaesthetic/sedation drug administration or 

other factors such as the surgery or underlying illness. In addition, more recent published registry studies did 

not confirm these findings. Published animal studies of some anaesthetic/sedation drugs have reported 

adverse effects on brain development in early life. "                                                                                                                                                                                                                                                                                                                                                 

Preclinical Safety 

Data

Inclusion of text "Published studies in pregnant and juvenile animals suggest that the use of anaesthetic and 

sedation drugs that block NMDA receptors and/or potentiate GABA activity during the period of rapid brain 

growth or synaptogenesis may result in neuronal and oligodendrocyte cell loss in the developing brain and 

alterations in synaptic morphology and neurogenesis when used for longer than 3 hours. These studies 

included anaesthetic agents from a variety of drug classes. The clinical significance of these nonclinical 

findings is yet to be determined." under this section. 

Interactions
Heading "Inducers of CYP2E1 " removed because not all the text that follows is related to the interaction under 

that section..

Pregnancy and 

Lactation

Inclusion of text "Reproduction studies have been carried out on animals after repeated exposure to anesthetic 

concentrations of isoflurane. Isoflurane has been shown to have a possible anesthetic-related fetotoxic effect in 

mice when given in sub-therapeutic doses. Studies with the rat demonstrated no effect on fertility, pregnancy or 

delivery or on the viability of the offspring. No evidence of teratogenicity was revealed. Comparable 

experiments in rabbits produced similar negative results. The relevance of these studies to the human is not 

known, as there are no adequate and well-controlled studies in pregnant women. Published animal studies of 

some anesthetic/sedation drugs have reported adverse effects on brain development in early life."   under this 

section.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                               

Inclusion of " Lactation" as a heading under the section. 

15

Flixotide 

Evohaler50, 125 

and 250 

micrograms 

Fluticasone 

propionate 50, 125 

and 250 micrograms

Warnings and 

Precautions

Revision of text to read "Possible systemic effects include Cushing‟s syndrome, Cushingoid features, adrenal 

suppression, growth retardation in children and adolescents, decrease in bone mineral density, cataract and 

glaucoma, and central serous chorioretinopathy." under this section.

18-Apr-18 GSK

Introduction Addition of "because it contains important information for you." to opening statement

What you need to 

know before you take 

Glucophage SR

Revision of text under this section, in addition to existing text.                                                                                                                                                                                                                                                                                                                                                                                                                                          

Do not take Glucophage SR if:                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                 

you have liver problems

 you have severely reduced kidney function

 you have uncontrolled diabetes, with, for example, severe hyperglycaemia (high blood glucose), nausea, 

vomiting, diarrhoea, rapid weight loss, lactic acidosis or ketoacidosis. Ketoacidosis is a condition in which 

substances called „ketone bodies‟ accumulate in the blood and which can lead to diabetic pre-coma. 

Symptoms include stomach pain, fast and deep breathing, sleepiness your breath developing an unusual, fruity 

smell).                                                                                                                                                                                                                                                                                                                                                                                                                                                                                      

you have lost too much water from your body (dehydration)

AbbVie 

(Pty) Ltd
1-Oct-17IsofluraneForane14

12/1/2016 MSD

Glucophage SR 

500 mg – 750 mg 

– 1000 mg

Prolonged release 

tablets

Metformin 

hydrochloride SR 500 

mg – 750 mg – 1000 

mg Prolonged release 

tablets

16
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16

Glucophage SR 

500 mg – 750 mg 

– 1000 mg 

Prolonged release 

tablets

Metformin 

hydrochloride SR 500 

mg – 750 mg – 1000 

mg Prolonged release 

tablets

Warnings and 

precautions

Revision of text under this section to read the following:                                                                                                                                                                                                                                                                                                                                                                                                                                                                       

Risk of lactic acidosis- Glucophage SR may cause a very rare, but very serious side effect called lactic 

acidosis, particularly if your kidneys are not working properly. The risk of developing lactic acidosis is also 

increased with uncontrolled diabetes, serious infections, prolonged fasting or alcohol intake, dehydration, liver 

problems and any medical conditions in which a part of the body has a reduced supply of oxygen (such as 

acute severe heart disease).

If any of the above apply to you, talk to your doctor for further instructions.

Stop taking Glucophage SR for a short time if you have a condition that may be associated with dehydration 

(significant loss of body fluids) such as severe vomiting, diarrhoea, fever, exposure to heat or if you drink less 

fluid than normal. Talk to your doctor for further instructions.

 

Stop taking Glucophage SR and contact a doctor or the nearest hospital immediately if you experience some of 

the symptoms of lactic acidosis, as this condition may lead to coma.

Symptoms of lactic acidosis include: vomiting, stomach ache (abdominal pain), muscle cramps, a general 

feeling of not being well with severe tiredness, difficulty in breathing, reduced body temperature and heartbeat. 

Lactic acidosis is a medical emergency and must be treated in a hospital.

                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                       

If you need to have major surgery you must stop taking Glucophage SR during and for some time after the 

procedure. Your doctor will decide when you must stop and when to restart your treatment with Glucophage 

SR. 

                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                             

During treatment with Glucophage SR, your doctor will check your kidney function at least once a year or more 

frequently if you are elderly and/or if you have worsening kidney function. You may see some remains of the 

tablets in your stools. Do not worry- this is normal for this type of tablet. You should continue to follow any 

dietary advice that your doctor has given you and you should make sure that you eat carbohydrates regularly 

throughout the day. Do not stop taking this medicine without speaking to your doctor.

12/1/2016 MSD
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Other medicines and 

Glucophage SR

Revision of text under this section to read the following:                                                                                                                                                                                                                                                                                                                                                                                                                                                             

If you need to have an injection of a contrast medium that contain iodine into your bloodstream,for example in 

the context of an X-ray or scan, you must stop taking Glucophage SR or at the time of injection. Your doctor 

will decide when you must stop and when to restart your treatment with Glucophage SR.

                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                          

Tell your doctor if you are taking, have recently taken or might take any other medicines. You may need more 

frequent blood glucose and kidney function tests, or your doctor may need to adjust the dosage of Glucophage 

SR. It is especially important to mention the following:

• Medicines which increase urine production (diuretics (water tablets) such as furosemide).

• Medicines used to treat pain and inflammation (NSAID and COX-2 inhibitors, such as ibuprofen and

celecoxib)

• Certain medicines for the treatment of high blood pressure (ACE inhibitors and angiotensin II receptor

antagonists)

• Steroids such as prednisolone, mometasone, beclometasone.

• Sympathomimetic medicines including epinephrine and dopamine used to treat heart attacks and low

blood pressure. Epinephrine is also included in some dental anaesthetics.

reduced kidney function (such as verapamil, rifampicin, cimetidine, dolutegravir, ranolazine,

trimethoprim, vandetanib, isavuconazole, crizotinib, olaparib).

Glucophage SR with 

alcohol

Revision of text under this section to read the following:  Avoid excessive alcohol intake while taking 

Glucophage SR since this may increase the risk of lactic acidosis.

How to take 

Glucophage SR

Deletion of: "In renal impaired patients with a GFR between 45 and 60 ml/min, the starting dose is 500 mg or 

750 mg Glucophage SR once daily. The maximum dose is 1000 mg daily. The renal function should be closely 

monitored (every 3 – 6 months)."    from text under this section.                                                                                                                                                                                                                                                                                                                                                                                                                                     

Addition of "If you have reduced kidney function, your doctor may prescribe a lower dose." under this section.

Possible side effects

Deletion of" If you notice any of the following, stop taking Glucophage SR and see your doctor immediately:

• unexpected weight loss, very severe nausea or vomiting, a general feeling of not being well with severe 

tiredness, very fast breathing which you cannot stop,  reduced heart beat,  stomach pains with muscle cramps 

or feeling cold",                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                            

"These can be signs of serious problems with your diabetes and may mean you have(too much acid in the 

blood"                                                                                                                                                                                                                                                                            

" See a doctor as you will need treatment straight away.".  from text under this section.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                       

Inclusion of "The following side effects may occur:Glucophage SR may cause," (may affect up to 1 user in 

10,000) but very serious",“lactic acidosis”,                                                                                                                                             

"you must stop taking Glucophage SR and contact a doctor or the nearest hospital immediately, as lactic 

acidosis may lead to coma.",

"• Glucophage SR may cause and (may affect up to 1 user in 10,000)."                                                                                                                                                                                                                                                                                                                                                                                                            

to the text under this section.

Metformin 

hydrochloride SR 500 

mg – 750 mg – 1000 

mg Prolonged release 

tablets

Glucophage SR 

500 mg – 750 mg 

– 1000 mg

Prolonged release 

tablets

16 MSD12/1/2016
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Posology and 

method of 

administration

Inclusion of "Use in elderly patients Elderly patients may be at higher risk for undiagnosed glaucoma as well as 

atropine-induced psychotic reactions and behavioural disturbances." under this section

Contraindications Inclusion of "Children with Down‟s syndrome, spastic paralysis or brain damage."

Special warnings and 

precautions for use

 Revision of text under this section to read " Isopto Atropine Ophthalmic Solution 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 ISOPTO 

ATROPINE Ophthalmic Solution and wait at least 15 minutes before reinsertion."                                                                                                                                                                                    

Revision of text under this section to read "Paediatric population: - Children, especially premature and low birth 

weight, or patients with Down syndrome, spastic paralysis or brain damage are particularly susceptible to 

central nervous system disturbances, cardiopulmonary and gastrointestinal toxicity from systemic absorption of 

atropine "                                                                                                                                                                                                                                                                     

Deletion of "Use with extreme caution, if at all, in children 12 years and above with Down syndrome, spastic 

paralysis or brain damage" under this section.

Breast-feeding
 Revision of text under this section to read "It is unknown whether atropine is excreted in human milk after 

ocular administration."

Fertility Deletion of " topical" from text under this section.

Paediatric population

Revision of text under this section to read  "Increased risk for systemic toxicity has been observed in children, 

especially premature and low birth weight, or patients with Down syndrome, spastic paralysis or brain damage 

with this class of drug" .

Pharmacodynamic 

properties

Inclusion of "Mechanism of action, Pharmacodynamics, and Clinical studies" as headings under this section.                                                                                                                                                                                                                                                                   

Inclusion of " Atropine is an established medication" under the heading Clinical studies.

Preclinical safety 

data

Inclusion of "Effects in non-clinical studies were observed only at exposures considered sufficiently in excess of 

the maximum human exposure indicating little relevance to clinical use in adults." under this section and 

revision of text to read "A low (5%) incidence of skeletal anomalies was observed when 50 mg/kg atropine was 

administered subcutaneously to pregnant mice; a dose greater than 700-fold higher than the maximal 

recommended adult dose on a mg/kg basis."

Special precautions 

for storage
Keep this medicine out of the sight and reach of children

17

Isopto Atropine 

0.5% and 1% 

Sterile Ophthalmic 

Solution

Atropine sulfate 0.5% 

and 1% 
Novartis1-Jan-17
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Description and 

Composition

Description revised to the following:                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                     

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

Dosage Regimen 

and Administration
Title revised to include "Regimen" .

Warnings and 

Precautions

Text under the heading Infections revised to read "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.                                                                                                                                                                                                                                                                           

Text under the heading Progressive Multifocal Leukoencephalopathy revised to read "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."                                                                                                                                                                                                                                                                                                                                      

Inclusion of text " 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." under this section.

Adverse Drug 

Reactions

Revision of text under the heading "Summary of the safety profile" of  this section to read: "Long term safety 

data from two pivotal phase 3 studies assessing 457 patients with myelofibrosis treated with ruxolitinib, 

including data from patients initially randomized to ruxolitinib (n=301; exposure 0.3 to 68.1 months, median 

exposure 33.4 months) and patients who received ruxolitinib after crossing over from control treatments 

(n=156; exposure: 0.5 to 59.8 months, median exposure 25.0 months): The cumulative frequency of adverse 

events increased proportionally to the increase in the follow-up time. With these updated data, therapy 

discontinuation due to adverse events was observed in in 27.4% of patients treated with ruxolitinib.

Clinical 

Pharmacology

Revision of text under the heading "Pharmacokinetics (PK)" of  this section to read: "Distribution- The mean 

volume of distribution at steady-state is 72 L in myelofibrosis patients with an inter-subject variability of 29.4%. 

"

18

Jakavi  5 mg, 10 

mg, 15 mg and 20 

mg Tablets 

Ruxolitinib 5 mg, 10 

mg, 15 mg and 20 mg 
1-Jul-16 Novartis
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Clinical Studies

Inclusion of  "At final analysis, after a median follow up of 61.7 months, the reduction in risk of death was 

maintained at 30.7% (HR 0.693; 95% Cl: 0.503, 0.956, p=0.025)." and "At final analysis, after a median follow 

up of 55.9 months, the reduction in risk of death was consistent with COMFORT I (HR 0.67, 95% CI 0.44-1.02, 

p=0.062)." to text under this section

Non-Clinical Safety 

Data
Inclusion of  "nor in a 2-year study in rats." to text under this section.

Dosage and 

Administration

Revision of text uder the heading "Children-Add-on therapy" to read "Children 25 kg or less should preferably 

start the treatment with levetiracetam 100 mg/ml oral solution"

Warnings and 

Precautions

Inclusion of new text under this section :                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                

Acute kidney injury-The use of levetiracetam has been very rarely associated with acute kidney injury, with a 

time to onset ranging from a few days to several months.

Blood cell counts-Rare cases of decreased blood cell counts (neutropenia, agranulocytosis, leucopenia, 

thrombocytopenia and pancytopenia) have been described in association with levetiracetam administration, 

generally at the beginning of the treatment. Complete blood cell counts are advised in patients experiencing 

important weakness, pyrexia, recurrent infections or coagulation disorders.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                              

Change of text under this section from "allergic" to "allergic-type" under the heading Exciepients.

Interactions

Inclusion of  "Laxatives-There have been isolated reports of decreased levetiracetam efficacy when the osmotic 

laxative macrogol has been concomitantly administered with oral levetiracetam. Therefore, macrogol should 

not be taken orally for one hour before and for one hour after taking levetiracetam." as new text under this 

section :  

Adverse Reactions

Addition of "Renal and urinary disorders- Rare: acute kidney injury" under the headingClinical Trial Data and 

Post Marketing Data. Addition of  "Rare: rhabdomyolysis and blood creatine phosphokinase increased*" under 

the heading Musculoskeletal and connective tissue disorders.                                                                                                                                                                                                                                                                                                      

Inclusion of new text under this section :   "Prevalence is significantly higher in Japanese patients when 

compared to non-Japanese patients. Cases of encephalopathy have been rarely observed after levetiracetam 

administration. These undesirable effects generally occurred at the beginning of the treatment (few days to a 

few months) and were reversible after treatment discontinuation."

Overdosage
Deletion of "After an acute overdose, the stomach may be emptied by induction of emesis." under the heading 

"Treatment" under this section.

20 Kombiglyze Xr
Saxagliptin and 

Metformin HCl 

Warnings and 

Precautions

Bullous Pemphigoid

Postmarketing cases of bullous pemphigoid requiring hospitalization have been reported with DPP 4 inhibitor 

use. In reported cases, patients typically recovered with topical or systemic immunosuppressive treatment and 

discontinuation of the DPP 4 inhibitor. Tell patients to report development of blisters or erosions while receiving 

KOMBIGLYZE XR. If bullous pemphigoid is suspected, KOMBIGLYZE XR should be discontinued and referral 

to a dermatologist should be considered for diagnosis and appropriate treatment.

Feb-17
AstraZen

eca

Keppra 250 mg, 

500 mg, 750 mg 

1000 mg film-

coated tablets, 

100 mg/ml, oral 

solution and 100 

mg/ml, 

concentrate for 

solution for 

infusion

Levetiracetam  250 

mg, 500 mg, 750 mg 

1000 mg,  100 mg/ml,  

and 100 mg/ml, 

19 29-Jun-17 GSK

18

Jakavi  5 mg, 10 

mg, 15 mg and 20 

mg Tablets 

Ruxolitinib 5 mg, 10 

mg, 15 mg and 20 mg 
1-Jul-16 Novartis
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20 Kombiglyze Xr
Saxagliptin and 

Metformin HCl 

Use in specific 

populations

 Pregnancy: Animal Data

Saxagliptin- In embryo-fetal development studies, saxagliptin was administered to pregnant rats and rabbits 

during the period of organogenesis, corresponding to the first trimester of human pregnancy. No adverse 

developmental effects were observed in either speciesexposures 1503- and 152-times the 5 mg clinical dose in 

rats and rabbits, respectively, based on AUC. Saxagliptin crosses the placenta into the fetus following dosing in 

pregnant rats.In a prenatal and postnatal development study, no adverse developmental effects were observed 

in maternal rats administered saxagliptin from gestation day 6 through lactation day 21 at exposures up to 470-

times the 5 mg clinical dose, based on AUC.

Saxagliptin and Metformin

Saxagliptin and metformin coadministered to pregnant rats and rabbits during the period of organogenesis did 

not result in adverse developmental effects considered clinically relevant in either species. Doses tested in rats 

provided exposure up to 100 and 10 times  clinical exposure and doses , tested  in rabbits; provided exposure 

upto  249 and 1 times. Clinical exposure relative to  the clinical dose of ; 5 mg saxagliptin and 2000 mg 

metformin. Minor skeletal abnormalities associated with maternal toxicity were observed in rats. In rabbits, 

coadministration was poorly tolerated in a subset of mothers (12 of 30), resulting in death, moribundity, or 

abortion. However, among surviving mothers with evaluable litters, maternal toxicity was limited to marginal 

reductions in body weight over the course of gestation days 21 to 29;  associated with fetal body weight 

decrements of 7%, and a low incidence of delayed ossification of the fetal hyoid bone.                                                                                                                                                                                                                                                                                                                                             

Lacatation:Human Data

Published clinical lactation studies report that metformin is present in human milk which resulted in infant 

doses approximately 0.11% to 1% of the maternal weight-adjusted dosage and a milk/plasma ratio ranging 

between 0.13 and 1. However, the studies were not designed to definitely establish the risk of use of metformin 

during lactation because of small sample size and limited adverse event data collected in infants.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                              

Animals Data

No studies

Renal Impairment: Metformin hydrochloride

Metformin is substantially excreted by the kidney, and the risk of metformin accumulation and lactic acidosis 

increases with the degree of renal impairment. KOMBIGLYZE XR is contraindicated in severe renal 

impairment, patients with an estimated glomerular filtration rate (eGFR) below 30 mL/min/1.73 m2 

Feb-17
AstraZen

eca
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Clinical Studies

Include of a trial comparing saxagliptin to placebo in 315 patients inadequately controlled on dapagliflozin and 

metformin, a new Indication. Saxagliptin Add on Combination Therapy with Metformin plus an SGLT2 Inhibitor

A total of 315 patients with type 2 diabetes participated in this 24 week randomized, double blind, placebo 

controlled trial to evaluate the efficacy and safety of saxagliptin added to dapagliflozin (an SGLT2 inhibitor) and 

metformin in patients with a baseline of HbA1c ≥7% to ≤10.5%. The mean age of these subjects was 54.6 

years, 1.6% were 75 years or older and 52.7% were female. The population was 87.9% White, 6.3% Black or 

African American, 4.1% Asian, and 1.6% Other race. At baseline the population had diabetes for an average of 

7.7 years and a mean HbA1c of 7.9%. The mean eGFR at baseline was 93.4 mL/min/1.73 m2. Patients were 

required to be on a stable dose of metformin (≥1500 mg per day) for at least 8 weeks prior to enrollment. 

Eligible subjects who completed the screening period entered the lead in treatment period, which included 16 

weeks of open-label metformin and 10 mg dapagliflozin treatment. Following the lead-in period, eligible patients 

were randomized to saxagliptin 5 mg (N=153) or placebo (N =162).

The group treated with add-on saxagliptin had statistically significant greater reductions in HbA1c from baseline 

versus the group treated with placebo 

Multiple Sections Minor administrative changes.

21
Onglyza 2.5 mg or 

5 mg Tablets

Saxagliptin 2.5 mg or 

5 mg 

Warnings and 

precautions

Bullous Pemphigoid

Postmarketing cases of bullous pemphigoid requiring hospitalization have been reported with DPP 4 inhibitor 

use. In reported cases, patients typically recovered with topical or systemic immunosuppressive treatment and 

discontinuation of the DPP 4 inhibitor. Tell patients to report development of blisters or erosions while receiving 

KOMBIGLYZE XR. If bullous pemphigoid is suspected, KOMBIGLYZE XR should be discontinued and referral 

to a dermatologist should be considered for diagnosis and appropriate treatment.

Feb-17
AstraZen

eca

Saxagliptin and 

Metformin HCl 
Kombiglyze Xr20 Feb-17

AstraZen

eca
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21
Onglyza 2.5 mg or 

5 mg Tablets

Saxagliptin 2.5 mg or 

5 mg 

Use In Specific 

Populations

Pregnancy: Animal Data

Saxagliptin- In embryo-fetal development studies, saxagliptin was administered to pregnant rats and rabbits 

during the period of organogenesis, corresponding to the first trimester of human pregnancy. No adverse 

developmental effects were observed in either speciesexposures 1503- and 152-times the 5 mg clinical dose in 

rats and rabbits, respectively, based on AUC. Saxagliptin crosses the placenta into the fetus following dosing in 

pregnant rats.In a prenatal and postnatal development study, no adverse developmental effects were observed 

in maternal rats administered saxagliptin from gestation day 6 through lactation day 21 at exposures up to 470-

times the 5 mg clinical dose, based on AUC.

Saxagliptin and Metformin

Saxagliptin and metformin coadministered to pregnant rats and rabbits during the period of organogenesis did 

not result in adverse developmental effects considered clinically relevant in either species. Doses tested in rats 

provided exposure up to 100 and 10 times  clinical exposure and doses , tested  in rabbits; provided exposure 

upto  249 and 1 times. Clinical exposure relative to  the clinical dose of ; 5 mg saxagliptin and 2000 mg 

metformin. Minor skeletal abnormalities associated with maternal toxicity were observed in rats. In rabbits, 

coadministration was poorly tolerated in a subset of mothers (12 of 30), resulting in death, moribundity, or 

abortion. However, among surviving mothers with evaluable litters, maternal toxicity was limited to marginal 

reductions in body weight over the course of gestation days 21 to 29;  associated with fetal body weight 

decrements of 7%, and a low incidence of delayed ossification of the fetal hyoid bone.                                                                                                                                                                                                                                                                                                                                             

Lacatation:Human Data

Published clinical lactation studies report that metformin is present in human milk which resulted in infant 

doses approximately 0.11% to 1% of the maternal weight-adjusted dosage and a milk/plasma ratio ranging 

between 0.13 and 1. However, the studies were not designed to definitely establish the risk of use of metformin 

during lactation because of small sample size and limited adverse event data collected in infants.                                                                                                                                                                                                                                                                                                                                                                                                                              

Animals Data

No studies

Renal Impairment: Metformin hydrochloride

Metformin is substantially excreted by the kidney, and the risk of metformin accumulation and lactic acidosis 

increases with the degree of renal impairment. KOMBIGLYZE XR is contraindicated in severe renal 

impairment, patients with an estimated glomerular filtration rate (eGFR) below 30 mL/min/1.73 m2 

Feb-17
AstraZen

eca
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Clinical Studies

Inclusion of a trial comparing saxagliptin to placebo in 315 patients inadequately controlled on dapagliflozin and 

metformin, a new Indication. Saxagliptin Add on Combination Therapy with Metformin plus an SGLT2 Inhibitor

A total of 315 patients with type 2 diabetes participated in this 24 week randomized, double blind, placebo 

controlled trial to evaluate the efficacy and safety of saxagliptin added to dapagliflozin (an SGLT2 inhibitor) and 

metformin in patients with a baseline of HbA1c ≥7% to ≤10.5%. The mean age of these subjects was 54.6 

years, 1.6% were 75 years or older and 52.7% were female. The population was 87.9% White, 6.3% Black or 

African American, 4.1% Asian, and 1.6% Other race. At baseline the population had diabetes for an average of 

7.7 years and a mean HbA1c of 7.9%. The mean eGFR at baseline was 93.4 mL/min/1.73 m2. Patients were 

required to be on a stable dose of metformin (≥1500 mg per day) for at least 8 weeks prior to enrollment. 

Eligible subjects who completed the screening period entered the lead in treatment period, which included 16 

weeks of open-label metformin and 10 mg dapagliflozin treatment. Following the lead-in period, eligible patients 

were randomized to saxagliptin 5 mg (N=153) or placebo (N =162).

The group treated with add-on saxagliptin had statistically significant greater reductions in HbA1c from baseline 

versus the group treated with placebo 

Multiple Sections Minor administrative changes.

Warnings and 

Precautions

Addittion 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" to text under this section.

Interractions

Addition of "Although the systemic exposure is expected to be low with topical ophthalmic corticosteriod 

administration, co-treatment with CYP3A inhibitors may increase the risk of systemic corticosteroid-related side 

effects." to text under this section.

23

Tegretol 100 mg, 

200 mg and 400 

mg tablets

200 mg and 400 

mg CR tablets

100 mg chewable 

tablets

100 mg / 5 mL 

oral suspension

125 mg and 250 

mg suppositories

Carbamazepine 100 

mg, 200 mg and 400 

mg tablets

200 mg and 400 mg, 

100 mg,

100 mg / 5 mL,

125 mg and 250 mg 

Warnings and 

Precautions

Inclusion of text "Carbamazepine may be associated with fetal harm when administered to a pregnant woman. 

Tegretol should be used during pregnancy only if the potential benefit justifies the potential risks.Adequate 

counselling should be made available to all pregnant women and women of childbearing potential, regarding 

the risks associated with pregnancy due to potential teratogenic risk to the fetus.  Women of childbearing 

potential should use effective contraception during treatment with carbamazepine and for 2 weeks after the last 

dose." under this section.

1-Dec-17 Novartis 

21 Feb-17
AstraZen

eca

22 19-Jun-18
Pred Forte Sterile 

Eye Suspension

Prednisolone acetate 

10 mg/ml 

Allergan 

Pharmac

euticals 

(pyt) Ltd

Saxagliptin 2.5 mg or 

5 mg 

Onglyza 2.5 mg or 

5 mg Tablets
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23

Tegretol 100 mg, 

200 mg and 400 

mg tablets

200 mg and 400 

mg CR tablets

100 mg chewable 

tablets

100 mg / 5 mL 

oral suspension

125 mg and 250 

mg suppositories

Carbamazepine 100 

mg, 200 mg and 400 

mg tablets

200 mg and 400 mg, 

100 mg,

100 mg / 5 mL,

125 mg and 250 mg 

Pregnancy, 

Lactation, Females 

And Males Of 

Reproductive 

Potential

Text under the heading  Females and males of reproductive potential revised to read "Contraception-Women of 

childbearing potential should use effective contraception during treatment with Tegretol and for 2 weeks after 

the last dose. Due to enzyme induction, Tegretol may result in a failure of the therapeutic effect of oral 

contraceptive drugs containing oestrogen and/or progesterone. Therefore,  women of child bearing potential 

should be advised to use alternative contraceptive methods while on treatment with Tegretol."

1-Dec-17 Novartis 

24

Volibris 2.5-mg, 

5mg and 10 mg 

Film-Coated 

Tablets

Ambrisentan 2.5-mg, 

5mg and 10 mg 
Possible side effects

Deletion of "Rash when taking “Ambrisentan” in combination with tadalafil (another PAH medicine)" from text 

under the heading Very common side effects.                                                                                                          

Addition of "rash" to text under the heading Common side effects.

5-Dec-17 GSK

Before you take Xylal Take special care with Xylal if: if you have epilepsy or you are at risk of convulsions (fits) 

How to take Xylal

If you stop taking Xylal :Rarely pruritus (intense itching) may occur if you stop taking <Tradename>, even if 

those symptoms were not present before treatment initiation. The symptoms may resolve spontaneously. If the 

symptoms are intense please consult your doctor as treatment may need to be restarted. The symptoms 

should resolve when the treatment is restarted.

Possible side effects Addition of "intense itching (pruritus) upon discontinuation" under Other side effects.

Qualitative and 

Quantitative 

Composition

Change of description under this part from "Chewable tablet" to "tablet."

Pharmaceutical Form Change of description under this part from "Chewable tablet" to "tablet."

27 Zinnat Suspension Cefuroxime axetil Indication
Deletion of "in adults and children from 3 months old and above." from the lyme disease indication to read 

"treatment of early Lyme disease and subsequent prevention of late Lyme disease"

21st August 

2017
GSK

25

Zentel 200mg and 

Alben 400mg 

tablets

26 8-Dec-17 GSK

Xylal 5mg tablets
Levocetirizine 

dihydrochloride 5mg
Jan-18 GSK

Albendazole 200mg 

and 400mg 
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27 Zinnat Suspension Cefuroxime axetil
Dosage and 

Administration

Deletion of "When prescription of a fixed dose is preferred, the recommended dose for most infections is 125 

mg twice daily. In children aged two years or older with otitis media or where appropriate, with more severe 

infections, the dose is 250 mg twice daily, to a maximum of 500 mg daily. In children aged 3 months to 12 

years with Lyme disease, the dose is 250 mg twice daily to a maximum of 500 mg daily for 14 days (range of 

10 to 21 days)." from text under the heading  "Children"this section

21st August 

2017
GSK

Indication
Deletion of "in adults and children from 3 months old and above." from the lyme disease indication to read 

"treatment of early Lyme disease and subsequent prevention of late Lyme disease"

Dosage and 

Administration

 Deletion of ", to a maximum of 250 mg daily." , "aged two years or older and , to a maximum of 500 mg daily." 

and"Children aged 3 months to 12 years with and daily, to a maximum of 500mg

mg daily" from a dosing table under the heading "Children" of this section.                                                                                                                                                                                                                                                                                                                                                                                          

Text revised to read "Lyme Disease in children under the age of 12 years" in a dosing table under the children 

section.  Text revised to read " Zinnat tablets should not be crushed or split and are therefore unsuitable for 

treatment of patients, such as younger children, who cannot swallow whole tablets.

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

Update
MAH

Posology and 

method of 

administration

Method of administration-Amoxicillin/clavulanic acid is for oral use. Administer at the start of a meal to 

minimise potential gastrointestinal intolerance.

Special warnings and 

precautions for use

Text under this section modified to read "Antibiotic-associated colitis has been reported with nearly all 

antibacterial agents including amoxicillin and may range in severity from mild to life threatening. Therefore, it is 

important to consider this diagnosis in patients who present with diarrhoea during or subsequent to the 

administration of any antibiotics. Should antibiotic-associated colitis occur, amoxicillin/clavulanic acid should 

immediately be discontinued, a physician be consulted and an appropriate therapy initiated. Antiperistaltic 

medicinal products are contraindicated in this situation."

Pregnancy and 

lactation
Addition of "The possibility of sensitisation should be taken into account."  to text under this section.

Undesirable effects

Addition of the System Organ Classification (SOC)                                                                                                                                                                                                                                                                                                                                                                                                                                                                       

Skin and subcutaneous tissue disorders-

Uncommon: Skin rash, pruritus, urticaria

Rare: Erythema multiforme

Not known: Stevens-Johnson syndrome, toxicepidermal necrolysis, bullous exfoliativedermatitis,acute 

generalised exanthemous pustulosis (AGEP) and drug reaction with eosinophilia and systemic symptoms 

(DRESS)

21st August 

2017

Cefuroxime axetil 

125mg, 250mg or 500 

mg

Safety Updates

28 GSK

1

Amoksiklav 

600mg &1.2g 

Injection 

Amoxicilin/Clavulannic 

acid 600mg &1.2g  
10-Oct-17 Sandoz

Zinnat Tablets 

125mg, 250mg or 

500 mg
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2

Candesartan 

cilexetil 4 mg/8 

mg/16 mg/32 mg 

tablets

Candesartan cilexetil 

4 mg/8 mg/16 mg/32 

mg 

Undesirable effects
Addition of  "Not known: Diarrhoea" as a new undesireable effect under the heading "Gastrointestinal 

disorders" in this section.
6/8/2018 Sandoz

Special warnings and 

precautions for use

Antiandrogen therapy may cause morphological changes in spermatozoa. Although the effect of bicalutamide 

on sperm morphology has not been evaluated and no such changes have been reported for patients who 

received Casodex, patients and/or their partners should follow adequate contraception during and for 130 days 

after Casodex therapy.

Pharmacokinetic 

properties

Revision of the text under the heading "Pre-Clinical Safety Data Relevant to the Prescriber" of this section to 

read:                                                                                                                                                                                                                                                                     

"Full reversal of testicular atrophy was 24 weeks  after a 12-month repeated dose toxicity study in rats, 

although functional reversal was evident in reproduction studies 7weeks after the end of an 11 week dosing 

period."

Contraindications

Addition of "Concomitant use with sacubitril/valsartan,  Extracorporeal treatments leading to contact of blood 

with negatively charged surfaces,  Significant bilateral renal artery stenosis or stenosis of the artery to a single 

functioning kidney"  to text under this section.

Special warnings and 

precautions for use

Addition of "Renovascular hypertension: There is an increased risk of hypotension and renal insufficiency when 

patient with bilateral renal artery stenosis or stenosis of the artery to a single functioning kidney are treated with 

ACE inhibitors. Treatment with diuretics may be a contributory factor. Loss of renal function may occur with 

only minor changes in serum creatinine even in patients with unilateral renal artery stenosis."   to text under 

this section.                                                                                                                                                                                                                                                                                                                                                                                                                                                                           

Addiotion of "The combination of perindopril with sacubitril/valsartan is contraindicated due to the increased 

risk of angioedema . Sacubitril/valsartan must not be initiated until 36 hours after taking the last dose of 

perindopril therapy. If treatment with sacubitril/valsartan is stopped, perindopril therapy must not be initiated 

until 36 hours after the last dose of sacubitril/valsartan. Concomitant use of other NEP inhibitors (e.g. 

racecadotril) and ACE inhibitors may also increase the risk of angioedema. Hence, a careful benefit-risk 

assessment is needed before initiating treatment with NEP inhibitors (e.g. racecadotril) in patients on 

perindopril. Concomitant use of mTOR inhibitors (e.g. sirolimus, everolimus, temsirolimus): Patients taking 

concomitant mTOR inhibitors (e.g. sirolimus, everolimus, temsirolimus) therapy may be at increased risk for 

angioedema (e.g. swelling of the airways or tongue, with or without respiratory impairment) ."  to text under this 

section.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                  

Addition of "co-trimoxazole also known as trimethoprim/sulfamethoxazole)." as an example of drugs associated 

with increases in serum potassium under Hyperkalaemia  to text under this section.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                             

Addition  of "Primary aldosteronism Patients with primary hyperaldosteronism generally will not respond to anti-

hypertensive drugs acting through inhibition of the renin-angiotensin system. Therefore, the use of this product 

is not recommended." to text under this section.

4

Coversyl 5 mg and 

10 mg film-coated 

tablets

Perindopril arginine 5 

mg and 10 mg 
5-Feb-18

Les 

Laboratoi

res 

Servier

Mar-18.
AstraZen

eca
Bicalutamide 150 mg 

Casodex 150 mg 

tablets
3
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No. Name of Drug Active Ingredient Updated Section Update
Date of 

Update
MAH

Interaction with other 

medicinal products 

and other forms of 

interaction

Addition of "Extracorporeal treatments: Extracorporeal treatments leading to contact of blood with negatively 

charged surfaces such as dialysis or haemofiltration with certain high-flux membranes (e.g. polyacrylonitril 

membranes) and low density lipoprotein apheresis with dextran sulphate due to increased risk of severe 

anaphylactoid reactions. If such treatment is required, consideration should be given to using a different type of 

dialysis membrane or a different class of antihypertensive agent."    to text under this section.                                                                                                                                                                                                                                                                               

Addition of "Sacubitril/Valsartan: The concomitant use of perindopril with sacubitril/valsartan is contra-indicated 

as the concomitant inhibition of neprilysin and ACE may increase the risk of angioedema. Sacubitril/valsartan 

must not be started until 36 hours after taking the last dose of perindopril therapy. Perindopril therapy must not 

be started until 36 hours after the last dose of sacubitril/valsartan." to text under this section.                                                                                                                                                                                                                                                                                                                                                                                                                                                                    

Addition of "Co-trimoxazole (trimethoprim/sulfamethoxazole) Patients taking concomitant co-

trimoxazole(trimethoprim/sulfamethoxazole) may be at increased risk for hyperkalaemia ." Addition of  

"Racecadotril ACE inhibitors (e.g. perindopril) are known to cause angioedema. This risk may be elevated 

when used concomitantly with racecadotril (a drug used against acute diarrhea) mTOR inhibitors (e.g. 

sirolimus, everolimus, temsirolimus) Patients taking concomitant mTOR inhibitors therapy may be at increased 

risk for angioedema ." to text under this section.

Undesirable effects

Addition of "Psoriasis aggravation as Rare" under the heading "Skin and Subcutaneous Tissue Disorders" of 

this section.                                                                                                                                                                                                                         

Addition of  "Cases of SIADH have been reported with other ACE inhibitors. SIADH can be considered as a 

very rare but possible complication associated with ACE inhibitor therapy including perindopril." to text under 

this section.

Special precautions 

for storage
Revision of text to read "Keep the container tightly closed in order to protect from moisture. Store below 30°C."

5

Colestop 10 mg 

and 20 mg film-

coated tablets

Atorvastatin 10 mg 

and 20 mg

Special warnings and 

precautions for use

Text under the Skeletal muscle effects heading modified to read : "There have been very rare reports of an 

immune-mediated necrotising myopathy (IMNM) during or after treatment with some statins. IMNM is clinically 

characterised by persistent proximal muscle weakness and elevated serum creatine kinase, which persist 

despite discontinuation of statin treatment.                                                                                                                                                                                                                              

Extension of text under the heading Concomitant treatment with other medicinal products to read: "Atorvastatin 

must not be co-administered with systemic formulations of fusidic acid or within 7 days of stopping fusidic acid 

treatment. In patients where the use of systemic fusidic acid is considered essential, statin treatment should be 

discontinued throughout the duration of fusidic acid treatment. There have been reports of rhabdomyolysis 

(including some fatalities) in patients receiving fusidic acid and statins in combination. The patient should be 

advised to seek medical advice immediately if they experience any symptoms of muscle weakness, pain or 

tenderness. Statin therapy may be re-introduced seven days after the last dose of fusidic acid. In exceptional 

circumstances, where prolonged systemic fusidic acid is needed, e.g., for the treatment of severe infections, 

the need for co-administration of atorvastatin and fusidic acid should only be considered on a case by case 

basis and under close medical supervision."                                                                                                                                                                                                                                                                                                                                                                                    

Extention of text under the heading Paediatric population to read- No clinically significant effect on growth and 

sexual maturation was observed in a 3-year study based on the assessment of overall maturation and 

development, assessment of Tanner Stage, and measurement of height and weight"

30-Nov-17 Sandoz

4

Coversyl 5 mg and 

10 mg film-coated 

tablets

Perindopril arginine 5 

mg and 10 mg 
5-Feb-18

Les 

Laboratoi

res 

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

Update
MAH

Interaction with other 

medicinal products 

and other

forms of interaction

Modification of text under Colestipol to read: "Plasma concentrations of atorvastatin and its active metabolites 

were lower (ratio of atorvastatin concentration: 0.74) when colestipol was co-administered with atorvastatin. 

However, lipid effects were greater when atorvastatin and colestipol were coadministered than when either 

medicinal product was given alone."                                                                                                                                                                                                                                                            

Extension of text under Fusidic acid to read :" The risk of myopathy including rhabdomyolysis may be 

increased by the concomitant administration of systemic fusidic acid with statins. The mechanism of this 

interaction (whether it is pharmacodynamic or pharmacokinetic, or both) is yet unknown. There have been 

reports of rhabdomyolysis (including some fatalities) in patients receiving this combination. If treatment with 

systemic fusidic acid is necessary,  Atorvastatin treatment should be discontinued throughout the duration of 

the fusidic acid treatment."                                                                                                                                                                                                       

Inclusion of a dosage regime "Colestipol 10 g BID, 28 weeks, in a table showing the effect of co-administered 

medicinal products on the pharmacokinetics of atorvastatin" under  the heading drug interractions of this 

section..

Undesirable effects

Extension of text under Paediatric population to read "Paediatric patients aged from 10 to 17 years of age 

treated with atorvastatin had an adverse experience profile generally similar to that of patients treated with 

placebo, the most common adverse experiences observed in both groups, regardless of causality assessment, 

were infections. No clinically significant effect on growth and sexual maturation was observed in a 3-year study 

based on the assessment of overall maturation and development, assessment of Tanner Stage, and 

measurement of height and weight. The safety and tolerability profile in paediatric patients was similar to the 

known safety profile of atorvastatin in adult patients. The clinical safety database includes safety data for 520 

paediatric patients who received atorvastatin, among which 7 patients were <6 years old, 121 patients were in 

the age range of 6 to 9, and 392 patients were in the age range of 10 to 17.  Based on the data available, the 

frequency, type and severity of adverse reactions in children is similar to adults."                                                                                                                                                                                                                                                                                                                    

Deletion of "Nervous system disorders Common: Headache ,Gastrointestinal disorders Common: Abdominal 

pain, Investigations Common: Alanine aminotransferase increased, blood creatine phosphokinase increased 

and there is currently limited experience with respect to long-term safety in the paediatric population."   under 

this section.

Qualitative and 

Quantitative 

Composition

Addition of "For one film-coated tablet." and correction of "flavonoic" to "flavonoid" under this secction.

Special warnings and 

precautions for use
Addition of "Acute hemorrhoidal attack:" as a heading under this part.

Interaction with other 

medicinal products 

and other forms of 

interaction

Deletion of the text "to date." and replacement with "since the marketing of the product." under this part.

Fertility, pregnancy 

and breastfeeding

Deletion of previous text under pregnancy and replacement with "Experimental studies performed in animals 

have not revealed any teratogenic effect. Moreover, no harmful effects have been reported to date in humans."

Effects on ability to 

drive and use 

machines

No specific studies on the effects of flavonoid fraction on the ability to drive and use machines have been 

performed. However, on the basis of the overall safety profile of flavonoid fraction, DAFLON has nor or 

negligible influence on these abilities.

Colestop 10 mg 

and 20 mg film-

coated tablets

Atorvastatin 10 mg 

and 20 mg
5 30-Nov-17 Sandoz

Daflon 500mg 

tablet

Micronised purified 

flavonoid fraction 

500mg 

6 Jul-16

Les 

Laborator

ies 

Servier
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Undesirable effects

Addition of "Reporting of side effects-If you experience any undesirable effect, consult your doctor or 

pharmacist. This includes any possible side effects not listed in this leaflet. You can also declare the 

undesirable effects directly via the national declaration system. By reporting side effects, you can help provide 

more information on the safety of this medicine." to text under this section.

Pharmacodynamic 

properties

Addition of "Pharmacotherapeutic group: VASCULOPROTECTIVE / CAPILLARY STABILIZING AGENTS / 

BIOFLAVONOIDS (C05CA53: cardiovascular system)" to text under this section.

Preclinical safety 

data

Non-clinical data from conventional studies of repeated toxicity administration, genotoxicity and reproductive 

function toxicity studies do not show any specific risk for humans.

List of excipients Addition of "Film-coating" as a heading

Nature and contents 

of outer packaging

Modification of  " 10, 30 or 60 tablets in blister packs (PVC-Aluminium) " to "15 or 30 tablets in blister packs 

(PVC-Aluminium)."

Therapeutic 

indications

Adult Patients

EDURANT, in combination with other antiretroviral medicinal products, is indicated for the treatment of human 

immunodeficiency virus type 1 (HIV-1) infection in antiretroviral treatment-naïve adult patients.This indication is 

based on safety and efficacy analyses through 96 weeks from 2 randomised, double-blind, controlled, phase III 

trials in treatment-naïve adult patients.

Pediatric Patients (12 to less than 18 years of age)

EDURANT, in combination with other antiretroviral medicinal products, is indicated for the treatment of human 

immunodeficiency virus type 1 (HIV-1) infection in antiretroviral treatment-naïve pediatric patients 12 to less 

than 18 years of age with a viral load of ≤100000 HIV-1 RNA copies/mL. This indication is based on safety and 

efficacy analyses through 48 weeks from a single arm, open-label, Phase II trial in treatment-naïve pediatric 

patients 12 to less than 18 years of age.

Posology and 

method of 

administration

Pregnancy and Postpartum

The recommended dose of EDURANT in pregnant patients is one 25 mg tablet once daily taken orally with a 

meal. Lower exposures of rilpivirine were observed during pregnancy, therefore viral load should be monitored 

closely.

Interaction with other 

medicinal products 

and other forms of 

interaction

Replacement of Telaprevir-Rilpivirine Interaction table with Simeprevir-Rilpivirine interaction table

Rilpivirine 25 mg 
Edurant 25 mg 

film-coated tablets
7

6
Daflon 500mg 

tablet

Micronised purified 

flavonoid fraction 

500mg 

Jul-16

Les 

Laborator

ies 

Servier

JanssenFeb-17
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Fertility, pregnancy 

and lactation

Addition of new information  under the heading Pregnancy, to read:"To monitor maternal-fetal outcomes of 

pregnant women, an Antiretroviral Pregnancy Registry has been established (http://www.apregistry.com). This 

is a voluntary prospective, exposure-registration, observational study designed to collect and evaluate data on 

the outcomes of pregnancy exposures to antiretroviral products. For rilpivirine, sufficient first trimester 

exposures are available to allow detection of at least a two-fold increase in risk of overall birth defects. No such 

increases have been detected to date. Rilpivirine in combination with a background regimen was evaluated in a 

clinical trial of 19 pregnant women during the second and third trimesters, and postpartum. The 

pharmacokinetic data demonstrate that total exposure (AUC) to rilpivirine as a part of an antiretroviral regimen 

was approximately 30% lower during pregnancy compared with postpartum (6-12 weeks). Virologic response 

was preserved throughout the trial period. No mother to child transmission occurred in all 10 infants born to the 

mothers who completed the trial and for whom the HIV status was available. Rilpivirine was well tolerated 

during pregnancy and postpartum. There were no new safety findings compared with the known safety profile 

of rilpivirine in HIV-1 infected adults ."

Undesirable effects Sectional headings removed.

Pharmacodynamic 

properties

Title updated from "Effects on electrocardiogram" to "Effects on QT/QTc interval and cardiac electrophysiology"

Addition of a new section under this part: Pregnancy- Rilpivirine in combination with a background regimen was 

evaluated in a clinical trial of 19 pregnant women during the second and third trimesters, and postpartum. The 

pharmacokinetic data demonstrate that total exposure (AUC) to rilpivirine as a part of an antiretroviral regimen 

was approximately 30% lower during pregnancy compared with postpartum (6-12 weeks). Virologic response 

was preserved throughout the trial period. No mother to child transmission occurred in all 10 infants born to the 

mothers who completed the trial and for whom the HIV status was available. Rilpivirine was well tolerated 

during pregnancy and postpartum. There were no new safety findings compared with the known safety profile 

of rilpivirine in HIV-1 infected adults.

Pharmacokinetic 

properties

Addition of a new section under this part: Pregnancy and Postpartum -The exposure to total rilpivirine after 

intake of rilpivirine 25 mg once daily as part of an antiretroviral regimen was lower during pregnancy (similar for 

the 2nd and 3rd trimester) compared with postpartum (see Table 9). The decrease in unbound (i.e., active) 

rilpivirine pharmacokinetic parameters during pregnancy compared to postpartum was less pronounced than 

for total rilpivirine. In women receiving rilpivirine 25 mg once daily during the 2nd trimester of pregnancy, mean 

intra-individual values for total rilpivirine Cmax, AUC24h and Cmin values were, respectively, 21%, 29% and 

35% lower as compared to postpartum; during the 3rd trimester of pregnancy, Cmax, AUC24h and Cmin 

values were, respectively, 20%, 31% and 42% lower as compared to postpartum. (table added)

8

Glucophage SR 

500mg and SR 

750 mg prolonged 

release tablet

Metformin 

hydrochloride SR 

500mg  and 750mg 

Posology and 

method of 

administration

Inclusion of title "Adults with normal renal function (GFR≥ 90 mL/min)".                                                                                                                                                                                                                                                                                                                                                                                  

Revision of text under Combination with insulin:Renal impairment, to read: "A GFR should be assessed before 

initiation of treatment with metformin containing products and at least annually thereafter. In patients at an 

increased risk of further progression of renal impairment and in the elderly, renal function should be assessed 

more frequently, e.g. every 3-6 months. (Addition of a table)".   

12/1/2016 MSD

JanssenFeb-17Rilpivirine 25 mg 
Edurant 25 mg 

film-coated tablets
7
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Contraindications
Revision of text under this sectiion to read  "Any type of acute metabolic acidosis (such as lactic acidosis, 

diabetic ketoacidosis ,Diabetic pre-coma,  Severe renal failure  (GFR <30 mL/min)."

Special warnings and 

special precautions 

for use

Revision of texts under the following headings to read :                                                                                                                                                                                                                                                                                                                                                                                                                                                 

Lactic acidosis:Lactic acidosis,a very rare, but seriousmetabolic complication, most often occurs at acute 

worsening of renal function or cardiorespiratory illness or sepsis.Metformin accumulation occurs at acute 

worsening of renal function and increases the risk of lactic acidosis.  In case of dehydration (severe diarrhoea 

or vomiting, fever or reduced fluid intake), metformin should be temporarily discontinued and contact with a 

health care professional is recommended. Medicinal products that can acutely impair renal function (such as 

antihypertensives, diuretics and NSAIDs) should be initiated with caution in metformin-treated patients. Other 

risk factors for lactic acidosis are excessive alcohol intake, hepatic insufficiency, inadequately controlled 

diabetes, ketosis, prolonged fasting and any conditions associated with hypoxia, as well as concomitant use of 

medicinal products that may cause lactic acidosis. Patients and/or care-givers should be informed of the risk of 

lactic acidosis. Lactic acidosis is characterised by acidotic dyspnoea, abdominal pain, muscle cramps, 

asthenia and hypothermia followed by coma. In case of suspected symptoms, the patient should stop taking 

metformin and seek immediate medical attention. Diagnostic laboratory findings are decreased blood pH (< 

7.35), increased plasma lactate levels (>5 mmol/L) and an increased anion gap and lactate/pyruvate ratio.                                                                                                                                                                                                                                                                                                                                                                                          

Renal function: GFR should be assessed before treatment initiation and regularly thereafter. Metformin is 

contraindicated in patients with GFR<30 mL/min and should be temporarily discontinued in the presence of 

conditions that alter renal function.                                                                                                                                                                                                                                                                                                                                                                                                                                               

Administration of iodinated contrast agents: Intravascular administration of iodinated contrast agents may lead 

to contrast induced nephropathy, resulting in metformin accumulation and an increased risk of lactic acidosis. 

Metformin should be discontinued prior to or at the time of the imaging procedure and not restarted until at 

least 48 hours after, provided that renal function has been re-evaluated and found to be stable,                                                                                                                                                                                                                                                                                                                                                                                                                                                                                       

Surgery: Metformin must be discontinued at the time of elective surgery under general, spinal or  epidural 

anaesthesia. Therapy may be restarted no earlier than 48 hours following surgery or resumption of oral 

nutrition and provided that renal function has been evaluated and found to be stable.

Interaction with other 

medicinal products 

and other forms of 

interaction

Revision of texts under the following headings to read  -                                                                                                                                                                                                                                                                                                                                                                                                                 

Alcohol:Alcohol intoxication is associated with an increased risk of lactic acidosis , particularly in case of  

fasting, malnutrition, or  hepatic impairment.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                         

Iodinated contrast agents: Metformin must be discontinued prior to or at the time of the imaging procedure and 

not restarted until at least 48 hours after, provided that renal function has been re-evaluated and found to be 

stable.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                             

Combinations requiring precautions for use: Some medicinal products can adversely affect renal function which 

may increase the risk of lactic acidosis, e.g. NSAIDs, including selective cyclo-oxygenase (COX) II inhibitors, 

ACE inhibitors, angiotensin II receptor antagonists and diuretics, especially loop diuretics. When starting or 

using such products in combination with metformin, close monitoring of renal function is necessary.    

8

Glucophage SR 

500mg and SR 

750 mg prolonged 

release tablet

Metformin 

hydrochloride SR 

500mg  and 750mg  

prolonged release 

tablet 

12/1/2016 MSD
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Posology and 

method of 

administration

Addition of "Marcaine without adrenaline" to the heading of a dosing schedule. Inclusion of a new dosage 

schedule titled " Dosage recommendation for adults – Marcaine with adrenaline" with the following remarks:

1) Dose includes test dose.

2) The dose for a major nerve block must be adjusted according to site of administration and patient status.

Interscalene and supraclavicular brachial plexus blocks may be associated with a higher frequency of serious 

adverse reactions, regardless of the local anaesthetic used (see also section Special warnings and precautions 

for use).

3) Marcaine with adrenaline

Special warnings and 

precautions for use

Deletion of "Children should be given doses commensurate with their age and weight." and "pre-loading the 

circulation with crystalloidal or colloidal solutions." Reconstruction of a sentence to read :The risk of such 

effects can be reduced, e.g., by injecting a vasopressor."

Pharmacokinetic 

properties

Addition of "In adults, adrenaline decreases peak plasma concentrations by up to 50% in brachial plexus block 

and by 5-25% in epidural block." to text under this section.

Special precautions 

for storage

Change of storage temperature of Marcaine with adrenaline from "Do not store above 15°C" to "Do not store 

above  25°C"

Special warnings and 

precautions for use

Proton pump inhibitors are associated with very infrequent cases of SCLE. If lesions occur, especially in sun-

exposed areas of the skin, and if accompanied by arthralgia, the patient should seek medical help promptly 

and the health care professional should consider stopping Nexium. SCLE after previous treatment with a 

proton pump inhibitor may increase the risk of SCLE with other proton pump inhibitors.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                          

Addition of "If CgA and gastrin levels have not returned to reference range after initial measurement, 

measurements should be repeated 14 days after cessation of proton pump inhibitor treatment." under this 

section

Effects on ability to 

drive and use 

machines

Esomeprazole has minor influence on the ability to drive and use machines. Adverse reactions such as 

dizziness (uncommon) and blurred vision (rare) has been reported.  If affected patients should not drive or use 

machines.

Undesirable effects

Headache, abdominal pain, diarrhoea and nausea are among those adverse reactions that have been most 

commonly reported in clinical trials (and also from postmarketing use). In addition, the safety profile is similar 

for different formulations, treatment indications, age groups and patient populations. No dose-related adverse 

reactions have been identified.                                                                                                                                                                                                                                                         

Gastrointestinal disorders- Common: Addition of "fundic gland polyps (benign)"                                                                                                                                                                                                                                                                                                                                                               

Addition of "Not known: Subacute cutaneous lupus erythermatosus" under the heading Skin and subcutaneous 

tissue disorders of this section.

Jun-17
AstraZen

aca

bupivacaine 

hydrochloride

Marcaine 0.5% 

and

Marcaine 

adrenaline 0.5%

9 Dec-16
AstraZen

aca

Nexium tablets 20 

mg and 40 mg

Esomeprazole 20 mg 

and 40 mg
10
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10
Nexium tablets 20 

mg and 40 mg

Esomeprazole 20 mg 

and 40 mg

Pharmacodynamic 

properties

Revision of text under "Other effects related to acid inhibition" to read :"During treatment with antisecretory 

medicinal products, serum gastrin increases in response to the decreased acid secretion. Also CgA increases 

due to decreased gastric acidity. The increased CgA level may interfere with investigations for neuroendocrine 

tumours. Available published evidence suggests that proton pump inhibitors should be discontinued between 5 

days and 2 weeks prior to CgA measurements. This is to allow CgA levels that might be spuriously elevated 

following PPI treatment to return to reference range.

Jun-17
AstraZen

aca

Pharmacokinetics

Pharmacokinetics in special patient populations

Patients with renal impairment: A clinical trial evaluated 50 CHC patients with either moderate (creatinine 

clearance 30 to 50 ml/min) or severe (creatinine clearance less than 30 ml/min) renal impairment or with end-

stage renal disease (ESRD) requiring chronic hemodialysis (HD). Patients with moderate renal impairment 

receiving Pegasys 180 µg once weekly exhibited similar peginterferon alfa 2a plasma exposures to patients 

with normal renal function. Patients with severe renal impairment receiving Pegasys 180 µg once weekly 

showed a 60% higher peginterferon alfa 2a exposure than patients with normal renal function; therefore a 

reduced dose of Pegasys 135 µg once weekly is recommended in patients with severe renal impairment. In 18 

patients with ESRD requiring chronic HD, administration of Pegasys 135 µg once weekly resulted in 34% lower 

peginterferon alfa 2a exposure than in patients with normal renal function. Despite the lower plasma 

peginterferon alfa 2a exposure, patients with ESRD experienced a higher frequency of serious adverse events 

than all other groups in the study, probably due to the severity and complexity of comorbidities in this patient 

population.

Dosage and 

administration

 Revision of text under the heading  "Prior non-responder patients" to read : " Discontinuation of treatment 

should be considered in prior non-responders who do not respond within 12 weeks to Pegasys/ribavirin 

combination therapy. In non-responders patients retreated for 48 (genotype 2 and 3) 72 weeks (genotype 1 and 

4) in the clinical study, viral suppression at week 12 (undetectable HCV RNA, defined as <50 IU/ml) has been 

shown to be predictive for sustained virological response. The negative predictive value of viral suppression at 

week 12 with 48 and 72 weeks of treatment was 96% (363/380) and 96% (324/339), respectively.The positive 

predictive value waswith 48 and 72 weeks of treatment was 35% (20/57) and 57% (57/100), respectively."                                                                                                                                                                              

Addition of "Discontinuation of treatment-Discontinuation of treatment is recommended if at least a 2 log10 

reduction from baseline or the result “HCV RNA undetectable” has not been achieved by 12 weeks of therapy 

(see Predictability of response). Therapy should also be discontinued if patients have not achieved the result 

“HCV RNA undetectable” by week 24 " to text under this section.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                           

Addition of  text under Special dosage instructions to read "Dose adjustment is not required in adult patients 

with mild to moderate renal impairment. A reduced dose of 135 µg Pegasys once weekly is recommended in 

adult patients with severe renal impairment. In adult patients with end-stage renal disease, a starting dose of 

135 µg once weekly should be used "

Contraindications
Addition of  "Owing to the use of ribavirin, Pegasys/ribavirin combination therapy must not be administered to 

pregnant women" to text under this section. 

Warnings and 

precautions

Revision of text under the heading " Psychiatric symptoms and central nervous system (CNS)"  to read 

:"Caution is therefore required when using Pegasys in patients with a history of depression. Physicians should 

monitor all patients for signs of depression."

Pregnancy and 

lactation

Addition of "Ribavirin therapy must not be initiated until a negative pregnancy test has been obtained 

immediately prior to initiation of therapy." to text under this section.

May-17 Roche

Recombinant 

peginterferon alfa 2a 

180mcg/0.5ml & 

180mcg/1ml  

Pegasys 

180mcg/0.5ml & 

180mcg/1ml  

Injection

11
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12 Plavix 75mg Clopidogrel 75mg Undesirable effects

Nervous system disorders:Taste disturbances.    Blood and the lymphatic system disorders:Uncommon- 

Thrombocytopenia,leucopenia, eosinophilia. Rare:Neutropenia, including severe neutropenia. Very rare, not 

known*:Thrombotic thrombocytopenic purpura (TTP), aplastic anaemia, pancytopenia, agranulocytosis, severe 

thrombocytopenia, acquired haemophilia A, granulocytopenia, anaemia.

Dec-16 Sanofi

Warnings and 

Precautions

Addittion 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" to text under this section.

Interractions

Addition of "Although the systemic exposure is expected to be low with topical ophthalmic corticosteriod 

administration, co-treatment with CYP3A inhibitors may increase the risk of systemic corticosteroid-related side 

effects." to text under this section.

Undesirable effects

 Deletion of "Skin and subcutaneous tissue disorders- Very Common: Rash (rash erythematous, rash 

generalized, rash macular, rash papular, rash pruritic)" under the heading "Experience from a Clinical Study 

with Ambrisentan Used in Combination with Tadalafil" of this section.

Non Clinical 

Information

Addition of "In juvenile rats administered ambrisentan orally once daily during postnatal day 7 to 26, 36, or 62, 

a decrease in brain weight (−3% to −8%) with no morphologic or neurobehavioral changes occurred after 

breathing sounds, apnea and hypoxia were observed, at exposures approximately 1.8 to 7.0 times human 

pediatric exposures at 10 mg (age 9 to 15 years), based on AUC. The clinical relevance of this finding to the 

pediatric population is not fully understood; however, the hypoxia was associated with a mechanically induced 

apnea, which may be considered a potential risk only for young children (0 to 3 years) since the human 

oropharynx repositions with age." to text under this section.

Warnings and 

Precautions

Risk of seizure aggravation: Caution should be taken in patients with epilepsy and patients at risk of convulsion 

as levocetirizine may cause seizure aggravation.

Allergy skin tests:Response to allergy skin tests are inhibited by antihistamines and a wash-out period (of 3 

days) is required before performing them.

Withdrawal syndrome: Pruritus may occur when levocetirizine is stopped even if those symptoms were not 

present before treatment initiation. The symptoms may resolve spontaneously. In some

cases, the symptoms may be intense and may require treatment to be restarted. The symptoms should resolve 

when the treatment is restarted.

Adverse Reactions Addition of heading"Adults and adolescents above 12 years of age" under Clinical trials under  this part

Post Marketing Data

Addition of "Skin reactions occuring after discontinuation of levocetirizine After levocetirizine discontinuation, 

pruritus has been reported (see Section Warnings and Precautions)."  Deletion of "In addition to the adverse 

reactions reported during clinical studies and listedabove, very rare cases of the following adverse drug 

reactions have been reported in post-marketing experience." under this section

Elimination, Addition of "The half-life is shorter in small children."

1/1/2018 GSK

Volibris 2.5-mg, 

5mg and 10 mg 

Film-Coated 

Tablets

Ambrisentan 2.5-mg, 

5mg and 10mg 
14

19-Jun-18

Allergan 

Pharmac

euticals 

(pyt) Ltd

Dec-17 GSK

Xylal 5mg tablets
Levocetirizine 

dihydrochloride 5mg 
15

Pred Forte Sterile 

Eye Suspension

Prednisolone acetate 

10 mg/ml 
13
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15 Xylal 5mg tablets
Levocetirizine 

dihydrochloride 5mg 
Clinical Studies

Addition of new text "Paediatric population The paediatric safety and efficacy of levocetirizine tablets has been 

studied in two placebo controlled clinical trials including patients aged 6 to 12 years and suffering from 

seasonal and perennial allergic rhinitis, respectively. In both trials, levocetirizine significantly improved 

symptoms and increased health-related quality of life."  Deletion of "The paediatric safety and efficacy of 

levocetirizine tablets has been studied in two placebo controlled clinical trials including patients aged 6 to 12 

years and suffering from seasonal and perennial allergic rhinitis, respectively. In both trials, levocetirizine 

significantly improved symptoms and increased health-related quality of life."  under this section.

1/1/2018 GSK

Contraindications

Incusion of "anaphylactic/anaphylactoid reactions or" in the sentence below to read: History of 

anaphylactic/anaphylactoid reactions or angioedema associated with previous

ACE inhibitor therapy.

Special warnings and 

precautions for use

Hypersensitivity/Angioedema: Some drugs if given concomitantly with ACE inhibitors may increase the risk of 

angioedema

Interactions

Drugs that may increase the risk of angioedema-Concomitant treatment of ACE inhibitors with mammalian 

target of rapamycin (mTOR) inhibitors (e.g. temsirolimus, sirolimus, everolimus) or neutral endopeptidase 

(NEP) inhibitors (e.g. racecadotril) or tissue plasminogen activator may increase the risk of angioedema.                                                                                                                                                                 

Deletion of "Tissue Plasminogen Activators- Concomitant treatment with tissue plasminogen activators may 

increase the risk of angioedema" as a sub-heading along with the text underneath .

Undesirable effects Addition of " Immune system disorders: not known: anaphylactic/anaphylactoid reaction" under this section.

Nov-17
AstraZen

eca

Zestril 5 mg, 10mg 

or 20mg

lisinopril dihydrate 5 

mg, 10mg or 20mg
16
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