
No. Name of Drug
Active 

Ingredient(s)
Section Updated Updates

Date of 

Update
MAH

Contraindications
Addition of text to include Apalutamide in table 2

Interactions

Modification of text under other medicines  to read " Anti-cancer agents- e.g. abemaciclib, apalutamide, dasatinib, encorafenib, 

ibrutinib, ivosidenib, neratinib, nilotinib, venetoclax, vincristine, vinblastine:  May have their serum concentrations increased 

when co-administered with ALUVIA resulting in the potential for increased adverse events, some which may be serious.”                                                                                                                                                                                                                                                                                 

Modification of text under other medicines  to read "Coadministration of venetoclax or ibrutinib with lopinavir/ritonavir could 

increase venetoclax or ibrutinib exposure potentially resulting in a serious risk of tumor lysis syndrome."                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                               

Modification of text under other medicines  to read "May have their serum concentrations increased when co-administered 

with lopinavir/ritonavir resulting in the potential for increased adverse events, some of which may be serious."                                                                                                                                                                                                                                                                                                                   

Addition of text under other medicines  to read "Coadministration of encorafenib or ivosidenib with lopinavir/ritonavir could 

increase encorafenib or ivosidenib exposure potentially increasing the risk of serious adverse events such as QT interval 

prolongation"                                                                                                                                                                                                                                                                                                                                                                                                 

Modification of text under other medicines  to read  "For venetoclax, encorafenib, ibrutinib, ivosidenib, nilotinib and dasatinib 

refer to their prescribing information for dosing instructions."                                                                                                                                                                                                                                                                                       

Inclusion of text to read "Coadministration of apalutamide is contraindicated with ALUVIA since apalutamide may decrease 

exposure of ALUVIA with potential loss of virologic response. In addition, co-administration of apalutamide and ALUVIA may 

lead to increased exposure of apalutamide resulting in increased potential for adverse events including seizure."                                                                                                                                                                                                                                                                                                                                                                                                                                      

Addition  of text to read "GnRH Receptor Antagonists;                                                                                                                             

Elagolix: Coadministration of elagolix with ALUVIA could increase elagolix exposure through inhibition of OATP, CYP 3A, and P-

gp. Known serious adverse events for elagolix include suicidal ideation and hepatic transaminase elevations. In addition, 

elagolix is a weak/moderate inducer of CYP3A, which may decrease exposure of ALUVIA. Refer to the elagolix prescribing 

information for dosing information with strong CYP-3A4 inhibitors."

Addition  of text to read "Kinase Inhibitors (also see anticancer agents above)

Fostamatinib:  Coadministration of fostamatinib with ALUVIA could increase fostamatinib metabolite R406 exposure resulting 

in dose-related adverse events such as hepatotoxicity and neutropenia."

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

variations are being shared with healthcare professionals and patients.

Safety Updates

Lopinavir 

/Ritonavir.
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 Posology and method of 

administration

Addition of text to read" Elderly people-The same dose as in adult patients is used for older people. Since elderly people can be 

patients with ongoing proarrhythmic conditions a particular caution is recommended due to the risk of developing cardiac 

arrhythmia and torsades de pointes (see section 4.4).

Contraindications Hypersensitivity to the active substance, erythromycin, any macrolide, ketolide antibiotic, soya lecithin or to any of the 

excipients listed in section 6.1.

Special warnings and 

precautions for use

Addition of text to read" Hypersensitivity

As with erythromycin and other macrolides, rare serious allergic reactions including angioneurotic oedema and anaphylaxis 

(rarely fatal), dermatologic reactions including acute generalised exanthematous pustulosis (AGEP), Stevens Johnson syndrome 

(SJS), toxic epidermal necrolysis (TEN) (rarely fatal) and drug reaction with eosinophilia and systemic symptoms (DRESS) have 

been reported. Some of these reactions with azithromycin have resulted in recurrent symptoms and required a longer period of 

observation and treatment.

If an allergic reaction occurs, the medicinal product should be discontinued and appropriate therapy should be instituted. 

Physicians should be aware that reappearance of the allergic symptoms may occur when symptomatic therapy is discontinued.

Since liver is the principal route of elimination for azithromycin, the use of azithromycin should be undertaken with caution in 

patients with significant hepatic disease. Cases of fulminant hepatitis potentially leading to life-threatening liver failure have 

been reported with azithromycin (see section 4.8). Some patients may have had pre-existing hepatic disease or may have been 

taking other hepatotoxic medicinal products.

In case of signs and symptoms of liver dysfunction, such as rapid developing asthenia associated with jaundice, dark urine, 

bleeding tendency or hepatic encephalopathy, liver function tests / investigations should be performed immediately. 

Azithromycin administration should be stopped if liver dysfunction has emerged.

In patients receiving ergotamine derivatives, ergotism has been precipitated by coadministration of some macrolide antibiotics. 

There are no data concerning the possibility of an interaction between ergotamine derivatives and azithromycin. However, 

because of the theoretical possibility of ergotism, azithromycin and ergot derivatives should not be co-administered (see 

section 4.5).

16-Jul-19 SandozAzithromycin Azomax 2
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2  Azomax Azithromycin
Special warnings and 

precautions for use

Cardiovascular events

Prolonged cardiac repolarisation and QT interval, imparting a risk of developing cardiac arrhythmia and torsades de pointes, 

have been seen in treatment with other macrolides including azithromycin (see section 4.8). Therefore as the following 

situations may lead to an increased risk for ventricular arrhytmias (including torsade de pointes) which can lead to cardiac 

arrest, azithromycin should be used with caution in patients with ongoing proarrhythmic conditions (especially women and 

elderly patients) such as patients:

(quinidine and procainamide) and class III (dofetilide, amiodarone

 

and sotalol), cisapride and terfenadine; antipsychotic agents such as pimozide; antidepressants such as citalopram; and 

fluoroquinolones such as moxifloxacin and levofloxacin

Epidemiological studies investigating the risk of adverse cardiovascular outcomes with macrolides have shown variable results. 

Some observational studies have identified a rare short term risk of arrhythmia, myocardial infarction and cardiovascular 

mortality associated with macrolides including azithromycin. Consideration of these findings should be balanced with 

treatment benefits when prescribing azithromycin.

Clostridium difficile associated diarrhoea (CDAD) has been reported with the use of nearly all antibacterial agents, including 

azithromycin, and may range in severity from mild diarrhoea to fatal colitis. Treatment with antibacterial agents alters the 

normal flora of the colon leading to overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin producing strains of C. difficile 

cause increased morbidity and mortality, as these infections can be refractory to antimicrobial therapy and may require 

colectomy. CDAD must be considered in all patients who present with diarrhoea following antibiotic use. Careful medical 

history is necessary since CDAD has been reported to occur over two months after the administration of antimicrobial agents. 

In case of CDAD anti-peristaltics are contraindicated.

16-Jul-19 Sandoz
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2  Azomax Azithromycin
Special warnings and 

precautions for use

Exacerbations of the symptoms of myasthenia gravis and new onset of myasthenia syndrome have been reported in patients 

receiving azithromycin therapy (see section 4.8). Safety and efficacy for the prevention or treatment of Mycobacterium avium 

complex  in children have not been established.

The following should be considered before prescribing azithromycin:

Azithromycin film-coated tablets are not suitable for treatment of severe infections where a high concentration of the 

antibiotic in the blood is rapidly needed.

Azithromycin is not the first choice for the empiric treatment of infections in areas where the prevalence of resistant isolates is 

10% or more (see section 5.1).

In areas with a high incidence of erythromycin A resistance, it is especially important to take into consideration the evolution of 

the pattern of susceptibility to azithromycin and other antibiotics.

As for other macrolides, high resistance rates of Streptococcus pneumoniae (> 30 %) have been reported for azithromycin in 

some European countries (see section 5.1). This should be taken into account when treating infections caused by Streptococcus 

pneumoniae.

Pharyngitis/ tonsillitis

 

Azithromycin is not the substance of first choice for the treatment of pharyngitis and tonsillitis caused by Streptococcus 

pyogenes. For this and for the prophylaxis of acute rheumatic fever penicillin is the treatment of first choice.

Sinusitis

Often, azithromycin is not the substance of first choice for the treatment of sinusitis.

Acute otitis media

Often, azithromycin is not the substance of first choice for the treatment of acute otitis media.

Skin and soft tissue infections

The main causative agent of soft tissue infections, Staphylococcus aureus, is frequently resistant to azithromycin. Therefore, 

susceptibility testing is considered a precondition for treatment of soft tissue infections with azithromycin.

16-Jul-19 Sandoz
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2  Azomax Azithromycin
Special warnings and 

precautions for use

Infected burn wounds

Azithromycin is not indicated for the treatment of infected burn wounds.

Sexually transmitted disease

In case of sexually transmitted diseases a concomitant infection by T. palladium should be excluded.

Neurological or psychiatric diseases

Azithromycin should be used with caution in patients with neurological or psychiatric disorders.

As with any antibiotic preparation, observation for signs of superinfection with non-susceptible organisms, including fungi is 

recommended.

In patients with severe renal impairment (GFR < 10 ml/min) a 33% increase in systemic exposure to azithromycin was observed 

(see section 5.2).

Azomax contains soya lecithin which might be a source of soya protein and should therefore not be taken in patients allergic to 

soya or peanut due to the risk of hypersensitivity reactions.

Azomax contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially ‘sodium-free’. "

16-Jul-19
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2  Azomax Azithromycin

 Interaction with other 

medicinal products and 

other forms of 

interaction

Addition of text to read “Antacids- In a pharmacokinetic study investigating the effects of simultaneous administration of 

antacid with azithromycin, no effect on overall bioavailability was seen although peak serum concentrations were reduced by 

approximately 24%. In patients receiving both azithromycin and antacids, the medicinal products should not be taken 

simultaneously.                                                                                                                                                                                                                                                                         

Cetirizine-In healthy volunteers, co-administration of a 5-day regimen of azithromycin with cetirizine 20 mg at steady-state 

resulted in no pharmacokinetic interaction and no significant changes in the QT interval.                                                                                                                                                                                                    

Didanosine (dideoxyinosine)-Co-administration of 1,200 mg/day azithromycin with 400 mg/day didanosine in 6 HIV-positive 

subjects did not appear to affect the steady-state pharmacokinetics of didanosine as compared with placebo.                                                                                                                                      

Digoxin and colchicine (P-gp substrates)- Concomitant administration of macrolide antibiotics, including azithromycin, with P-

glycoprotein substrates such as digoxin and colchicine, has been reported to result in increased serum levels of the P-

glycoprotein substrate. Therefore, if azithromycin and P-gp substrates such as digoxin are administered concomitantly, the 

possibility of elevated serum concentrations of the substrate should be considered.                                                                                                                                                

Ergot derivatives-Due to the theoretical possibility of ergotism, the concurrent use of azithromycin with ergot derivatives is not 

recommended.                                                                                                                                                                                                                                                      

Zidovudine-Single 1,000 mg doses and multiple 1,200 mg or 600 mg doses of azithromycin had little effect on the plasma 

pharmacokinetics or urinary excretion of zidovudine or its glucuronide metabolite. However, administration of azithromycin 

increased the concentrations of phosphorylated zidovudine, the clinically active metabolite, in peripheral blood mononuclear 

cells. The clinical significance of this finding is unclear, but it may be of benefit to patients. Azithromycin does not interact 

significantly with the hepatic cytochrome P450 system. It is not believed to undergo the pharmacokinetic drug interactions as 

seen with erythromycin and other macrolides. Hepatic cytochrome P450 induction or inactivation via cytochrome-metabolite 

complex does not occur with azithromycin .Pharmacokinetic studies have been conducted between azithromycin and the 

following medicinal products known to undergo significant cytochrome P450 mediated metabolism.                                                                                                                                                                         

16-Jul-19 Sandoz
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2  Azomax Azithromycin

Interaction with other 

medicinal products and 

other forms of 

interaction

Atorvastatin-Co-administration of atorvastatin (10 mg daily) and azithromycin (500 mg daily) did not alter the plasma 

concentrations of atorvastatin (based on a HMG CoA-reductase inhibition assay). However, post-marketing cases of 

rhabdomyolysis in patients receiving azithromycin with statins have been reported.                                                                                                                                                                                                

Carbamazepine-In a pharmacokinetic interaction study in healthy volunteers, no significant effect was observed on the plasma 

levels of carbamazepine or its active metabolite in patients receiving concomitant azithromycin.                                                                                                                                                                                  

Cimetidine-In a pharmacokinetic study investigating the effects of a single dose of cimetidine, given 2 hours before 

azithromycin, on the pharmacokinetics of azithromycin, no alteration of azithromycin pharmacokinetics was seen.                                                                                                                                                        

Coumarin-type oral anticoagulants -In a pharmacokinetic interaction study, azithromycin did not alter the anticoagulant effect 

of a single 15 mg dose of warfarin administered to healthy volunteers. There have been reports received in the post-marketing 

period of potentiated anticoagulation subsequent to co-administration of azithromycin and coumarin-type oral anticoagulants. 

Although a causal relationship has not been established, consideration should be given to the frequency of monitoring 

prothrombin time when azithromycin is used in patients receiving coumarin-type oral anticoagulants.                                                                                                                                                                                                                                                                                               

Ciclosporin-In a pharmacokinetic study with healthy volunteers that were administered a 500 mg/day oral dose of azithromycin 

for 3 days and were then administered a single 10 mg/kg oral dose of ciclosporin, the resulting ciclosporin Cmax and AUC0-5 

were found to be significantly elevated. Consequently, caution should be exercised before considering concurrent 

administration of these medicinal products. If co-administration of these medicinal products is necessary, ciclosporin levels 

should be monitored and the dose adjusted accordingly.                                                                                                                                         

Efavirenz-Co-administration of a 600 mg single dose of azithromycin and 400 mg efavirenz daily for 7 days did not result in any 

clinically significant pharmacokinetic interactions.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                         

Indinavir- Co-administration of a single dose of 1,200 mg azithromycin did not alter the pharmacokinetics of a single dose of 

800 mg fluconazole. Total exposure and half-life of azithromycin were unchanged by the co-administration of fluconazole, 

however, a clinically insignificant decrease in Cmax (18%) of azithromycin  was observed.                                                                                                                                                                

Methylprednisolone-In a pharmacokinetic interaction study in healthy volunteers, azithromycin had no significant effect on the 

pharmacokinetics of methylprednisolone.                                                                                                                                                                                              

Midazolam-In healthy volunteers, co-administration of azithromycin 500 mg/day for 3 days did not cause clinically significant 

changes in the pharmacokinetics and pharmacodynamics of a single 15 mg dose of midazolam.                                                                                                                                                                                         

16-Jul-19 Sandoz
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 Interaction with other 

medicinal products and 

other forms of 

interaction

                                                                                                                                                                                                                                                                                                                                      

Nelfinavir-Co-administration of azithromycin (1,200 mg) and nelfinavir at steady state (750 mg three times daily) resulted in 

increased azithromycin concentrations. No clinically significant adverse effects were observed and no dose adjustment is 

required.                                                                                                                                                                                                                                                                          

Rifabutin-Co-administration of azithromycin and rifabutin did not affect the serum concentrations of either medicinal product. 

Neutropenia was observed in subjects receiving concomitant treatment of azithromycin and rifabutin. Although neutropenia 

has been associated with the use of rifabutin, a causal relationship to combination with azithromycin has not been established 

(see section 4.8). Sildenafil:In normal healthy male volunteers, there was no evidence of an effect of azithromycin (500 mg daily 

for 3 days) on the AUC and Cmax of sildenafil or its major circulating metabolite.                                                                                                                                                                                                                                                             

Fluconazole-Co-administration of a single dose of 1,200 mg azithromycin did not alter the pharmacokinetics of a single dose of 

800 mg fluconazole. Total exposure and half-life of azithromycin were unchanged by the co-administration of fluconazole, 

however, a clinically insignificant decrease in Cmax (18%) of azithromycin was observed.

 Terfenadine- Pharmacokinetic studies have reported no evidence of an interaction between azithromycin and terfenadine. 

There have been rare cases reported where the possibility of such an interaction could not be entirely excluded; however there 

was no specific evidence that such an interaction had occurred.                                                                                                                                                                                                  

Theophylline-There is no evidence of a clinically significant pharmacokinetic interaction when azithromycin and theophylline 

are co-administered to healthy volunteers.                                                                                                                                                                                      

Triazolam- In 14 healthy volunteers, co-administration of azithromycin 500 mg on Day 1 and 250 mg on Day 2 with 0.125 mg 

triazolam on Day 2 had no significant effect on any of the pharmacokinetic variables for triazolam compared to triazolam and 

placebo.                                                                                                                                                                                   

Trimethoprim/sulfamethoxazole-Co-administration of trimethoprim/sulfamethoxazole (160 mg/ 800 mg) for 7 days with 

azithromycin 1200 mg on Day 7 had no significant effect on peak concentrations, total exposure or urinary excretion of either 

trimethoprim or sulfamethoxazole. Azithromycin serum concentrations were similar to those seen in other studies.Other 

antibiotics On a possible co-resistance between macrolide antibiotics and azithromycin (e.g. erythromycin) as well as 

lincomycin and clindamycin is to look at. Concomitant use of several medicinal products from the same group of substances is 

not recommended.Medicinal products known to prolong the QT interval Azithromycin should not be co-administered with 

other medicinal products, known to prolong the QT interval.                                                                                                                                  

Warnings and 

precautions

Addition of text to read “ Hypersensitivity- As with erythromycin and other macrolides, rare serious allergic reactions, including 

angioneurotic oedema and anaphylaxis (rarely fatal), and dermatologic reactions including acute generalised exanthematous 

pustulosis (AGEP), Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN) (rarely fatal), and drug reaction with 

eosinophilia and systemic symptoms (DRESS) have been reported. Some of these reactions with azithromycin have resulted in 

recurrent symptoms and required a longer period of observation and treatment.   Talk to your doctor or pharmacist before 

taking azomax if:                                                                                                                                                                                                                                                                                             

Liver problems- your doctor may need to monitor your liver function or stop the treatment.                                                                                                                                                                                           

Kidney problems: if you have severe Kidney problems, the dose may have to be adjuste.                                                                                                                                                                                                                                                                                                                                                                                                                                                 

Nervous (neurological) or mental (psychiatric) problems- A certain type of muscle weakness called myasthenia gravis. Since 

azithromycin may increase the risk of abnormal heart rhythm please tell your doctor if you have any of the following problems 

before taking this medicine:                                                                                                                                                                                                                                                                                                                                                                                                                                                                                       

Heart problems- Such as a weak heart (heart failure), very slow heart rate, irregular heartbeat, or something called “long QT 

syndrome” (found by an electro- cardiogram)  Low potassium or magnesium in your blood."                                                                                                                                                                                                                                                                                                                                                                                    

16-Jul-19Azithromycin Azomax 2 Sandoz

Published on 30th September 2019 Page 8 of 39



Possible side effects

Revision of text to read " Rare side effects (may affect up to 1 in 1,000 people)- agitation, a feeling of loss of identity .  

abnormal liver function .  being sensitive to sunlight .  skin eruptions that is characterised by the rapid    appearance of areas of 

red skin studded with   small pustules (small blisters filled with white/yellow   fluid)."                                                                                                                                                                                                                                                                                    

Revision of text to read " Not known frequency (frequency cannot be estimated from the available data)- reduction in blood 

platelets, which increases risk of bleeding or bruising  reduction in red blood cells which can make the skin pale yellow and 

cause weakness or breathlessness · feelings of aggression, anxiety, severe confusion,  hallucination · fits, fainting, decreased 

skin sensitivity, feeling hyperactive, disturbed sense of smell, loss of sense of   smell or taste, muscle weakness (myasthenia 

gravis) · poor hearing, deafness or ringing in the ears  abnormal electrocardiogram (ECG), · low blood pressure  staining of the 

tongue · joint pain Problems with your eye sight (blurred vision)"

 Effects on ability to 

drive and use machines

Addition of text to read “Azomax is unlikely to impair the ability to drive and operate machinery. Visual impairment and blurred 

vision may have an effect on a patient’s ability to drive or operate machinery.This medicine may cause side effects such as 

dizziness or convulsions. This may make you less able to do certain things, such as driving or using machines."

16-Jul-19Azithromycin Sandoz2  Azomax 
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2  Azomax Azithromycin Undesirable effects

Addition of text to read “Below the adverse reactions identified through clinical trial experience and post-marketing 

surveillance by system organ class and frequency are listed. 

The frequency grouping is defined using the following convention: 

Very common (≥1/10); common (≥1/100 to <1/10); uncommon (≥1/1,000 to <1/100); rare (≥1/10,000 to <1/1,000); very rare 

(<1/10,000); and not known (cannot be estimated from the available data). 

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Approximately 13% of patients in clinical trials reported adverse events, wherein gastrointestinal disorders were the most 

common.

Adverse reactions possibly or probably related to azithromycin based on clinical trial experience and post-marketing 

surveillance:

Infections and infestations

Uncommon: Candidiasis, vaginal infection, pneumonia, fungal infections, bacterial infection, pharyngitis, gastroenteritis, 

respiratory disorder, rhinitis, oral candidiasis

Not known:  Pseudomembranous colitis (see section 4.4)

Blood and lymphatic system disorders

Uncommon:  Leukopenia, neutropenia, eosinophilia

Not known:  Thrombocytopenia, haemolytic anaemia

Immune system disorders

Uncommon:  Angioedema, hypersensitivity reaction

Not known:  Severe (partly fatal) anaphylactic reaction e.g. anaphylactic shock (see section 4.4)

Metabolism and nutrition disorders

Uncommon:  Anorexia

Psychiatric disorders

Uncommon:  Nervousness, insomnia

Rare:  Agitation

Not known:  Aggression, anxiety, delirium, hallucination 

16-Jul-19 Sandoz
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2  Azomax Azithromycin Undesirable effects

Nervous system disorders

Common:  Headache

Uncommon:  Dizziness, somnolence, dysgeusia, paraesthesia

Not known:  Syncope, convulsion, hypoaesthesia, psychomotor hyperactivity, anosmia, ageusia, parosmia, myasthenia gravis 

(see section 4.4)

Eye disorders

Uncommon:  Visual impairment

Not known: Blurred vision

Ear and labyrinth disorders

Uncommon:  Ear disorder, vertigo

Not known: Hearing impairment including deafness and/or tinnitus

Cardiac disorders

Uncommon:  Palpitations

Not known:  Torsades de pointes (see section 4.4), arrhythmia (see section 4.4) including ventricular tachycardia, 

electrocardiogram QT prolonged (see section 4.4)

Vascular disorders

Uncommon:  Hot flush

Not known:  Hypotension

Respiratory, thoracic and mediastinal disorders

Uncommon:  Dyspnoea, epistaxis

Gastrointestinal disorders

Very common:  Diarrhoea

Common:  Vomiting, abdominal pain, nausea

Uncommon:  Constipation, flatulence, dyspepsia, gastritis, dysphagia, abdominal distension, dry mouth, eructation, mouth 

ulceration, salivary hypersecretion

Not known:  Pancreatitis, tongue discoloration

16-Jul-19 Sandoz
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2  Azomax Azithromycin Undesirable effects

Hepatobiliary disorders

Rare:  Hepatic function abnormal, jaundice cholestatic

Not known:  Hepatic failure (which has rarely resulted in death) (see section 4.4), hepatitis fulminant, hepatic necrosis                                                                                                                                                                                                                                                                             

Renal and urinary disorders

Uncommon:  Dysuria, renal pain

Not known:  Renal failure acute, nephritis interstitial

Reproductive system and breast disorders

Uncommon:  Metrorrhagia, testicular disorder

General disorders and administration site conditions

Uncommon:  Oedema, asthenia, malaise, fatigue, face oedema, chest pain, pyrexia, pain, peripheral oedema

Investigations

Common:  Lymphocyte count decreased, eosinophil count increased, blood bicarbonate decreased, basophils increased, 

monocytes increased, neutrophils increased

Uncommon:  Aspartate aminotransferase increased, alanine aminotransferase increased, blood bilirubin increased, blood urea 

increased, blood creatinine increased, blood potassium abnormal, blood alkaline phosphatase increased, chloride increased, 

glucose increased, platelets increased, haematocrit decreased, bicarbonate increased, abnormal sodium

Injury and poisoning

Uncommon: Post procedural complication

Adverse reactions possibly or probably related to Mycobacterium avium complex prophylaxis and treatment based on clinical 

trial experience and post-marketing surveillance. These adverse reactions differ from those reported with immediate-release or 

the prolonged-release formulations, either in kind or in frequency:

Metabolism and nutrition disorders

Common:  Anorexia

16-Jul-19 Sandoz
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2  Azomax Azithromycin Undesirable effects

Skin and subcutaneous disorders

Uncommon:  Rash, pruritus, urticaria, dermatitis, dry skin, hyperhidrosis

Rare:  Photosensitivity reaction, acute generalised exanthematous pustulosis (AGEP)

Very rare: DRESS (drug reaction with eosinophilia and systemic symptoms)*

Not known:  Stevens-Johnson syndrome, toxic epidermal necrolysis, erythema multiforme

*Frequency estimated with the “rule of three”

Musculoskeletal and connective tissue disorders

Uncommon:  Osteoarthritis, myalgia, back pain, neck pain

Not known:  Arthralgia                                                                                                                                                                                                                                                                                            

Nervous system disorders

Common:  Dizziness, headache, paraesthesia, dysgeusia

Uncommon:  Hypoaesthesia

Eye disorders

Common:  Visual impairment

Ear and labyrinth disorders

Common:  Deafness

Uncommon:  Hearing impaired, tinnitus

Cardiac disorders

Uncommon:  Palpitations

Gastrointestinal disorders

Very common:  Diarrhoea, abdominal pain, nausea, flatulence, abdominal discomfort, loose stools

Hepatobiliary disorders

Uncommon:  Hepatitis

16-Jul-19 Sandoz
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Undesirable effects

Skin and subcutaneous tissue disorders

Common:  Rash, pruritus

Uncommon:  Stevens-Johnson syndrome, photosensitivity reaction

Musculoskeletal and connective tissue disorders

Common:  Arthralgia

General disorders and administration site conditions

Common:  Fatigue

Uncommon:  Asthenia, malaise

Reporting of suspected adverse reactions

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

monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any suspected 

adverse reactions via drug.safesty@novartis.com"

Overdose Addition of text to read “Adverse events experienced in higher than recommended doses were similar to those seen at normal 

doses. In the event of overdosage genaral symptomatic and general supportive measures are indicated as required."

Fertility,Pregnancy and 

Lactation

Addition of text to read “Pregnancy-There are no adequate data from the use of azithromycin in pregnant women. In 

reproduction toxicity studies in animals azithromycin was shown to pass the placenta, but no teratogenic effects were observed 

(see section 5.3). The safety of azithromycin has not been confirmed with regard to the use of the active substance during 

pregnancy. Therefore azithromycin should only be used during pregnancy if the benefit outweighs the risk.

Breast-feeding-Azithromycin has been reported to be secreted into human breast milk, but there are no adequate and well-

controlled clinical studies in nursing women that have characterized the pharmacokinetics of azithromycin excretion into 

human breast milk.

Because it is not known whether azithromycin may have adverse effects on the breast-fed infant, nursing should be 

discontinued during treatment with azithromycin. Among other things diarrhoea, fungus infection of the mucous membrane as 

well as sensitisation is possible in the nursed infant. It is recommended to discard the milk during treatment and up until 2 days 

after discontinuation of treatment. Nursing may be resumed thereafter.

Fertility-In fertility studies conducted in rat, reduced pregnancy rates were noted following administration of azithromycin. The 

relevance of this finding to humans is unknown."

Azithromycin2 16-Jul-19 Sandoz Azomax 
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2  Azomax Azithromycin Therapeutic indications

Addition of text to read “                                                                                                                                                                                                                                                                            

• Mild to moderate community-acquired pneumonia, in particular pneumonia caused by Mycoplasma pneumoniae, 

Chlamydophila psittaci (ornithosis) or Chlamydophila pneumoniae (TWAR)

• Acute exacerbation of chronic bronchitis (adequately diagnosed)

• Acute bacterial sinusitis (adequately diagnosed)

• Tonsillitis, pharyngitis and acute otitis media in patients with hypersensitivity to beta-lactam antibiotics or when such 

treatment is not suitable for other reasons

• Skin and soft tissue infections such as furunculosis, pyoderma, impetigo and erysipelas in patients with hypersensitivity to 

beta-lactam antibiotics or when such treatment is not suitable for other reasons

• Uncomplicated genital infections caused by Chlamydia trachomatis or Neisseria gonorrhoeae (non-multidrug-resistant 

strains)"

16-Jul-19 Sandoz
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Possible side effects

Common side effects (may affect up to 1 in 10 people)- sleepiness, dizziness, fainting , bone pain, breast pain, abnormal muscle 

tension, - not enough water in the body (dehydration), severe weight loss and muscle wasting, low levels of calcium, 

magnesium, potassium or sodium in the blood, high levels of potassium in the blood;

- inflamed foodpipe ( Esophagus),, inflamed stomach lining, difficulty swallowing, dry mouth, passing wind ( Abdominal 

distension),, inflamed gums (gingivitis), change in sense of taste;

- inflammation of the vagina; 

- pain when passing urine.

20-Jul-19 Janssen
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4

Treatment of hypertension-In controlled clinical studies adverse reactions were mild and transient. The overall incidence of 

adverse events showed no association with dose or age. Withdrawals from treatment due to adverse events were similar with 

candesartan cilexetil (3.1%) and placebo (3.2%).

In a pooled analysis of clinical trial data of hypertensive patients, adverse reactions with candesartan cilexetil were defined 

based on an incidence of adverse events with candesartan cilexetil at least 1% higher than the incidence seen with placebo. By 

this definition, the most commonly reported adverse reactions were dizziness/vertigo, headache and respiratory infection.

The list below presents adverse reactions from clinical trials and post-marketing experience.

The frequencies used in the lists throughout section 4.8 are:

very rare (<1/10,000)

Infections and infestations

Common:  Respiratory infection

Blood and lymphatic system disorders

Very rare:  Leukopenia, neutropenia and agranulocytosis

Metabolism and nutrition disorders

Very rare:  Hyperkalaemia, hyponatraemia

Nervous system disorders

Common:  Dizziness/vertigo, headache

Respiratory, thoracic and mediastinal disorders

Very rare:  Cough

Gastrointestinal disorders

Very rare:  Nausea

Not known:  Diarrhoea

Special Warnings and 

precautions for use

Section  rewviewd to add 'The benefits and risks of the proposed procedure should be considered prior to proceeding with 

repeated or prolonged use

(>3 hours) of propofol in young children (< 3 years) and in pregnant women as there have been reports of neurotoxicity in 

preclinical studies.'

Contraindications

AstraZeneca5 PropofolDiprivan

Section reviewed to read as 'Diprivan is contraindicated in patients with a known hypersensitivity to propofol or any of the 

excipients. Diprivan is not recommended in children under the age of 3 years.

16-Jul-19

Undesirable effects 16-Jul-19 SandozCandesan 
Candesartan 

cilexetil.
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Dosage and 

administration

Modification of text under usual dosage to read “The film-coated tablet formulation is not suitable for children.” Modification 

of text under special dosage instructions to read “Patients with severe hepatic impairment should not be treated with 

Dormicum (see Contraindications). In patients with mild to moderate hepatic impairment, the lowest dose possible should be 

provided, not exceeding 7.5 mg (see Pharmacokinetics in special patient groups). In patients with severe renal impairment, 

Dormicum may be accompanied by more pronounced and prolonged sedation, possibly including clinically relevant respiratory 

and cardiovascular depression. Dormicum should therefore be dosed very carefully in this patient population and titrated for 

the desired effect. The lowest dose possible should be provided, not exceeding 7.5 mg (see Pharmacokinetics in special patient 

groups).”

Contraindication

Addition of text to read “Dormicum must not be used in patients with”. Modification of text to read “Severe hepatic 

impairment (benzodiazepines are not indicated for the treatment of patients with severe hepatic impairment as they may 

cause encephalopathy); Dormicum film-coated tablets should not be given to patients receiving concomitant therapy with very 

potent CYP3A inducers or inhibitors (ketoconazole, itraconazole, voriconazole and HIV protease inhibitors, including ritonavir 

boosted formulations: see Interactions)”.

Warnings and 

precautions

Modification of text to read “Dormicum is not indicated for monotherapy of psychosis and depression associated with insomnia 

(risk of suicide in these conditions)”. “Modification and addition of text under psychiatric and paradoxical reactions to read 

“Paradoxical reactions can occur during treatment with benzodiazepines. These reactions include: nervousness, agitation, 

irritability, aggressiveness and anxiety, also more rarely delusions, anger, nightmares, hallucinations, psychoses, inappropriate 

behaviour and other adverse behavioural effects. Treatment should be withdrawn should such reactions occur. These reactions 

may occur more frequently in elderly patients and children”. Modification and addition of text under special patient groups to 

read “Unwanted effects of midazolam, such as respiratory or circulatory depression, may be more likely in such patients. 

Dormicum should therefore be used with great caution in these patient groups; if necessary, a lower dosage should be chosen. 

The tablet formulation is not suitable for children”. Modification of text under patients with hepatic impairment to read 

“Dormicum should be used with caution in these patient groups due to the change in its pharmacokinetics (prolonged 

elimination half-life, increased bioavailability) (see Contraindications and Dosage and administration)”. Addition of text to read 

“Renal impairment: There is a greater likelihood of adverse drug reactions in patients with severe renal impairment”. 

Modification of text under concomitant use of alcohol/CNS suppressants to read “Avoid the concomitant use of Dormicum with 

alcohol and/or CNS depressants. Such concomitant use potentially increases the clinical effects of Dormicum, possibly including 

severe sedation that could result in coma or death, as well as clinically relevant respiratory and/or cardiovascular depression 

(see Interactions)”. Addition of text under dependence to include “and psychological”. Addition of text under withdrawal 

symptoms to include “ diarrhoea”

MidazolamDormicum tablet6 Roche24-Jul-19
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Interactions 

Modification of text under pharmacokinetic drug-drug interaction (DDI) paragraph one to read "Midazolam is metabolized 

almost exclusively by the cytochrome P450, isoenzymes CYP3A4 and CYP3A5. CYP3A inhibitors and inducers have the potential 

to increase and decrease the plasma concentrations and, consequently, the pharmacodynamic effects of midazolam. No source 

other than modulation of CYP3A activity has been discovered for a clinically relevant pharmacokinetic drug-drug interaction 

with midazolam. Midazolam is not known to alter the pharmacokinetics of other drugs”. Modification of text under 

pharmacokinetic drug-drug interactions paragraph three and four   to read “Examples of mechanism-based CYP3A inhibitors 

include antibacterial drugs (e.g. clarithromycin, erythromycin, isoniazid), antiretroviral agents (e.g. HIV protease inhibitors such 

as ritonavir, including ritonavir-boosted protease inhibitors and delavirdine), calcium channel blockers (e.g. verapamil and 

diltiazem), tyrosine kinase inhibitors (e.g. imatinib, lapatinib, idelalisib) or the estrogen receptor modulator raloxifene. 

Ethinylestradiol in combination with norgestrel or gestodene did not modify exposure to midazolam to a clinically significant 

degree”. Addition of text to include “Drugs that inhibit CYP3A2“. Revision of text under classification of CYP3A4 inhibitors to 

read “The following table lists examples of clinical pharmacokinetic drug interactions of orally administered midazolam with 

CYP3A inhibitors. The quoted numerical values represent the ratio of the parameters measured in the presence and absence 

(control) of the interacting drug.Table 1: Interactions between orally administered midazolam and CYP3A inhibitors”

Modification and addition of text under CYP3A4 inducers to read “The following table gives clinical examples of 

pharmacokinetic drug interactions with midazolam after oral administration of CYP3A inducers. The quoted numerical values 

represent the ratio of the parameters measured in the presence and absence (control) of the interacting drug. Table 2: 

Interactions between orally administered midazolam and CYP3A inducers”.

Addition of text under pharmacodynamic drug-drug interactions in paragraph one to include “ including alcohol”

Pregnancy and lactation Revision of text under pregnancy paragraph to read “An increased risk of congenital malformations associated with the use of 

benzodiazepines during the first trimester of pregnancy has been suspected”. 

Effects on ability to drive 

and use machine
Modification of text to read “Effects on ability to drive and use machine”. Revision of text to read “The treating physician 

should decide when these activities may be resumed. If sleep duration is insufficient or alcohol is consumed, the likelihood of 

impaired alertness may be increased (see “Interactions”)”.

Undesirable effects Revision of text under psychiatric disorders to read “Confusional state, disorientation, fluctuations in mood and/or emotions. 

These phenomena occur predominantly at the start of therapy and generally disappear with repeated administration. Changes 

in libido have occasionally been reported. Paradoxical reactions such as nervousness, agitation, hyperactivity, nervousness, 

anxiety, aggressiveness, rages, nightmares, abnormal dreams, hallucinations, euphoria, inappropriate behaviour or other 

behavioural disturbances”.

MidazolamDormicum tablet6 Roche24-Jul-19
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Pharmacological 

properties and effects

Revision of text under mechanism of action paragraph one to read “Dormicum has hypnotic and sedative effects characterised 

by a rapid onset and short duration”. Deletions of text under mechanism of action paragraph two to from “Dormicum also 

exerts anxiolytic, hyponotic anticonvulsant and muscle-relaxant effects” to “Dormicum also exerts anxiolytic, anticonvulsant 

and muscle-relaxant effects.”

Revision of text under pharmacodynamics paragraph to read “The central nervous system effects of benzodiazepines are 

mediated via enhancement of GABAergic neurotransmission at inhibitory synapses. In the presence of benzodiazepines, the 

affinity of the GABA receptor for the neurotransmitter is increased by positive allosteric modulation, resulting in an increase in 

postsynaptic transmembrane chloride ion flux due to enhanced GABA release”.

Addition of text under pharmacokinetics (distribution) to read “Midazolam is not a substrate for drug transporters”.

Revision of text under pharmacokinetics (metabolism) to read “Midazolam is almost entirely eliminated by biotransformation. 

Midazolam is hydroxylated by the cytochrome P450 CYP3A4 isoenzyme. The two isoenzymes, CYP3A4 and CYP3A5, are actively 

involved in the two main metabolic pathways in hepatic oxidative metabolism of midazolam. Midazolam metabolism after oral 

administration is based to a similar extent on intestinal CYP3A and hepatic CYP3A. The two main oxidised metabolites are 1’ 

hydroxymidazolam (also named α hydroxymidazolam) and 4’ hydroxymidazolam. The major urinary and plasma metabolite is 

1’ hydroxymidazolam. Plasma concentrations of 1’ hydroxymidazolam may reach 30–50% those of the parent compound. 1’ 

hydroxymidazolam is pharmacologically active and contributes significantly (about 34%) to the effect of oral midazolam”

Revision of text under elimination to read “The elimination half-life of midazolam in young healthy volunteers is between 1.5 

and 2.5 hours. The elimination half-life of 1'-hydroxymidazolam is less than one hour. Therefore, the concentration of the 

parent compound and the main metabolite decline in parallel after midazolam administration. Less than 1% of the dose is 

recovered in urine as the unchanged substance. 60 80% of the dose is glucuronidated and excreted in urine as 1'-

hydroxymidazolam conjugate”.

Revision of text under pharmacokinetic in special patients groups (Patients with renal impairment) to read “The 

pharmacokinetics of unbound midazolam are not altered in patients with severe renal impairment. The renally excreted major 

metabolite 1’ hydroxymidazolam glucuronide, which has low pharmacological activity, accumulates in severe renal impairment. 

This accumulation produces prolonged sedation. Oral midazolam should therefore be administered with caution and titrated to 

the desired effect (see Dosage and administration – Special dosage instructions)”.

Additional information
Addition of text under Special precautions for storage to read “Dormicum film-coated tablets 15 mg: Keep blisters in the outer 

carton to protect the contents from light and do not store above 30°C”.

7 Dormicum injection Midazolam
Posology and method of 

administration

Revision of text under special dosage instruction (renal impairment) to read “Patients with severe renal impairment, Dormicum 

may be accompanied by more pronounced and prolonged sedation, possibly including clinically relevant respiratory and 

cardiovascular depression. Dormicum should therefore be dosed carefully in this patient population and titrated for the desired 

effect. There is a greater likelihood of adverse drug reactions in patients with severe renal impairment (see Pharmacokinetics in 

special patient groups)”.

24-Jul-19 Roche
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7 Dormicum injection Midazolam
Special warnings and 

precautions for use

Addition of text to read “Benzodiazepines are not recommended for the primary treatment of psychotic illness”. Addition of 

text under high-risk patients (patient with organ dysfunction- hepatic impairment) to read “(benzodiazepines may precipitate 

or exacerbate hepatic encephalopathy)”

Revision of text under withdrawal symptoms to read “The following withdrawal symptoms may occur: headaches, diarrhea, 

muscle pains, extreme anxiety, tension, sleep disturbances, restlessness, confusion, irritability, mood swings, hallucinations and 

convulsions. In severe cases the following symptoms may occur: depersonalization, numbness and tingling of the extremities, 

hypersensitivity to light, noise and physical contact”.

Revision of text under amnesia to read “Anterograde amnesia can occur even at therapeutic doses, the risk increasing with 

higher dosage”. 

Revision of texts under paradoxical reactions to read “Paradoxical reactions such as restlessness, agitation, irritability, 

involuntary movements (e.g. tonic/clonic convulsions and muscle tremor), hyperactivity, hostility, delusion, anger, 

aggressiveness, anxiety, nightmares, hallucinations, psychoses, inappropriate behavior and other adverse behavioral effects, 

paroxysmal excitement and assault have been reported to occur with midazolam. These reactions may occur after the 

administration of higher doses and/or rapid injection. Mild susceptibility to such reactions has been reported in children and at 

higher intravenous doses in the elderly. In these cases, discontinuation of the drug should be considered”.

Addition of heading to read “sleep apnea”. Addition of text under sleep apnea to read “Midazolam solution for injection should 

be used with extreme caution in patients with sleep apnea syndrome, and patients should be regularly monitored”.

Revision of text under concomitant use of alcohol/CNS depressants to read “The concomitant use of Dormicum and alcohol 

and/or CNS depressants should be avoided due to the risk of potentiation of the clinical effect of Dormicum, possibly severe 

sedation that could result in coma or death, as well as clinically significant respiratory and/or cardiovascular depression”.

24-Jul-19 Roche
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7 Dormicum injection Midazolam

Interactions with other 

medicinal products and 

other forms of 

interaction

Revision of text under pharmacokinetic drug interactions to read “Midazolam is almost exclusively metabolised by cytochrome 

P450 3A (CYP3A4, CYP3A5). CYP3A inhibitors CYP3A inhibitors and inducers may increase or decrease plasma concentrations 

and hence the pharmacodynamic effects of midazolam. Apart from modulation of CYP3A activity, no other mechanism capable 

of causing pharmacokinetic drug interactions with midazolam has been demonstrated. No change due to midazolam is known 

in the pharmacokinetics of other drugs.

When coadministered with CYP3A inhibitors, the clinical effect of midazolam may be enhanced and prolonged, making the use 

of a lower dose necessary. Conversely, the effect of midazolam may be weaker and of shorter duration when coadministered 

with a CYP3A inducer so that a higher dose is required.

In CYP3A induction and irreversible inhibition (known as mechanism-based inhibition), the effect of administering the CYP3A 

modulator on the pharmacokinetics of midazolam may last for several days to several weeks. Drugs that may cause mechanism-

based inhibition of CYP3A include: antibacterials (e.g. clarithromycin, erythromycin, isoniazid), antiretroviraldrugs (e.g. HIV 

protease inhibitors such as ritonavir, including ritonavir-boosted protease inhibitors and delavirdine), calcium channel blockers 

(e.g. verapamil, diltiazem), tyrosine kinase inhibitors (e.g. imatinib, lapatinib, idelalisib); or the estrogen receptor modulator 

raloxifene and various plant components (e.g. bergamottin).

Addition of text to read “In contrast to the other substances responsible for mechanism-based inhibition, the use of 

ethinylestradiol in combination with norgestrel or gestodene (used for oral contraception) and grapefruit juice (200 ml) did not 

modify exposure to midazolam to a clinically significant degree.”

Modification of text to read “The following tables give clinical examples of pharmacokinetic drug interactions with 

intravenously administered midazolam. It is important to note that each drug capable of modulating CYP3A in vitro or in vivo 

may in principle modify the plasma concentrations and hence effect of midazolam. The quoted numerical values represent the 

ratio of the parameters measured in the presence and absence (control) of the interacting drug. Data from clinical studies 

relating to drug interactions with orally administered midazolam are listed after the separate tables where no equivalent 

information is available on I.v. administered midazolam”

Addition of heading and table under drugs that inhibit CYP3A4 to read “Table 3. Interactions between intravenously 

administered midazolam and CYP3A inhibitors”.

Deletion of heading and texts under it for ‘azole antifungals’.

Addition of heading to read “Additional information from oral midazolam use”. Addition and revision of text  under additional 

information from oral midazolam use to read “Potent CYP3A inhibitors

• Macrolide antibiotics: Telithromycin increased plasma levels of orally administered midazolam 6-fold.

24-Jul-19 Roche
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7 Dormicum injection Midazolam

Interactions with other 

medicinal products and 

other forms of 

interaction

• Nefazodone increased the plasma the plasma concentration of orally administered midazolam 4.4-fold, with a 1.6-fold 

increase in terminal half-life.

• Tyrosine kinase inhibitors have been shown either in vitro (imatinib, lapatinib) or after oral administration in vivo (idelalisib) 

to be potent inhibitors of CYP3A4. After concomitant administration of idelalisib, oral midazolam exposure was increased on 

average 5.4-fold.

Moderate CYP3A inhibitors

• Roxithromycin has less impact on the pharmacokinetics of midazolam than erythromycin or clarithromycin. It increased the 

plasma concentrations of orally administered midazolam by approximately 50%, compared to 4.4-fold and 2.6-fold increases 

caused by erythromycin and clarithromycin, respectively. The small increase in the terminal half-life of midazolam, by about 

30% suggests that the effect of roxithromycin on intravenously administered midazolam is likely to be small.

• NK1 receptor antagonists (aprepitant, netupitant, casoprepitant) dose-dependently increased the plasma concentration of 

orally administered midazolam approximately 2.5- to 3.5-fold and increased terminal half-life approximately 1.5- to 2-fold.

• Verapamil increased plasma levels of orally administered midazolam 3-fold. The terminal half-life of midazolam increased by 

41%.

Weak inhibitors

• Fluvoxamine led to a slight (28%) increase in the plasma concentration of orally administered midazolam, while the terminal 

half-life doubled.

• For a number of drugs and herbal medicines, a weak interaction with midazolam elimination was observed, with concomitant 

changes in exposure (<2-fold change in AUC) (bicalutamide, everolimus, ciclosporin, simeprevir, propiverine, berberine, which 

is also found in goldenseal). These weak interactions are expected to be further attenuated after i.v. administration.

hydroxymidazolam) and midazolam, indicating that it has an inhibitory effect on CYP3A”.

Addition of heading and table under Drugs that induce CYP3A to read “Table 4. Interactions between intravenously 

administered midazolam and CYP3A inducers”

Revision and addition of texts under additional information for orally administered midazolam to read ‘Potent CYP3A inducers: 

Midazolam AUC decreased by ≥80:

• Carbamazepine/phenytoin: Repeated doses of carbamazepine or phenytoin resulted in a decrease in the plasma 

concentration of orally administered midazolam by up to 90% and a shortening of the terminal half-life by approximately 60%.

24-Jul-19 Roche
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Interactions with other 

medicinal products and 

other forms of 

interaction

• The very strong CYP3A4 induction seen after mitotane or enzalutamide resulted in a profound and long-lasting decrease of 

midazolam levels in cancer patients. The AUC of orally administered midazolam was reduced to 5% and 14% of the normal 

value, respectively.

Weak CYP3A inducers: Midazolam AUC decreased by ≥20% to <50%.

• Clobazam and efavirenz are weak inducers of midazolam metabolism and reduce the AUC of midazolam by approximately 

30%. This results in a 4- to 5-fold increase in the ratio of the active metabolite (α-hydroxy-midazolam) to the parent compound, 

but the clinical significance of this is unknown.

Vemurafenib modulates CYP isozymes and inhibits CYP3A4 mildly: Repeated administration results in a mean decrease of oral 

midazolam exposure of 39% (up to 80% in individuals).

Revision of text under herbal medicines to read ‘Quercetin (also contained in Gingko biloba) and Panax ginseng both have weak 

enzyme-inducing effects and reduced exposure to midazolam after its oral administration by 20-30%.

Revision of heading from displacement from plasma proteins site to read “Acute protein displacement”. Revision of text under 

acute protein displacement to read “Valproic acid: Increased concentrations of free midazolam due to displacement from 

plasma protein binding sites by valproic acid cannot be excluded, although the clinical relevance of such an interaction is not 

known”.

Pregnancy and lactation Addition of texts under pregnancy to read “An increased risk of congenital malformations associated with the use of 

benzodiazepines during the first trimester of pregnancy is now suspected”.

Effect on ability to drive 

and use machine
Addition of texts to read “Lack of sleep or alcohol consumption may increase the likelihood of impaired alertness (see 

Interactions)”.

Undesirable effects 

Revision of texts under psychiatric disorders to read “Confusion, disorientation, fluctuations in mood and/or emotions, 

decreased attention, fatigue. Changes in libido have occasionally been reported. Paradoxical reactions such as restlessness, 

agitation, irritability, involuntary movements (such as tonic/clonic movements and muscle tremor), hyperactivity, nervousness, 

hostility, rage reactions, aggressiveness, anxiety, nightmares, abnormal dreams, hallucinations, psychoses, inappropriate 

behavior and other adverse behavioral effects, paroxysmal excitement and assault have been reported, in particular among 

children and the elderly”.

Addition of text under dependence to read “Cases of abuse have been reported in poly-drug abusers”.

Roche24-Jul-19Dormicum injection Midazolam7
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Pharmacological 

properties

Revision of text under mechanism of action/pharmacodynamics to read “Dormicum has hypnotic and sedative effects 

characterized by a rapid onset and short duration. It also exerts anxiolytic, anticonvulsant and muscle-relaxant effects. 

Dormicum impairs psychomotor function after single or multiple doses, but also causes mild hemodynamic changes. The 

central actions of benzodiazepines are mediated via enhancement of GABAergic neurotransmission at inhibitory synapses. In 

the presence of benzodiazepines, the affinity of the GABA receptor for the neurotransmitter is increased by positive allosteric 

modulation, resulting in an increase in postsynaptic transmembrane chloride ion flux due to enhanced GABA 

release.Chemically midazolam is a derivative of the imidazobenzodiazepine group. Although the  free base is lipophilic and 

weakly water-soluble, the basic nitrogen in position 2 of the imidazobenzodiazepine ring system, the active substance in 

Dormicum is able to form water-soluble salts with acids that produce a stable injectable solution. This and the rapid metabolic 

transformation are the reasons for the rapid onset and short duration of action. Because of its low toxicity, midazolam has a 

wide therapeutic range”

Pharmacokinetics

Addition of texts under distribution to read “Midazolam is not a substrate for drug transporters”.

Deletion of texts under metabolism that read “There is no evidence of genetic morphism in oxidative midazolam metabolism”

Revision of texts under elimination to read “The elimination half-life of midazolam in young healthy volunteers is between 1.5 

and 2.5 hours. The elimination half-life of the metabolite is less than 1 hour. Therefore, the concentration of the parent 

compound and the main metabolite decline in parallel after midazolam administration.  Plasma clearance of midazolam is in 

the range 300–500 ml/min; 60%–80% of the dose is eliminated in the urine as the 1' hydroxymidazolam glucuronide conjugate. 

Less than 1% of the dose is recovered in urine as unchanged drug. When midazolam is given by intravenous infusion, its 

elimination kinetics do not differ from those observed following bolus injection. Repeated administration of midazolam does 

not induce drug-metabolizing enzymes”.

Addition of texts under pharmacokinetics in special patient groups (neonates) to read “Neonates with asphyxia-related hepatic 

and renal impairment are at risk of generating unexpectedly high serum midazolam concentrations due to significantly 

decreased and variable clearance”.

Revision of text under pharmacokinetics in special patient groups (patients with renal impairment) to read “In patients with 

severe renal impairment, the pharmacokinetics of unbound midazolam are not altered. The pharmacologically mildly active 

major midazolam metabolite, 1'-hydroxymidazolam glucuronide, which is excreted through the kidney, accumulates in patients 

with severe renal impairment. This accumulation produces a prolonged sedation. Midazolam should therefore be administered 

carefully and titrated to the desired effect”.

Pharmacological 

particulars

Addition of texts under Special precautions for use to read “Do not freeze. Keep ampoules in the outer carton to protect the 

contents from light”.

Revision of text under special precautions for preparation and handling to read “Dormicum solution for injection must not be 

diluted with 6% dextran 70  in dextrose or mixed with alkaline solutions for injection”.

Roche24-Jul-19Dormicum injection Midazolam7
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7 Dormicum injection Midazolam Presentation

Addition of heading to read “This is a medicament”. Addition of text under “this is a medicament” to read “A medicament is a 

product which affects your health, and its consumption contrary to instructions is dangerous for you. Follow strictly the 

doctor’s prescription, the method of use and the instructions of the pharmacist who sold the medicament. The doctor and the 

pharmacist are experts in medicine, its benefits and risks. Do not by yourself interrupt the period of treatment prescribed for 

you. Do not repeat the same prescription without consulting your doctor”.

24-Jul-19 Roche

Therapeutic indications

 Text revised to to read 'Hydroxycarbamide is used to prevent painful crises, including sudden chest pain , caused by Sickle Cell 

disease, in adults, adolescents and children older than 2 years.                                                                                                                                                                                                                                                                                                                                                                       

• If you have recently received a vaccination with a so-called “live vaccine” (e.g. for yellow fever)

Special Warnings and 

precautions

• Skin cancer has been reported in patients receiving long term hydroxyurea. You should protect your skin from the sun and 

regularly inspect your skin yourself during the treatment and after discontinuation of the therapy with hydroxyurea. Your 

doctor will also inspect your skin during routine follow-up visits.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                   

• Some vaccines, if you recently had a vaccination or are planning to have one, tell your doctor

 

Pregnancy and breast-

feeding

 When appropriate both male and female patients should discuss safe contraceptive measure before and during treatment 

with Hydroxyurea.

Men should not father a child during treatment and at least 6 months after the end of therapy with Hydroxyurea.  Men should 

be counselled regarding the possibility of sperm conservation before starting treatment as Hydroxyurea might lead to 

infertility. 

 Use in children;  As these diseases only rarely occur in children, no dosage schemes can be established at present.

Possible side effects

 Text revised to add Very common ; ' inflammation of the pancreas,  nausea, vomiting, loss of appetite,                                                                                                                                                                   

• cutaneous vasculitis,  absence or low amount of sperm in the semen  (azoospermia, oligospermia),  drug fever and  weakness'

 Common, may affect up to 1 in 10 people:  Skin cancer, • liver toxicity1

• problems with the flow of the bile (cholestasis)

• inflammation of liver (hepatitis)

 Very rare, • inflammatory condition caused by an autoimmune disease (systemic and cutaneous lupus erythematous.                                                                                                                                                                                                                                                                                                      

Side effects of frequency not known: • Nail pigmentation

• Lung disease affecting the tissue and space around the air sacs (interstitial lung disease)

1. Inflammation of the pancreas and liver damage, even fatal, have been reported in HIV-infected patients receiving 

hydroxyurea in combination with didanosine and stavudine (antiretroviral medicines for HIV treatment).

 2. Severe stomach complaints such as nausea, vomiting and loss of appetite, which can occur in combination with 

radiotherapy, can be controlled if administration of hydroxyurea is transiently stopped.

 


8 18-Jul-19 SandozHydroxycarbamide Hydroxycarbamide
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Possible side effects

3. Some cases of high fever (> 39 ° C) with simultaneous onset of discomfort in the gastrointestinal tract, respiratory tract, 

musculoskeletal system, liver and biliary tract, on the skin and in the cardiovascular system requiring hospitalization , was 

reported. These symptoms typically occurred within 6 weeks of initiation of therapy and disappeared immediately after 

discontinuation of hydroxyurea therapy. After resuming therapy, the fever recurred within 24 hours.

4. Effective cancer therapy, especially when combining several chemotherapeutic agents, can rapidly destroy cancer cells in 

large numbers. In rare cases, this can lead to harmful substances being released from the cancer cells into the blood (tumor 

lysis syndrome). When this happens, you may experience liver, kidney, heart, or blood problems that can lead to death.                                                                                                                                                                                                                                                                                                                                                                                                                   

Sandoz

Contraindications

Hydroxycarbamide is contraindicated for patients who are hypersensitive to hydroxycarbamide or to any of the excipients. 

Treatment should be discontinued if hypersensitivity to hydroxycarbamide occurs.

Hydroxycarbamide is contraindicated in cases of severe bone marrow depression, leucocytopenia (<2.5 x 109 leucocytes/l), 

thrombocytopenia (<100 x 109 platelets/l) or severe anaemia. Administration of hydroxycarbamide is contraindicated during 

pregnancy and breast-feeding

18-Jul-198 Hydroxycarbamide Hydroxycarbamide 
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8 Hydroxycarbamide Hydroxycarbamide 

 Interaction with other 

medicinal products and 

other forms of 

interaction

·Hydroxycarbamide should be administered with caution to patients who are concomitantly receiving or have previously 

received treatment with other antineoplastic medicinal agents or radiation therapy, as side effects can occur more often and 

be more serious than those reported for the use of hydroxycarbamide, other antineoplastic medicinal agents or radiation 

therapy alone. These effects primarily include bone marrow depression, gastric irritation and mucositis. 

An exacerbation of erythema caused by previous or concomitant radiation therapy may occur.

Almost all patients receiving an adequate course of combined hydroxycarbamide and irradiation therapy will demonstrate 

concurrent leukopenia. Platelet depression (<100,000 cells/mm3) has occurred in the presence of marked leukopenia.

In vitro studies have demonstrated the ability of hydroxycarbamide to enhance the cytotoxicity in both cytarabine and 

fluoropyrimidines. It is unclear whether this interaction leads clinically to cooperative toxicity or requires dose adjustment.

When hydroxycarbamide has been combined with antiretroviral substances (nucleoside analogues), pancreatitis and liver 

damage, in some cases with a fatal outcome, as well as severe peripheral neuropathy have been reported. The combination of 

hydroxycarbamide with nucleoside analogues is not recommended (see section 4.4).

During concomitant use of hydroxycarbamide with live vaccines, the risk of a fatal systemic vaccine reaction is increased 

because the normal immune defense mechanisms and the immune response with antibodies can be reduced or suppressed by 

hydroxycarbamide.

Concomitant use of hydroxycarbamide with live vaccines in immunosuppressed patients can lead to severe infections. The use 

of live vaccines should be avoided and, if necessary, advice should be obtained from a specialist.

18-Jul-19 Sandoz
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Interactions

Addition of text to include "these examples are a guide and not considered a comprehensive list of all possible drugs that may 

interact with lopinavir/ritonavir. The healthcare provider should consult appropriate references for comprehensive 

information" .                                                                                                                                                                                                                     

Modification of text under other medicines  to read " e.g. abemaciclib, apalutamide, dasatinib, encorafenib, ibrutinib, 

ivosidenib, neratinib, nilotinib, venetoclax, vincristine, vinblastine:  May have their serum concentrations increased when co-

administered with ALUVIA resulting in the potential for increased adverse events, some which may be serious.”                                                                                                                                                                                                                                                                  

Modification of text  under other medicines to read "May have their serum concentrations increased when co-administered 

with lopinavir/ritonavir resulting in the potential for increased adverse events, some of which may be serious".                                                                                                                                                                                                                                                   

Modification of text under other medicines  to read" Coadministration of venetoclax or ibrutinib with lopinavir/ritonavir could 

increase venetoclax or ibrutinib exposure potentially resulting in a serious risk of tumor lysis syndrome".                                                                                                                                                                                                                                                         

Addition of text  under other medicines to read "Coadministration of encorafenib or ivosidenib with lopinavir/ritonavir could 

increase encorafenib or ivosidenib exposure potentially increasing the risk of serious adverse events such as QT interval 

prolongation".                                                                                                                                                                                                                                          

Addition  of text to read "GnRH Receptor Antagonists

Elagolix: Coadministration of elagolix with ALUVIA could increase elagolix exposure through inhibition of OATP, CYP 3A, and P-

gp. Known serious adverse events for elagolix include suicidal ideation and hepatic transaminase elevations. In addition, 

elagolix is a weak/moderate inducer of CYP3A, which may decrease exposure of ALUVIA. Refer to the elagolix prescribing 

information for dosing information with strong CYP-3A4 inhibitors Kinase Inhibitors (also see anticancer agents above)

Fostamatinib:  Coadministration of fostamatinib with ALUVIA could increase fostamatinib metabolite R406 exposure resulting 

in dose-related adverse events such as hepatotoxicity and neutropenia".

Contraindications

Addition of text to include Apalutamide in table 2

10 Lexotanil Bromazepam
Indications and potential 

uses

Text revised to read 'Lexotanil is used for the treatment of emotional disorders: anxiety and tension states, as adjuvant therapy 

for anxiety in depression, nervous tension, restlessness, and anxiety- and tension-related insomnia.                                                                                                                                                                                                                                                              

Lexotanil can also be used for the treatment of functional: or psychosomatic impairments of various organs caused or 

exacerbated by anxiety and tension, and possibly as an adjuvant to treatment of underlying disease of the 7-Sep-19 Roche

9
Kaletra oral 

solution 

Lopinavir 

/Ritonavir.
12-Jul-19

AbbVie (Pty) 

Ltd
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Dosage and 

administration

Revision of text to read "Patients should be examined regularly at the start of treatment in order to minimize the dose and/or 

frequency of administration and to avoid the risk of overdose of the product due to accumulation."                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                    

Addition of text to read "Use in pediatric patients- As with other benzodiazepines, Lexotanil should only be given to children 

and adolescents after careful consideration of the relative risks and benefits. If treatment with Lexotanil is considered by a 

doctor to be indicated, the dose should be adjusted to the child’s lower body weight.                                                                                                                                                                                                                                                                                                                                                                                                                                                        

Use in elderly patients-Elderly patients require lower doses due to potentially increased sensitivity and different 

pharmacokinetics.                                                                                                                                                                                                                                                                                                                                                                                                                          

Impaired hepatic function-Patients with severe hepatic impairment should not be treated with Lexotanil tablets. Patients with 

mild or moderate hepatic impairment should receive the lowest possible dose." under special dosage instructions

Contraindications

Lexotanil is contraindicated in patients with hypersensitivity to benzodiazepines or any of the excipients, severe respiratory

insufficiency, sleep apnea syndrome, myasthenia gravis or severe hepatic impairment (benzodiazepines may exacerbate

hepatic encephalopathy). Patients known or suspected to be dependent on CNS depressants, including alcohol, must not take

benzodiazepines.

RocheBromazepamLexotanil10 7-Sep-19
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Warnings and 

Precautions

Revision of text to read "  Abuse of the medicinal product has been reported more frequently in cases of multiple substance 

use.                                                                                                                                                                                                                                                                                    

Withdrawal : Once physical dependence has developed, discontinuation of treatment will be accompanied by withdrawal 

symptoms. These may comprise headache, diarrhea, muscle pain, extreme anxiety, tension, restlessness, confusion and 

irritability. In severe cases the following symptoms may occur: derealisation, depersonalisation, hyperacusis, numbness and 

tingling of extremities, hypersensitivity to light, noise and physical contact, hallucinations or convulsions.

Withdrawal symptoms may also occur when switching from one benzodiazepine to another drug in the same class with a 

substantially shorter elimination half-life.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                      

Rebound phenomenon: Rebound phenomenon is a transient syndrome in which the symptoms that led to treatment with 

Lexotanil occur in more severe form on withdrawal of treatment. It may be accompanied by other reactions including mood 

changes, anxiety or sleep disturbances and restlessness.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                       

Concomitant use of alcohol/CNS depressants : The concomitant use of Lexotanil with alcohol and/or CNS       depressants 

should be avoided. Such concomitant use can potentially intensify the clinical action of Lexotanil, possibly with heavy sedation 

and clinically relevant respiratory and/or cardiovascular depression, which may result in coma or death (see Interactions and 

Overdose).                                                                                                                                                                                                                                                                                                               

Impaired hepatic function: Benzodiazepines may play a contributory role in precipitating episodes of hepatic       

encephalopathy in patients with severe hepatic impairment (see “Contraindications”). Particular caution is required when 

administering Lexotanil to patients with mild to moderate hepatic impairment.                       

Lexotanil should be used with extreme caution by patients in whom abuse of alcohol, medicinal products, or illegal drugs has 

previously been diagnosed.                                                                                                                                                                                       

Psychiatric and “paradoxical” reactions : Paradoxical reactions such as restlessness, agitation, irritability, aggressiveness, 

anxiety, delusion, fits of rage, nightmares, hallucinations, psychosis, inappropriate behavior and other adverse behavioral 

effects are known to occur with the use of benzodiazepines. If such reactions occur, use of the drug should be discontinued. 

They are more likely to occur in children and elderly patients than in other patients.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                          

Elderly patients : The pharmacological effects of benzodiazepines appear to be greater in elderly patients than in younger 

patients, even at similar plasma concentrations, possibly because of age-related changes in drug-receptor interactions, post-

receptor mechanisms and organ function. Dose reduction is recommended in patients over 50 years old."

Interactions

Pharmacodynamic drug-drug interaction (DDI): Increased adverse reactions such as sedation and cardiorespiratory depression 

may occur when is used in combination with CNS depressants, including alcohol. Alcohol should be avoided by patients taking 

bromazepamLexotanil (see also General precautions).

Pharmacokinetic drug-drug interaction (DDI) : Bromazepam had no effect on phenazone metabolism, a surrogate marker for 

CYP1A2, CYP2B6, CYP2C and CYP3A activity. Moreover, bromazepam did not induce major CYP450 isozymes in vitro at the level 

of mRNA; nor did it activate nuclear hormone receptors. Therefore, bromazepam is unlikely to cause pharmacokinetic drug-

drug interactions based on CYP450 induction.

BromazepamLexotanil10 7-Sep-19 Roche
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Undesirable Effects

Psychiatric disorders: Confusional state, disorientation, emotional and mood disturbances.  Pre-existing depression may be 

unmasked during treatment with benzodiazepines.Paradoxical reactions such as restlessness, agitation, irritability, 

aggressiveness, delusion, fits of rage, nightmares, hallucinations, psychosis, inappropriate behavior, nervousness, anxiety, 

abnormal dreams, hyperactivity and other adverse behavioral effects are known to occur. Such reactions are more common in 

children and elderly patients than in other patients.                                                                                                                                                                                                                                                                                             

Respiratory disorders- thoracic and mediastinal disorders.                                                                                                                                                                                                                                                                                                                                                  

Skin and subcutaneous tissue disorders.                                                                                                                                                                                                                                                                                                                                                                                                                                                  

Musculoskeletal and connective tissue disorders- This effect occurs primarily at the start of treatment and generally disappears 

with continued use.                                                                                                                                                                                                                                                                                                                                                                                                                                                                             

Dependence: Long-term use (even at therapeutic doses) can lead to physical and psychological dependence: withdrawal 

symptoms or rebound effects may occur when the drug is discontinued (see Warnings and precautions). Abuse of 

benzodiazepines is more common in multiple substance use

Pharmacokinetics

Absorption: After oral administration of bromazepam, peak plasma concentrations are reached within 2 h. The absolute 

bioavailability from the tablet (relative to the i.v. solution) is 60%. Food may decrease the bioavailability of bromazepam, 

although it has not been demonstrated that this is clinically relevant. The degree of absorption remains constant after ingestion 

of multiple bromazepam doses; steady-state concentrations are calculable and confirm the linear kinetics of the active 

substance. Steady-state plasma concentrations are reached in about five to nine days. Following multiple oral doses of 3 mg 

three times daily, the average maximum steady-state concentration of bromazepam was 120 ng/ml, which is three- to four-

fold higher than that observed after a single 3 mg dose.                                                                                                                                                                                                                                                                                                                                                                                                    

Metabolism : Bromazepam is extensively metabolized in the liver. Bromazepam is metabolized , at least in part, through 

cytochrome P450 (CYP450).                                                                                                                                                                                                

Pharmacokinetics in special populations : Elderly patients.                                                                                                                                                                                                                                                                                                                               

Impaired renal function : No special pharmacokinetic study has been conducted and no population pharmacokinetic data have 

been collected in patients with renal impairment.                                                                                                                                                                                                                                                                                                                                                                                                                                          

Impaired hepatic function : No special pharmacokinetic study has been conducted and no population pharmacokinetic data 

have been collected in patients with hepatic impairment.

11 Norvir Ritonavir Contraindications Addition of text to read "Apalutamide is a moderate to strong CYP3A4 inducer and this may lead to a decreased exposure of 

ritonavir and potential loss of virologic response. In addition, exposure of apalutamide may increase with co-administration of 

ritonavir that may lead to serious adverse events including seizure."

12-Jul-19
AbbVie (Pty) 

Ltd
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11 Norvir Ritonavir Interactions

Modification of text to read under other medicines (anticancer agents)  "Anticancer agents (abemaciclib, apalutamide, 

dasatinib, encorafenib, ibrutinib, ivosidenib, neratinib, nilotinib, venetoclax, vincristine, vinblastine)"                                                                                                                                                                                                                                                                                                                                                                                                                                       

Modification of text to read "Serum concentrations may be increased when co-administered with NORVIR resulting in the 

potential for increased incidence of adverse events, some of which may be serious ."                                                                                                                                                                                                                                                                                                                                    

Addition of text to read 'Coadministration of encorafenib or ivosidenib with NORVIR could increase encorafenib or ivosidenib 

exposure potentially increasing the risk of serious adverse events such as QT interval prolongation. Concomitant use of NORVIR 

with apalutamide is contraindicated'                                                                                                                                     Addition of text 

to read "Elagolix:Co-administration of elagolix with NORVIR could increase elagolix exposure due to inhibition of CYP3A and P-

gp. Known serious adverse events for elagolix include suicidal ideation and hepatic transaminase elevations. In addition, 

elagolix is a weak/moderate inducer of CYP3A, which may decrease exposure of ritonavir. Refer to the elagolix prescribing 

information for dosing information with strong CYP-3A4 inhibitors. "                                                                                                                                                                                    

Addition of text to read "Kinase inhibitors (also see anticancer agents above) - Fostamatinib : Coadministration of fostamatinib 

with ritonavir could increase fostamatinib metabolite R406 exposure resulting in dose-related adverse events such as 

hepatotoxicity and neutropenia."

12-Jul-19
AbbVie (Pty) 

Ltd

12 Plavix 

Clopidogrel (as 

hydrogen 

sulphate).

Pharmacodynamic 

properties

Revision of text to read "Repeated doses of 75 mg per day produced substantial inhibition of ADP-induced platelet aggregation 

from the first day; this increased progressively and reached steady state between Day 3 and Day 7. At steady state, the average 

inhibition level observed with a dose of 75 mg per day was between 40% and 60%. Platelet aggregation and bleeding time 

gradually returned to baseline values, generally within 5 days after treatment was discontinued."

7-May-19 Sanofi
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12 Plavix 

Clopidogrel(as 

hydrogen 

sulphate).

Pharmacodynamic 

properties

Revision of text to read "De-escalation of P2Y12 Inhibitor Agents in ACS 

Switching from a more potent P2Y12 receptor inhibitor to clopidogrel in association with aspirin after acute phase in ACS has 

been evaluated in two randomized investigator-sponsored studies (ISS) – TOPIC and TROPICAL ACS – with clinical outcome 

data.

The clinical benefit provided by the more potent P2Y12 inhibitors, ticagrelor and prasugrel, in their pivotal studies is related to 

a significant reduction in recurrent ischaemic events (including acute and subacute stent thrombosis (ST), myocardial infarction 

(MI), and urgent revascularization). Although the ischaemic benefit was consistent throughout the first year, greater reduction 

in ischaemic recurrence after ACS was observed during the initial days following the treatment initiation.  In contrast, post-hoc 

analyses demonstrated statistically significant increases in the bleeding risk with the more potent P2Y12 inhibitors, occurring 

predominantly during the maintenance phase, after the first month post ACS. TOPIC and TROPICAL ACS were designed to study 

how to mitigate the bleeding events while maintaining efficacy.

TOPIC (Timing Of Platelet Inhibition after acute Coronary syndrome)

This randomized, open-label trial included ACS patients requiring PCI. Patients on aspirin and a more potent P2Y12 blocker and 

without adverse event at one month were assigned to switch to fixed-dose aspirin plus clopidogrel (de-escalated dual 

antiplatelet therapy (DAPT)) or continuation of their drug regimen (unchanged DAPT).  

Overall, 645 of 646 patients with STEMI or NSTEMI or unstable angina were analyzed (de-escalated DAPT (n=322); unchanged 

DAPT (n=323)). Follow-up at one year was performed for 316 patients (98.1%) in the de-escalated DAPT group and 318 patients 

(98.5%) in the unchanged DAPT group. The median follow-up for both groups was 359 days. The characteristics of the studied 

cohort were similar in the 2 groups.

The primary outcome, a composite of cardiovascular death, stroke, urgent revascularization, and BARC (Bleeding Academic 

Research Consortium) bleeding ≥2 at 1 year post ACS, occurred in 43 patients (13.4%) in the de-escalated DAPT group and in 85 

patients (26.3%) in the unchanged DAPT group (p<0.01). This statistically significant difference was mainly driven by fewer 

bleeding events, with no difference reported in ischaemic endpoints (p=0.36), while BARC ≥2 bleeding occurred less frequently 

in the de-escalated DAPT group (4.0%) versus 14.9%  in the unchanged DAPT group (p<0.01). Bleeding events defined as all 

BARC occurred in 30 patients (9.3%) in the de escalated DAPT group and in 76 patients (23.5%) in the unchanged DAPT group 

(p<0.01).

7-May-19 Sanofi
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12 Plavix

Clopidogrel(as 

hydrogen 

sulphate).

Pharmacodynamic 

properties

TROPICAL-ACS (Testing Responsiveness to Platelet Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

This randomized, open-label trial included 2,610 biomarker-positive ACS patients after successful PCI. Patients were 

randomized to receive either prasugrel 5 or 10 mg/d (Days 0-14) (n=1309), or prasugrel 5 or 10 mg/d (Days 0-7) then de-

escalated to clopidogrel 75 mg/d (Days 8-14) (n=1309), in combination with ASA (<100 mg/day).  At Day 14, platelet function 

testing (PFT) was performed. The prasugrel only patients were continued on prasugrel for 11.5 months.  

The de-escalated patients underwent high platelet reactivity (HPR) testing.  If HPR≥46 units, the patients were escalated back 

to prasugrel 5 or 10 mg/d for 11.5 months; if HPR<46 units, the patients continued on clopidogrel 75 mg/d for 11.5 months.  

Therefore, the guided de-escalation arm had patients on either prasugrel (40%) or clopidogrel (60%). All patients were 

continued on aspirin and were followed for one year. 

The primary endpoint (the combined incidence of CV death, MI, stroke and BARC bleeding grade ≥2 at 12 months) was met 

showing non inferiority. Ninety five patients (7%) in the guided de-escalation group and 118 patients (9%) in the control group 

(p non-inferiority=0.0004) had an event. The guided de-escalation did not result in an increased combined risk of ischemic 

events (2.5% in the de-escalation group vs 3.2% in the control group; p non-inferiority=0.0115), nor in the key secondary 

endpoint of BARC bleeding ≥2 ((5%) in the de escalation group versus 6% in the control group (p=0.23)). The cumulative 

incidence of all bleeding events (BARC class 1 to 5) was 9% (114 events) in the guided de escalation group versus 11% (137 

events) in the control group (p=0.14).

7-May-19 Sanofi
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Indications

Text revised to read 'Remicade contains the active substance infliximab. Infliximab is a monoclonal antibody – a type of protein 

that attaches to a specific target in the body called TNF (tumour necrosis factor) alpha.                                                                                                                                                                                                                                                                                 

Remicade works by selectively attaching to TNF alpha and blocking its action TNF alpha is involved in inflammatory processes of 

the body  so blocking it can reduce the inflammation in your body."

Text revised to read    Rheumatoid arthritis: Rheumatoid arthritis is an inflammatory disease of the joints. If you have active 

rheumatoid arthritis you will first be given other medicines.If these medicines do not work well enough  you will be given 

Remicade which you will take in combination with another medicine called methotrexate to:

• Reduce the signs and symptoms of your disease

• Slow down the damage in your joints

                                                                                                                                                                                                                                                                                                                                                         

Psoriatic arthritis: Psoriatic arthritis is an inflammatory disease of the joints, usually accompanied by psoriasis. If you have 

active psoriatic arthritis you will first be given other medicines. If these medicines do not work well enough you will be given 

Remicade to:                                                                                                                                                                                                                            

• Reduce the signs and symptoms of your disease

• Slow down the damage in your joints

• Improve your physical function.

Ankylosing spondylitis (Bechterew’s disease)   Ankylosing spondylitis is an inflammatory disease of the spine. If you have 

ankylosing spondylitis you will first be given other medicines. .If these medicines do not work well enough  you will be given 

Remicade                                                                                                                                                                                                                                     

:• Reduce the signs and symptoms of your disease

• Improve your physical function.                                                                                                                                                                                                                                                                                                                                                                                                          

Psoriasis: Psoriasis is an inflammatory disease of the skin. If you have moderate to severe plaque psoriasis, you will first be 

given other medicines or treatments, such as phototherapy. If these medicines or treatments do not work well enough, you will 

be given Remicade to reduce the signs and symptoms of your disease.

Ulcerative colitis: Ulcerative colitis is an inflammatory disease of the bowel. If you have ulcerative colitis you will first be given 

other medicines. If these medicines do not work well enough you will be given Remicade to treat your disease .                                                                                                                                                                                                                         

Indications

Crohn’s disease: Crohn’s disease is an inflammatory disease of the bowel. If you have Crohn’s disease you will first be given 

other medicines. If hese medicines do not work well enough , you will be given Remicade to:

• Treat active Crohn’s disease

• Reduce the number of abnormal openings (fistulae) between your bowel and your skin that have not been controlled by 

other medicines or surgery.

InfliximabRemicade13 26-Oct-19 Janssen
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Warnings and 

precautions

Text  revised to read 'You should not be given Remicade if:

• You are allergic to infliximab or to any of the other ingredients in Remicade (listed in section 6). 

• You are allergic (hypersensitive) to proteins that come from mice.

• You have tuberculosis (TB) or another serious infection such as pneumonia or sepsis.

• You have heart failure that is moderate or severe.                                                                                                                                                                                                                                                                                

Do not use Remicade if any of the above applies to you. If you are not sure, talk to your doctor before you are given Remicade.

Warnings and 

precautions

Talk to your doctor before or during treatment with Remicade if you have: Had treatment with Remicade before

• Tell your doctor if you have had treatment with Remicade in the past and are now starting Remicade treatment again.

•Infections:  Tell your doctor before you are given Remicade if you have an infection even if it is a very minor one.                                                                                                                                                                                                                                                                                                              

• Tell your doctor before you are given Remicade if you have ever lived in or travelled to an area where infections called 

histoplasmosis, coccidioidomycosis, or blastomycosis are common.                                                                                                                                                                                   

• These infections may be serious and include tuberculosis, infections caused by viruses, fungi, bacteria, or other organisms in 

the environment and sepsis that may be life threatening.                                                                                                                                                                                                                                                                                      

Tell your doctor straight away if you get signs of infection during treatment with Remicade. Signs include fever, cough, flu like 

signs, feeling unwell, red or hot skin, wounds or dental problems. Your doctor may recommend temporarily stopping 

Remicade.                                                                                                                                                                                                                                                                                                                                       

Tuberculosis (TB): Cases of TB have been reported in patients treated with Remicade, even in patients who have already been 

treated with medicines for TB. Your doctor will record these tests on your patient reminder card.                                                                                                                                                                                                                                                      

Hepatitis B virus: Tell your doctor before you are given Remicade if you are a carrier of hepatitis B or have ever had it.                                                                                                                                                                                                                                                                                                                                                                                                     

• Tell your doctor if you think you might be at risk of contracting hepatitis B.                                                                                                                                                                                                                                           

• Your doctor should test you for hepatitis B virus.                                                                                                                                                                                                                                                                    

Heart problems:  Your doctor will want to closely monitor your heart.                                                                                                                                                                                                                                                  

Cancer and lymphoma:  Tell your doctor before you are given Remicade if you have or have ever had lymphoma (a type of 

blood cancer) or any other cancer.                                                                                                                                                                                                                                                                                                

• Patients with severe rheumatoid arthritis, who have had the disease for a long time, may be at higher risk of developing 

lymphoma.                                                                                                                                                                                                                                                                                                                                                                                   

• Some patients who have received TNF- blockers, including Remicade have developed a rare type of cancer called 

hepatosplenic T cell lymphoma. Of these patients, most were teenage boys or young men and most had either Crohn’s 

diseasea  or ulcerative colitis. This type of cancer has usually resulted in death. Almost all patients had also received medicines 

containing azathioprine or 6 mercaptopurine in addition to TNF- blockers. If there are any changes in your skin or  growths on 

the skin during or after therapy, tell your doctor. For women taking Remicade including those over 60 years of age, your doctor 

may recommend  regular screening for cervical cancer.                                                                                                                   

InfliximabRemicade13 26-Oct-19 Janssen
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Warnings and 

precautions

Lung disease or heavy smoking - Tell your doctor before you are given Remicade if you have a lung disease called Chronic 

Obstructive Pulmonary Disease (COPD) or if you are a heavy smoker.                                                                                       

Vaccinations - You should receive recommended vaccinations before starting   Remicade treatment. You may receive some 

vaccines during treatment with  Remicade but you should not receive live vaccines (vaccines that contain a living but     

weakened infectious agent) while using Remicade. Because they may cause infections.                                                                                                                                                                                                                                                                              

• If you received Remicade while you were pregnant, your baby may also be at higher risk for getting an infection with live 

vaccines for up to six months after   birth. It is important that you tell your baby's doctors and other healthcare professionals 

about your Remicade use so they can decide when your baby should receive any vaccine, including live vaccines such as BCG 

(used to prevent tuberculosis).                                                                                                                                                                                                                                                              

Operations or dental procedures - Tell your surgeon or dentist  that you are having treatment with Remicade by showing them 

your patient reminder card.                                                                                                                                                                                                    

Liver problems-  • Some patients receiving Remicade have developed serious liver problems. Tell your doctor straight away if 

you get symptoms of liver problems during treatment with Remicade. Signs include yellowing of the skin and eyes, dark-brown 

coloured urine, pain or swelling in the upper right side of the stomach area, joint pain, skin rashes, or fever.                                                                                                                                                                                                                                                       

Low blood counts- In some patients receiving Remicade, the body may not make enough of the blood cells that help fight 

infections or help stop bleeding.     

Tell your doctor straight away if you get symptoms of low blood counts during treatment with Remicade. Signs include 

persistent fever, bleeding or bruising more easily, small red or purple spots caused by bleeding under the skin, or looking pale.                                                                                                                                                                                                                                                                     

Immune system disorder- Some patients receiving Remicade have developed symptoms of an immune system disorder called 

lupus during treatment with Remicade. Signs include joint pain or a rash on cheeks or arms that is sensitive to the  sun.

Tell your doctor straight away if you develop symptoms of lupus during treatment with Remicade. Signs include joint pain or a 

rash on cheeks or arms that is sensitive to the sun.                                                                                                                                                                                                                                                                                                                   

Children and adolescents

Revision of text  t read "Children may receive some vaccines during treatment with Remicade but should not receive live 

vaccines while using Remicade. • It is important that you tell your baby’s doctors and other healthcare professionals about your 

Remicade use before your baby is given any vaccine. If you received Remicade while pregnant, giving BCG vaccine (used to 

prevent tuberculosis) to your baby within 6 months after birth may result in infection with serious complications, including 

death."

Driving and using 

machines

Remicade contains sodium. Remicade contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially 

‘sodium‑free’. However, before Remicade is given to you, it is mixed with a solution that contains sodium. Talk to your doctor 

if you are on a low salt diet.
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13 Remicade Infliximab
Posology, dosage and 

administration

Revision of text  to read "  Rheumatoid arthritis: The usual dose is 3 mg for every kg of body weight.

Psoriatic arthritis, ankylosing spondylitis (Bechterew’s disease), psoriasis, ulcerative colitis and Crohn's disease- The usual dose 

is 5 mg for every kg of body weight.                                                                                                                                                              • 

Your doctor or nurse will prepare the medicine for infusion.

• The medicine will be given as an infusion (drip) (over  2 hours) into one of your veins. usually in your arm. After the third 

treatment, your doctor may decide to give your dose of Remicade over 1 hour.

• You will be monitored while you are given Remicade and also for 1 to 2 hours afterwards.                                                                          

• The doctor will decide your dose and how often you will be given Remicade.                                                                                                             

• The table below shows how often you will usually have this medicine after your first dose.                                                                           

2nd -2 weeks after your 1st  dose.

3rd dose -6 weeks after your 1st dose

Further doses -Every 6 to 8 weeks depending on your disease "

26-Oct-19 Janssen

Pharmacological 

properties

Revision of text to read "DEVOTE was a randomised, double-blind, and event-driven clinical trial with a median duration of 2

years comparing the cardiovascular safety of Tresiba versus insulin glargine (100 units/mL) in 7,637

patients with type 2 diabetes mellitus at high risk of cardiovascular events.

The primary analysis was time from randomisation to first occurrence of a 3-component major adverse

cardiovascular event (MACE) defined as cardiovascular death, non-fatal myocardial infarction, or nonfatal stroke. The trial was 

designed as a non-inferiority trial to exclude a pre-specified risk margin of

1.3 for the hazard ratio (HR) of MACE comparing Tresiba to insulin glargine. The cardiovascular

safety of Tresiba as compared to insulin glargine was confirmed (HR 0.91 [0.78; 1.06]) (Figure 2).

Results from subgroup analyses (e.g. sex, diabetes duration, CV risk group and previous insulin

regimen) was aligned with the primary analysis." under Cardiovascular evaluation.

Pharmaceutical 

particulars

Revision of text to read "Tresiba 100 units/mL solution for injection in pre-filled pen

3 mL solution in a cartridge (type 1 glass) with a plunger (halobutyl) and a stopper

(halobutyl/polyisoprene) contained in a pre-filled multidose disposable pen made of polypropylene.Pack sizes of 1 (with or 

without needles), 5 (without needles) and multipack containing 10 (2 packs of

5) (without needles) pre-filled pens. Pack sizes of 1 (with or without needles), 2 (without needles), 3 (without needles) and 

multipack containing 6 (2 packs of 3) (without needles) pre-filled pens." under Nature and contents of container.
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Special Warnings and 

Precautions for Use

Text  revised to read 'In shorter-term placebo controlled clinical studies of patients with major depressive episodes in bipolar 

disorder an increased risk of suicide-related events was observed in young adult patients (younger than 25 years of age) who 

were treated with quetiapine as compared to those treated with placebo (3.0% vs. 0%, respectively). A population-based 

retrospective study of quetiapine for the treatment of patients with major depressive disorder showed an increased risk of self-

harm and suicide in patients aged 25 to 64 years without a history of self harm during use of quetiapine with other 

antidepressants. Severe Cutaneous Adverse Reactions: Severe cutaneous adverse reactions (SCARs), including Stevens-Johnson 

syndrome (SJS), toxic epidermal necrolysis (TEN) and drug reaction with eosinophilia and systemic symptoms (DRESS) are 

potentially life threatening adverse drug reactions that have been reported during quetiapine exposure. SCARs commonly 

present as a combination of the following symptoms: extensive cutaneous rash or exfoliative dermatitis, fever, 

lymphadenopathy and possible eosinophilia. Discontinue quetiapine if severe cutaneous adverse reactions occur."

Undesireble effects Vascular disorders-Unknown;                                                                                                                                                                                                                                                                                                                                                                                                                      

Stroke. Skin and subcutaneous tissue disorders-Drug Rash with Eosinophilia and Systemic Symptoms (DRESS)

Overdose

In case of overdose with extended-release quetiapine there is a delayed peak sedation and peak pulse and prolonged recovery 

compared with IR Quetiapine overdose. In case of a quetiapine extended-release overdose gastric bezoar formation has been 

reported and appropriate diagnostic imaging is recommended to further guide patient management. Endoscopic 

pharmacobezoar removal has been

performed successfully in some cases.

Pharmacological 

properties

Text revised to read Pharmacotherapeutic group: Antipsychotics; Diazepines, oxazepines and thiazepines.

Astrazeneca13-Sep-19Seroquel 
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