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The Medicines and Healthcare products Regulatory Agency is the government agency which is responsible for ensuring that medicines and medical devices work, and are acceptably safe. The Commission on Human Medicines gives independent advice to ministers about the safety, quality, and efficacy of medicines. The Commission is supported in its work by Expert Advisory Groups that cover various therapeutic areas of medicine.
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Clinicians who may prescribe or administer steroids to patients with HIV should be aware that concomitant use of a corticosteroid metabolised by cytochrome P450 3A (CYP3A) and a HIV-treatment-boosting agent (ritonavir, cobicistat) may increase the risk of systemic corticosteroid adverse effects. Coadministration of these medicines is not recommended unless the potential benefit to the patient outweighs the risk, in which case patients should be monitored for systemic corticosteroid-related adverse reactions (eg, Cushing’s syndrome, adrenal insufficiency). Further information is on page 2.
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The MHRA is accredited by NICE to provide Drug Safety Update. Further information can be found on the NICE Evidence Search portal: www.evidence.nhs.uk/
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Cobicistat, ritonavir and coadminsitration with a steroid: risk of systemic corticosteroid adverse effects



Coadministration of a corticosteroid with an HIV-treatment-boosting agent may increase the risk of adrenal suppression due to a pharmacokinetic interaction.



Advice for healthcare professionals: 



all clinicians who may prescribe or administer steroids to patients with HIV should be aware that concomitant use of a corticosteroid metabolised by cytochrome P450 3A (CYP3A) and a HIV-treatmentboosting agent may increase the risk of systemic corticosteroid-related adverse effects







although these reactions are rarely reported, there is potential for this interaction to occur even with non-systemically administered steroid formulations, including intranasal, inhaled, and intra-articular routes







coadministration of a HIV-treatment-boosting agent with a CYP3Ametabolised corticosteroid is not recommended unless the potential benefit to the patient outweighs the risk, in which case patients should be monitored for systemic corticosteroid-related reactions







if coadministration is necessary, use of beclomethasone should be considered where possible—particularly for long-term use. Beclomethasone is less dependent on CYP3A metabolism and, although the risk of an interaction leading to adverse corticosteroid effects may not be completely removed, it may be lower



Background



1 Marzolini C, et al. Cobicistat versus ritonavir boosting and differences in the drug–drug interaction profiles with co-medications. J Antimicrob Chemother 2016; 71: 1755–58. 2 Jakeman B, et al. Iatrogenic Cushing’s syndrome after triamcinolone plus ritonavir-boosted atazanavir. J Am Pharm Assoc 2015; 55: 193–97. 3 Saberi P, et al. Inhaled corticosteroid use in HIV-positive individuals taking protease inhibitors: a review of pharmacokinetics, case reports and clinical management. HIV Medicine 2013; 14: 519–29. 4 Lewis J, et al. A case of iatrogenic adrenal suppression after coadministration of cobicistat and fluticasone nasal drops. AIDS 2014; 28: 2633–39.



Pharmacokinetic boosters are agents that are used to inhibit the metabolism of other substances, thereby increasing or prolonging the action of these substances. Ritonavir and its structural analogue cobicistat, being inhibitors of the CYP3A subfamily, are boosting agents that prolong the action of some antiretroviral medicines.1 Corticosteroids are mainly metabolised by the CYP3A enzyme group, particularly CYP3A4.2,3 Therefore, use of a CYP3A inhibitor with a corticosteroid is anticipated to increase systemic steroid levels. Cobicistat An EU-wide review has identified 8 cases worldwide (including 1 published report4) of adrenal suppression during treatment with a cobicistat-containing regimen (Stribild) and subsequent prescription of an inhaled, intranasal, or intra-articular corticosteroid. Reported reactions were adrenal insufficiency, adrenal suppression, and Cushing’s syndrome. The corticosteroids involved were intranasal and inhaled fluticasone, oral budesonide, and intra-articular triamcinolone. From clinical trials, a further report of adrenal insufficiency was identified where epidural
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methylprednisolone had been used together with intranasal fluticasone. Most reports involved long-term use of corticosteroids, ranging from 9 months to over 1 year—also a known risk factor for development of adrenal suppression. Product information for cobicistat-containing products is being strengthened to: warn of the potential for systemic corticosteroid-related reactions occurring with concomitant use; highlight the need for monitoring of patients for these events during treatment; and to advise consideration of lower-risk alternatives where possible (particularly, inhaled or intranasal beclomethasone).



.



Beclomethasone is less dependent on CYP3A metabolism than some other corticosteroids, and in general interactions are unlikely. However, the possibility of systemic effects with concomitant use of cobicistat cannot be excluded, and therefore caution and appropriate monitoring is still advised with the use of beclomethasone. Product information for corticosteroids is also being updated to warn of the potential for the interaction, resulting in systemic corticosteroid-related effects. This update excludes, however, formulations intended for cutaneous use only because of limited evidence of an interaction with cobicistat. Ritonavir Reports of corticosteroid related effects have been received concerning patients taking HIV-protease inhibitors boosted with ritonavir who were also given epidural, intra-articular, or intramuscular injections of triamcinolone. Up to 21 November 2016, 26 UK Yellow Card reports of an interaction with triamcinolone and ritonavir have been reported: 18 reactions of Cushing’s syndrome or cushingoid features, and 17 of adrenal suppression. Product information for injectable formulations that contain triamcinolone is being updated to warn about the interaction with ritonavir. A separate EU review identified 2 reports of Cushing’s syndrome from interactions between ocular dexamethasone and ritonavir. The review also noted an increased risk of systemic adrenal effects occurring with both ocular and cutaneous use after intensive or long-term therapy, and also considered these factors to be a risk for interactions with ritonavir. Product information for dexamethasone ocular and cutaneous formulations is being updated with warnings about a potential interaction with CYP3A4 inhibitors, including ritonavir; warnings are already present in product information for dexamethasone administered via oral or parenteral routes. Interactions are also expected to occur with other corticosteroids that are metabolised by CYP3A. Suspected adverse drug reactions, including interactions, should be reported to us on a Yellow Card.



Article citation: Drug Safety Update volume 10 issue 5, December 2016: 1.
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Spironolactone and renin-angiotensin system drugs in heart failure: risk of potentially fatal hyperkalaemia—clarification



In light of feedback, we have clarified our article on concomitant use of these medicines in heart failure.



In February 2016, we published an article about the use of spironolactone and renin-angiotensin system drugs in patients with heart failure. Following publication, we received feedback from a small number of readers and a professional organisation that the article was inconsistent with clinical guidelines. We sought advice from the Commission on Human Medicine’s Pharmacovigilance Expert Advisory Group, who considered that the advice outlined in the article was consistent with the spironolactone Summary of Product Characteristics, and was proportionate to the risk associated with concomitant use. Moreover, they advised that the article was consistent with clinical guidelines (for both chronic and acute heart failure). However, the Group acknowledged that a number of readers had interpreted the recommendation in the article to mean that spironolactone should not be used with an angiotensin converting enzyme inhibitor (ACEi) or an angiotensin receptor blocker (ARB), and that the message could be clarified to avoid any confusion. We now clarify that concomitant use of spironolactone with ACEi or ARB increases the risk of severe hyperkalaemia, particularly in patients with marked renal impairment, and should be used with caution. The article now also clarifies that the same advice applies for concomitant use of the aldosterone antagonist eplerenone with ACEi or ARB in heart failure. The full article can be accessed here. Article citation: Drug Safety Update volume 10 issue 4, December 2016: 2.



Letters sent to healthcare professionals in November 2016 In November 2016, the following letters were sent to relevant healthcare professionals:  



.



apremilast (Otezla▼): risk of suicidal ideation and behaviour lenalidomide (Revlimid▼): new advice about viral reactivation



Article citation: Drug Safety Update volume 10 issue 5, December 2016: 3.
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Drug Safety 

3 nov. 2015 - reports from clinical practice has concluded that this side effect is common (ie, occurs in between 1 in 1
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Drug Safety - ELMMB Website 

8 mar. 2017 - factors for amputation should be carefully monitored; consider stopping .... If you are a registered user
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CDER New Drug Review: 2011 Update - FDA 

Dec 8, 2011 - NME Approvals FY and CY 2011. Trade. Name. Active Ingredient. Applicant ..... sponsorâ€�conducted studies to evaluate potential safety signals.
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Update 8 - Australian Maritime Safety Authority 

21.03.2014 - Maritime Safety Authority (AMSA) to search a 23,000 kilometre area, about 2500 kilometres south-west of Perth. A merchant ship remains in the ...
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safety@work - Ihr DENIOS Sicherheits-Update 

Ob Tropfverluste an Maschinen bei der tÃ¤glichen Arbeit oder Notfallversorgung im Leckagefall. â€“ Bindemittel helfen Ihnen dabei, unkalkulierbare Risiken und ...
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safety@work - Ihr DENIOS Sicherheits-Update 

W Verschiedene GrÃ¶ÃŸen fÃ¼r alle gÃ¤ngigen Fasstypen. (60-, 200- und 220-Liter-FÃ¤sser). W Vollgummierte Reifen fÃ¼r besonders leichtgÃ¤ngigen Transport oder.
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Update 4 - Australian Maritime Safety Authority 

19.03.2014 - from the Rescue Coordination Centre in Canberra (HD and SD formats);. â€¢ AMSA charts showing the search area and its relation to Australia in ...
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safety@work - Ihr DENIOS Sicherheits-Update 

wer mÃ¶chte schon wegen jeder SprÃ¼hdose ins Lager laufen? Kleingebinde wie Lacke,. Farben, Trennmittel oder SprÃ¼h-Ã–le hat man am liebsten immer ...
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safety@work - Ihr DENIOS Sicherheits-Update 

Ã–le, Trennmittel, Reiniger, Farben, Lacke: Unternehmen haben tÃ¤glich mit verschiedensten. Gefahrstoffen zu tun, mÃ¼ssen diese lagern und handhaben.
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Update Energie 

05.12.2012 - die Fertigstellung des Windparks von bislang 12 auf 18 Mona- te nach dem ... klare ErhÃ¶hung der Rechts- und Finanzierungssicherheit.
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pharmakogenetik und therapeutisches drug monitoring 

PDF File: Pharmakogenetik Und Therapeutisches Drug Monitoring ... If you are a college student, you can find huge number of textbook, paper, report, etc.
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Update Energie 

05.12.2012 - Stromerzeugung aus regenerativen Energiequellen) zu Eng- pÃ¤ssen und NetzinstabilitÃ¤t fÃ¼hren. Dem will der Gesetzgeber mit den neuen ...
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PLUTO Safety-PLC Safety Manual 

Inputs of I/O type IQ.. must be used as dynamic inputs to fulfil category 4 according to EN954-1/EN ISO. 13849-1. See Pl
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Safer Nightlife Projekte - Drug Scouts 

Online-Chats und Diskussionsforen. [Â·] Partyforen. | Erfahrungen und Meinungen ..... trÃ¤gerInnen, Versicherungen und Safer-Nightlife-PromoterInnen profitieren.
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Safer Nightlife Projekte - Drug Scouts 

Institutionen) kämpfen um günstige Verhandlungspositionen sowohl innerhalb ...... trägerInnen, Versicherungen und Safer-Nightlife-PromoterInnen profitieren. ..... schen von einem Ort zum nächsten gelangen (öffentliche Verkehrsmittel, PKW .
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Webroot Quarterly Threat Update 

The number of new malicious Android® apps is expected to quintuple in 2016 .... Many people in Asian countries use their Android devices for all their online ...
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Asus Update Anleitung 

FÃ¼r diese Seite sind keine Informationen verfÃ¼gbar.Weitere Informationen
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update implantologie - DGOI 

Print-Werbung. □ Persönliche Empfehlung. 18.-22. ... Internationales Wintersymposium. Robinson Club Alpenrose, Zürs 82, 6763 Zürs am Arlberg / Österreich.
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IASB Update - IFRS 

22 jun. 2016 - To listen to a short Board meeting audio summary. (Podcast) of previous. Board meetings, click here. Good
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update implantologie - DGOI 

22.08.2017 - Dr. Daniel Grubeanu, Trier und Prof. Dr. Dr. Ralf Smeets, ... MCC, Hans Georg Stromeyer - ZahnÃ¤rzte im Wengentor, Ulm. Zahnmedizin mit ...
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anticancer drug resistance advances in molecular and 

valuable instructions, information and warnings. We also have many ebooks and user guide is also related with anticancer drug resistance advances in molecular and clinical research PDF, include : Arktos The Polar Myth In Science Symbolism And Nazi Su
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progress in drug research fortschritte der arzneimittelforschung 

Tw, Project Maths Sample Paper 1, Prospere No Solo Sobreviva, Quantitative Preparation Of Sodium. Chloride Lab Answers, and much more associated with it.
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Safety Alert 

puertas, ventanas y tomas de aire que pudiesen permitir el ingreso de CO a un área encerrada. • Instale alarmas de CO op
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safety 

supervisores capacitados se encuentren presentes en todo momento mientras los niños están en el patio de juegos. 3. Los
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