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	ההחמרות המבוקשות
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	טקסט חדש

	Special warnings and precautions for use
	Drug interactions

Factors that decrease dolutegravir exposure should be avoided in the presence of integrase class resistance. This includes co-administration with medicinal products that reduce dolutegravir exposure (e.g. magnesium/ aluminium-containing antacid, iron and calcium supplements, multivitamins and inducing agents, tipranavir/ritonavir, rifampicin, and certain anti-epileptic drugs) (see section 4.5).
	Drug interactions

Factors that decrease dolutegravir exposure should be avoided in the presence of integrase class resistance. This includes co-administration with medicinal products that reduce dolutegravir exposure (e.g. magnesium/ aluminium-containing antacid, iron and calcium supplements, multivitamins and inducing agents, etravirine (without boosted protease inhibitors), tipranavir/ritonavir, rifampicin, St. John’s wort and certain anti-epileptic drugs) (see section 4.5).

	
	Metformin concentrations may be increased by dolutegravir.  Patients should be monitored during therapy and a dose adjustment of metformin may be required (see section 4.5).
	Dolutegravir increased metformin concentrations. A dose adjustment of metformin should be considered when starting and stopping coadministration of dolutegravir with metformin, to maintain glycaemic control (see section 4.5). Metformin is eliminated renally and therefore it is of importance to monitor renal function when co-treated with dolutegravir. This combination may increase the risk for lactic acidosis in patients with moderate renal impairment (stage 3a creatinine clearance [CrCl] 45– 59 mL/min) and a cautious approach is recommended. Reduction of the metformin dose should be highly considered. 

	Interaction with other medicinal products and other forms of interaction
	Medicinal products by therapeutic areas
Interaction 

Geometric mean change (%)
Recommendations concerning co‑administration
Antidiabetics
Metformin
Metformin (
Dolutegravir (
(Not studied. Increase of metformin expected, due to inhibition of OCT-2 transporter)
Close monitoring of metformin efficacy and safety is recommended when starting or stopping dolutegravir in patients receiving metformin.  A dose adjustment of metformin may be necessary.

	Medicinal products by therapeutic areas
Interaction 
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Recommendations concerning co‑administration
Antidiabetics
Metformin
Metformin (
When co-administered with dolutegravir 50mg once daily:

Metformin
   AUC ( 79% 
   Cmax ( 66%

When co-administered with dolutegravir 50mg twice daily: 

Metformin
   AUC ( 145 % 
   Cmax ( 111%
A dose adjustment of metformin should be considered when starting and stopping coadministration of dolutegravir with metformin, to maintain glycaemic control. In patients with moderate renal impairment a dose adjustment of metformin should be considered when coadministered with dolutegravir, because of the increased risk for lactic acidosis in patients with moderate renal impairment due to increased metformin concentration (section 4.4).



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.
שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע ירוק. 


