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DRUG  INTERACTION   ALERT

ALTEPLASE

 VS    
 
    NITROGLYCERIN

          Alteplase (Actiyse)



   Nitroderm TSS, Nitrocire
Significance 
Onset  

Severity

Documentation

(  Rapid

      (  Major


Established

  

Delayed

Moderate
      (  Probable



Minor

            Suspected






Possible







Unlikely


Effects
Plasma tissue-type plasminogen activator (tPA) antigen concentrations are decreased, indicating impairment of the thrombolytic effect of ALTEPLASE (tPA).

Mechanism
NITROGLYCERIN may enhance hepatic blood flow, facilitating hepatic metabolism of tPA.

Management
Avoid use of NITROGLYCERIN with tPA.  If NITROGLYCERIN is considered critical, use the lowest effective dose, realizing that less than optimal thrombolytic effect may be achieved with tPA,  Be prepared to pursue alternative therapies to achieve reperfusion.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

AMINOGLYCOSIDES

 VS    
     LOOP DIURETICS

  
  Amikacin (Amikin)


       
     Bumetanide (Burinex)

   
  Gentamicin (Garamycin)


     Ethacrynic Acid (Edecrin)

              Kanamycin 



                 Furosemide (Lasix)

              Netilmicin (Netromycin)


     Torsemide (Demadex)
               

   
  Streptomycin




              Tobramycin 




Significance 
Onset  

Severity

Documentation

(  Rapid

      (  Major


Established

  

Delayed

Moderate
      (  Probable



Minor

            Suspected






Possible







Unlikely


Effects
Auditory toxicity may be increased.  Hearing loss of varying degrees may occur.  Irreversible hearing loss has occurred.

Mechanism
Not known.  Possibly synergistic auditory toxicity.

Management
Perform baseline hearing testing and periodic monitoring.  Avoid excessive doses.  Reduced doses of one or both drugs may be necessary in patients with renal insuficiency.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

AMIODARONE

 
VS    
 
    FENTANYL

         Amiodarone (Cordarone)



         Fentanyl 
Significance 
Onset  

Severity

Documentation

(  Rapid

      (  Major


Established

  

Delayed

Moderate
      
Probable




Minor

      (  Suspected







Possible







Unlikely


Effects
Perfound bradycardia, sinus arrest, and hypotension have occurred.

Mechanism
Unknown.  

Management
Monitor hemodynamic function, and administer inotropic, chronotropic, and pressor support as indicated.  The bradycardia is usually unresponsive to atropine.  Large doses of vasopressors (eg, epinephrine [eg,Adrenalin], phenylephrine [eg, Neo-Synephrine]) have been used.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICHOLINESTERASES
  VS         CORTICOSTEROIDS

   
       Ambenonium (Mytelase)

    Betamethasone (Celestone)

   
       Edrophonium (Tensilon)

    Corticotropin (Acthar)

                   Neostigmine (Prostigmin)

    Cortisone (Cortone)

 
       Pyridostigmine (Mestinon)

    Cosyntropin (Cortrosyn)
                  
    




    Dexamethasone (Decadron)
  





                Fludrocortisone (Florinef)







    Hydrocortisone (Cortef)







    Methylprednisolone (Medrol)








    Prednisolone (Prenilone)







    Prednisone (Deltasone)







    Triamcinolone (Aristocort)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major


Established

 ( 
Delayed

Moderate
      (  Probable



Minor

            Suspected






Possible







Unlikely


Effects
CORTICOSTEROIDS antagonize the effects of ANTICHOLINESTERASES in myasthenia gravis.  Profound muscular depression relatively refractory to ANTICHOLINESTERASES has occurred.  See discussion.

Mechanism
Unknown

Management
Occasional long-term benefits from CORTICOSTEROID therapy in myasthenia gravis occurs.  Consequently, combined use may be attempted, but under supervised conditions and with ready availability of life support systems..


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
 
 VS         AMIODARONE

   
    Warfarin (Orfarin)


  Amiodarone (Cordarone)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

      ( Established
 ( 
Delayed

Moderate
        
Probable




Minor

            Suspected






Possible







Unlikely


Effects
Hypoprothrombinemic effect of oral ANTICOAGULANTS is augmented by concomitant AMIODARONE therapy.

Mechanism
Nonstereoselective inhibition of  WARFARIN metabolism appears to be involved.

Management
A 30% to 50% reduction in the WARFARIN dose is typically required.  Monitor prothrombin times closely during the first 2 to 4 weeks of AMIODARONE therapy; adjust WARFARIN dose as needed.  These effects may persist for weeks to months after discontinuation of AMIODARONE, necessitating continued WARFARIN dose adjustment.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
      VS       
ANDROGENS

   
  Anisindione (Miradon) 


Danazol (Ladogal)

   
  Warfarin (Orfarin) 



Fluoxymesterone (Halotestin)

      






Methyltestosterone (Android)

Oxandrolone (Oxandrin)

Oxymetholone (Androlic)

Stanozolol (Cetabon)


Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major


Established

 ( 
Delayed

Moderate
      (  Probable



Minor

            Suspected






Possible







Unlikely


Effects
The hypoprothrombinemic effect of oral ANTICOAGULANTS is potentiated by 17-ALKYL ANDROGENS.

Mechanism
Unknown.

Management
Avoid the combination if possible.  When adding androgenic or anabolic steroids, oral ANTICOAGULANT dose requirements will be reduced.  Monitor anticoagulation parameters (eg, prothrombin time) and tailor doses as needed.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
      VS       AZOLE ANTIFUNGAL AGENTS

     Warfarin (Orfarin)



Fluconazole (Diflucan)

      






Itraconazole (Sporal)







Ketoconazole (Nizoral)







Miconazole

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major


Established

 ( 
Delayed

Moderate
      (  Probable



Minor

            Suspected






Possible







Unlikely


Effects
The anticoagulant effect of 
WARFARIN may be increased.

Mechanism
Probably inhibition of WARFARIN metabolism.

Management
Monitor prothrombin time (PT) and international normalized ratio (INR) values frequently (eg, every 2 days) when adding or discontinuing an AZOLE ANTIFUNGAL AGENT.  Adjust the WARFARIN dose as needed.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS         BARBITURATES

   
         Dicumarol 



  Amobarbital (Ama)

   
         Warfarin (Orfarin)


  Aprobarbital (Alurate)








  Butalbital (Butabarbital)







  Mephobarbital (Mebaral)







  Pentobarbital (Nembutal)







  Phenobarbital 








  Primidone (Mysoline)







  Secobarbital (Seconal)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

      ( Established
 ( 
Delayed

Moderate
        
Probable




Minor

            Suspected






Possible







Unlikely


Effects
BARBITURATES reduce the effects of ANTICOAGULANTS.

Mechanism
Increased metabolic clearance of ANTICOAGULANTS, probably due to induction of hepatic microsomal enzymes.

Management
Patients receiving BARBITURATES will need modification in their ANTICOAGULANT dose.  Monitor ANTICOAGULANT action and tailor doses as needed.  Termination of BARBITURATE therapy will result in decreased ANTICOAGULANT requirements.  Monitor patients for several weeks.  Consider using a benzodiazepine.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS         DEXTROTHYROXINE

   
Anisindione (Miradon) 


     Dextrothyroxine (Choloxin)
   
Dicumarol






   
Warfarin (Orfarin)




Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

      
Established
 ( 
Delayed

Moderate
      (  
Probable



Minor

            Suspected






Possible







Unlikely


Effects
DEXTROTHYROXINE increases the hypoprothrombinemic effect of oral ANTICOAGULANTS.

Mechanism
Unknown.

Management
Reduced oral ANTICOAGULANT doses are needed when coadministered with DEXTROTHYROXINE.  Monitor ANTICOAGULANT activity, and tailor doses as needed.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

       ANTICOAGULANTS
  
VS         
 FIBRIC ACIDS

   
Anisindione (Miradon) 



Clofibrate (Atromid-S)
   
Dicumarol





Fenofibrate(Lipanthyl)

   
Warfarin (Orfarin)




Gemfibrozil (Lopid)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

            Suspected






Possible







Unlikely


Effects
FIBRIC ACIDS may increase the hypoprothrombinemic effects of oral ANTICOAGULANTS.  Bleeding and death due to bleeding have occurred.

Mechanism
Unknown.

Management
Avoid this combination if possible.  Monitor prothrombin time, and observe the patient for signs of bleeding.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  VS         HISTAMINE H2 ANTAGONISTS

      Warfarin (Orfarin)


    Cimetidine (eg, Tagamet)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

            Suspected






Possible







Unlikely


Effects
Increase in WARFARIN effects; possible hemorrhage.

Mechanism
Stereoselective inhibition of the hepatic metabolism of the less potent (R)-warfarin enantiomer.

Management
Avoid this combination if possible; alternative H2-ANTAGONISTS, such as nizatidine, appear unlikely to interact.  If this combination is used, monitor anticoagulation parameters and tailor WARFARIN doses as needed.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS         Macrolide Antibiotics

 
     Warfarin (Orfarin) 


Azithromycin (Zithromax)
   






Clarithromycin (Klacid)







            Dirithromycin (Dynabac)

   





   
Erythromycin (Erythrocin, Ilosone)








Troleandomycin (Tao)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      (
Probable



Minor

            Suspected






Possible







Unlikely


Effects
The ANTICOAGULANT effect of oral ANTICOAGULANTS may be increased.  Hemorrhage has occurred.

Mechanism
The total body clearance of 
WARFARIN is reduced.

Management
Monitor ANTICOAGULANT parameters frequently when starting or stopping MACROLIDE ANTIBIOTICS.  Be prepared to adjust he ANTICOAGULANT dose.  Monitoring and ANTICOAGULANT dose adjustment may be necessary for several days following discontinuation of the MACROLIDE ANTIBIOTICS.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS         METRONIDAZOLE

   
    Warfarin (Orfarin)


      Metronidazole (Flagyl)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

            Suspected






Possible







Unlikely


Effects
The anticoagulant effect of 
WARFARIN may be enhanced; hemorrhage could occur.

Mechanism
Liver metabolism of the S(-) enantiomorph of racemic WARFARIN may be decreased by METRONIDAZOLE.

Management
Monitor patients more frequently and educate regarding signs and symptoms of bleeding whenever METRONIDAZOLE and WARFARIN are coadministered.  A lower dose of WAFARIN may be required.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS         PHENYLBUTAZONES

  
 Anisindione (Miradon) 



Oxyphenbutazone
   
 Dicumarol





Phenylbutazone
   
 Warfarin (Orfarin)




Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

            Suspected






Possible







Unlikely


Effects
Most patients experience enhanced anticoagulant response and increased bleeding risk when PHENYLBUTAZONES are administered with certain ANTICOAGULANTS.

Mechanism
PHENYLBUTAZONES appear to impair liver metabolism of particular oral ANTICOAGULANTS and to cause displacement from plasma proteins.

Management
Patients maintained on oral ANTICOAGULANTS should generally not receive PHENYLBUTAZONES.  Alternative nonsteroidal anti-inflammatory agents are safer.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS         QUININE  DERIVATIVES

   Anisindione (Miradon) 



Quinidine (eg, Quinidex)
   Warfarin (Orfarin)




Quinine
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      
Probable




Minor

       ( Suspected







Possible







Unlikely


Effects
Anticoagulation may be potentiated by QUININE DERIVATIVES.  Hemorrhage could occur.

Mechanism
QUININE DERIVATIVES may also inhibit the hepatically synthesized clotting factors.

Management
Monitor International Normalization Ratio, and adjust the dose as indicated.  A lower dose of oral ANTICOAGULANT may be required when QUININE DERIVATIVES are administered concurrently. 


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS         SALICYLATES

   
Anisindione (Miradon) 


Aspirin (eg, Bayer)
   
Dicumarol




Methyl Salicylate(eg, Ben-Gay)

   
Warfarin (Orfarin)




Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

            Suspected






Possible







Unlikely


Effects
ANTICOAGULANT activity may be enhanced.  The adverse effects of ASPIRIN on the gastric mucosa and platelet function also enhance the possibility of hemorrhage.

Mechanism
Complicated. 

Management
Monitor ANTICOAGULANT function, and instruct patients regarding the early signs and symptoms of bleeding if ASPIRIN and oral ANTICOAGULANTS are administered concurrently.  Adjust the ANTICOAGULANT dose accordingly.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS         SULFONAMIDES

 
     Warfarin (Orfarin)

         Sulfamethizole 









             Sulfamethoxazole (Gantanol)
   






 Sulfisoxazole









             Trimethoprim-
   






     Sulfamethoxazole (eg, Bactrim)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

            Suspected






Possible







Unlikely


Effects
The anticoagulant effect of WARFARIN may be enhanced, resulting in hemorrhage.

Mechanism
Unclear.  However,TRIMETHOPRIM/SULFAMETHOXA-ZOLE (TMP-SMZ) appears to inhibit hepatic metabolism of S-warfarin.

Management
Monitor the anticoagulant action of WARFARIN and adjust the dose as necessary.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS         SULFINPYRAZONE

 
     Warfarin (Orfarin)


 Sulfinpyrazone (eg, Anturane)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

            Suspected






Possible







Unlikely


Effects
The anticoagulant activity of WARFARIN will likely be enhanced; hemorrhage could occur.

Mechanism
Liver degradations of the S-WARFARIN enantiomorph is impaired by the SULFINPYRAZONE sulfide metabolite.

Management
Monitor coagulation parameters closely.  Expect to decrease the WARFARIN dose when SULFINPYRAZONE treatment is initiated, and increase dosage when SULFINPYRAZONE is discontinued.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS         
THIOAMINES

   
  Anisindione (Miradon) 



Methimazole (Tapazole)
   
  Dicumarol





Propylthiouracil (PTU)

   
  Warfarin (Orfarin)




Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      
Probable




Minor

      (  Suspected







Possible







Unlikely


Effects
The action of oral ANTICOAGULANTS may be changed during concurrent administration of THIOAMINES.

Mechanism
Unknown.  

Management
Monitor coagulation indices and observe for clinical signs of either excessive or subtherapeutic responses to oral ANTICOAGULANTS during concurrent administration of THIOAMINES. Adjust the oral ANTICOAGULANT dosage as necessary.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ANTICOAGULANTS
  
VS        THYROID HORMONES

   
Anisindione (Miradon) 


       Levothyroxine (Eltroxin)
   
Dicumarol




       Liothyronine(Tertroxin)

   
Warfarin (Orfarin)



       Liotrix (eg, Thyrolar)








       Thyroid (Thyroid-s)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      (
Probable



Minor

            Suspected






Possible







Unlikely


Effects
The anticoagulant action of oral ANTICOAGULANTS is amplified during concurrent administration of THYROID HORMONES.

Mechanism
A more rapid disappearance of vitamin K-dependent clotting factors as a result of thyroid hormone administration has been proposed but not clearly established.

Management
Closely observe for clinical signs of bleeding and monitor coagulation indices.  Oral ANTICOAGULANT doses may need to be decreased during administration of THYROID HORMONE. Conversely, oral ANTICOAGULANT doses may need to be increased if concurrent THYROID HORMONE administration is discontinued.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

  ANTICOAGULANTS

VS           VITAMIN E

   
     Anisindione (Miradon) 

 
         Vitamin E.

     Warfarin (Orfarin)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
The action of oral ANTICOAGULANTS may be increased by concurrent administration of VITAMIN E.

Mechanism
VITAMIN E may interfere with vitamin K-dependent clotting factors, thereby adding to the effects of oral ANTICO-AGULANTS. 

Management
Closely observe for signs of an excessive hypoprothrombi-nemic response to oral ANTICOAGULANTS and monitor coagulation indices during concurrent administration of VITAMIN E.  Lower ANTICOAGULANT doses may be required.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

BETA BLOCKERS
  
VS         
VERAPAMIL

   
Acebutolol (Sectral) 



          Verapamil (Isoptin)
   
Atenolol (Tenormin)







   
Betaxolol (Kerlone)

   
Carteolol (Cartrol)





   
Esmolol (Brevibloc)

   
Metoprolol (Betaloc)

   
Nadolol (Corgard)

   
Penbutolol (Levatol)

  
Pindolol (Visken)

   
Propranolol (Inderal)


Timolol

Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      (
Probable



Minor

            Suspected






Possible







Unlikely


Effects
Effects of both drugs may be increased.

Mechanism
May be synergistic or additive effects.  VERAPAMIL may inhibit oxidative metabolism of certain BETA BLOCKERS.

Management
Monitor cardiac function; decrease the doses as needed.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

CARBAMAZEPINE
  VS       MACROLIDE ANTIBIOTICS

        Carbamazepine (eg, Tegretol) 

       Clarithromycin (Klacid)
   





       Erythromycin (Erythrocin, Ilosone)

   





       Troleandomycin (Tao)

Significance 
Onset  

Severity

Documentation

( 
Rapid

      (  Major

       (
Established
Delayed

Moderate
      
Probable




Minor

            Suspected






Possible







Unlikely


Effects
CARBAMAZEPINE concentration/toxicity may be increased.

Mechanism
Inhibition of CARBAMAZEPINE (CBZ) hepatic metabolism (CYP3A4), leading to decreased CBZ clearance.

Management
Avoid this combination if possible; otherwise, monitor CBZ levels, and closely observe the patient for toxicity.  Consider stopping either drug, decreasing the CBZ dose or using an alternative macrolide (eg, azithromycin [Zithromax]) or anti-infective agent that is unlikely to interact.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

CARMUSTINE

  
VS         CIMETIDINE

           Carmustine (BiCNU) 



   Cimetidine (Tagamet)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      
Probable




Minor

      (  Suspected







Possible







Unlikely


Effects
CIMETIDINE may enhance the myelosuppressive effects of CARMUSTINE, possibly leading to toxicity.

Mechanism
Undetermined, but additive bone marrow suppression or inhibition of metabolism of CARMUSTINE by CIMETIDINE are proposed.

Management
Avoid concurrent administration unless no other options are available.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

CLONIDINE
  

VS         BETA  BLOCKERS

        Clonidine (Catapres) 



Acebutolol (Sectral)
   






Atenolol (Tenormin)








            Betaxolol(Kerlone)

   






Carteolol (Cartrol)








            Esmolol (brevibloc)








Metoprolol (Betaloc)








Nadolol (Corgard)








Penbutolol (Levatol)








Pindolol (Visken)








Propranolol (Inderal)








Timolol 

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      
Probable




Minor

     (   Suspected







Possible







Unlikely


Effects
Potentially life-threatening increases in blood pressure.

Mechanism
BETA BLOCKER inhibition of beta2 receptor mediated vasodilation leaves peripheral alpha2 receptor mediated vasoconstriction unopposed to CLONIDINE stimulation.

Management
Closely monitor blood pressure after initiation or discontinuation of CLONIDINE or a BETA BLOCKER when they are given concurrently.  Discontinue either agent gradually; preferably, discontinue the BETA BLOCKER first.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

CLONIDINE
VS 
TRICYCLIC  ANTIDEPRESSANTS

    Clonidine (eg, Catapres)


Amitriptyline (Tryptanol)

   





Amoxapine (Asendin)







            Clomipramine (Anafranil)

   





Desipramine (Norpramin)







            Doxepin (Sinequan)

   





Imipramine (Tofranil)







            Nortriptyline (Nortyline)
               

   





Protriptyline (Vivactil)







           Trimipramine (Surmontil)





Significance 
Onset  

Severity

Documentation

(  Rapid

      (  Major


Established

  

Delayed

Moderate
      (  Probable



Minor

            Suspected






Possible







Unlikely


Effects
Loss of blood pressure control and possibly life-threatening elevations in blood pressure.

Mechanism
TRICYCLIC ANTIDEPRESSANT inhibition of central alpha2-adrenergic receptors has been postulated, but not conclusively established.

Management
Avoid combination of CLONIDINE and TRICYCLC ANTIDEPRESSANTS if possible by using other antihypertensive agents or nontricyclic antidepressants.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

CORTICOSTEROIDS
  
VS         
RIFAMYCINS

  
Betamethasone (Celestone)


         Rifabutin (Mycobutin)
   
Cortisone (Cortone)



         Rifampin (Rifadin)

   
Dexamethasone (Decadron)


         Rifapentine (Priftin)

   
Fludrocortisone (Florinef)

   
Hydrocortisone (Cortef)







   
Methylprednisolone (Medrol)

   
Prednisolone (Prenilone)





   
Prednisone (Deltasone)

   
Triamcinolone (Aristocort)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

            Suspected






Possible







Unlikely


Effects
The pharmacologic effects of CORTICOSTEROIDS may be decreased.  Loss of disease control has been reported.  This may occur within a few days of addine RIFAMPIN and reverse 2 to 3 weeks following its discontinuation.

Mechanism
RIFAMYCINS may increase hepatic CORTICOSTEROID metabolism.

Management
Avoid this combination if possible.  If combined use cannot be avoided, monitor the patient closely, and be prepared to at least double the CORTICOSTEROID dosage following addition of REFAMPIN 300 mg/day.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

CYCLOSPORINE
  
VS         
HYDANTOINS

   
Cyclosporine (Neoral)


     Ethotoin (Peganone)
   






     Fosphenytoin(Cerebyx)

   






     Mephenytoin (Mesantoin)

  






     Phenytoin (Dilantin)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      (
Probable



Minor

            Suspected






Possible







Unlikely


Effects
CYCLOSPORINE concentrations are decreased by PHENYTOIN, resulting in a decrease in the immunosuppressive activity of CYCLOSPORINE, which may predispose patients to transplant rejection. This appears to occur within 48 hours of PHENYTOIN therapy and abates within 1 week of PHENYTOIN discontinuation.

Mechanism
Possibly decreased CYCLOSPORINE absorption or increased metabolism.

Management
Closely monitor CYCLOSPORINE concentrations during concurrent PHENYTOIN adminnistration; tailor CYCLOSPORINE dosage to maintain concentrations in the therapeutic range.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

CYCLOSPORINE
  
VS         
RIFAMYCINS

   
Cyclosporine (Neoral)


     Rifabutin (Mycobutin)
   






     Rifampin (Rifadin)

   






     Rifapentine (Priftin)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      
Probable




Minor

       (
Suspected







Possible







Unlikely


Effects
The immunosuppressive effects of CYCLOSPORINE may be reduced.  This appears to occur as early as 2 days following the initiation of RIFAMYCINS and may persist for 1 to 3 weeks after their discontinuation.

Mechanism
The metabolism of CYCLOSPORINE is thought to be markedly enhanced because of hepatic enzyme induction by RIFAMYCINS.  CYCLOSPORINE bioavailability is decreased because of induction of intestinal cytochrome P450 enzymes.

Management
Increased doses of CYCLOSPORINE may be necessary during concomitant RIFAMYCIN therapy.  Frequent monitoring of CYCLOSPORINE concentrations and serum creatinine is required during RIFAMYCIN therapy and following its discontinuation.  Avoid this combination if possible.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

CYCLOSPORINE
  
VS           SULFONAMIDES

   
Cyclosporine (Neoral)


   Sulfadiazine 
   






   Sulfamethoxazole (Gantanol)

   






   Trimethoprim-

   Sulfamethoxazole (Bactrim)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
The action of CYCLOSPORINE may be reduced.  Oral SULFONAMIDES may increase the risk of nephrotoxicity.

Mechanism
Unknown.

Management
Avoid therapy with SULFONAMIDES, but if co-therapy is required, monitor serum creatinine and CYCLOSPORINE levels frequently.  Adjust the CYCLOSPORINE dose accordingly.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

     DEXTROMETHORPHAN
  VS         MAO INHIBITORS

Dextromethorphan (eg, Robitussin DM)

     Phenelzine (Nardil)
   






     Tranylcypromine (Parnate)

Significance 
Onset  

Severity

Documentation

( 
Rapid

      (  Major

       
Established
 

Delayed

Moderate
      
Probable




Minor

      (  Suspected







Possible







Unlikely


Effects
Hyperpyrexia, abnormal muscle movement, hypotension, coma, and death have been associated with coadministration of these agents.

Mechanism
May represent a “serotonin syndrome” resulting from decreased serotonin metabolism (MAO INHIBITOR) and decreased synaptic reuptake of serotonin (DEXTROMETHORPHAN)

Management
Because of potential severity of reaction, avoid concurrent administration of these agents.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

DIGITALIS GLYCOSIDES
  
VS         LOOP DIURETICS

     Deslanoside (Cedilanid-D) 


Bumetanide (Burinex)
     Digitalis (eg, Digifortis)



Ethacrynic Acid (Edecrin)

     Digitoxin (eg, Crystodigin)


Furosemide (Lasix)

     Digoxin (Lanoxin)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      (
Probable



Minor

      
Suspected






Possible







Unlikely


Effects
Diuretic-induced electrolyte disturbances may predispose to DIGITALIS-induced arrhythmias.

Mechanism
Increased urinary excretion of potassium and magnesium affecting cardiac muscle action.  Other factors may also be involved.

Management
Measure plasma levels of potassium and magnesium when using these drugs in combination.  Supplement patients with low levels.  Prevent further losses with dietary sodium restriction or addition of potassium-sparing diuretics.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

DIGITALIS GLYCOSIDES
  VS        THIAZIDE DIURETICS

   
Deslanoside (Cedilanid-D) 

 Bendroflumethiazide (Naturetin)
   
Digitoxin (eg, Crystodigin)

 Benzthiazide (eg, Aquatag)

   
Digoxin (Lanoxin)


 Chlorothiazide (eg, Diuril)







 Chlorthalidone (eg, Hygroton)







 Cyclothiazide (Anhydron)







 Hydrochlorothiazide (Dichlotride)







 Hydroflumethiazide (eg, Saluron)







 Indapamide (Natrilix SR)







 Methyclothiazide (eg, Enduron)







 Metolazone (Diulo, Zaroxolyn)







 Polythiazide (Renese)







 Quinethazone (Hydromox)







 Trichlormethiazide (eg, Naqua)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      (
Probable



Minor

            Suspected






Possible







Unlikely


Effects
THIAZIDE-induced electrolyte disturbances may predispose to DIGITALIS-induced arrhythmias.

Mechanism
Increased urinary excretion of potassium and magnesium affecting cardiac muscle; other factors may be involved.

Management
Measure plasma levels of potassium and magnesium; supplement low levels.  Prevent further losses with dietary sodium restriction and/or potassium-sparing diuretics.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

     DIGITOXIN
  
VS        
    QUINIDINE

   
Digitoxin (Crystodigin) 

 
Quinidine (eg, Quinora)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      (
Probable



Minor

            Suspected






Possible







Unlikely


Effects
Plasma levels of DIGITOXIN are markedly increased.  Pharmacologic effects are increased and toxicity may occur.

Mechanism
Total body clearance of DIGITOXIN is reduced.

Management
Patients receiving this combination may require a significant (30% to 70%) reduction in the dose of DIGITOXIN.  Serum levels may facilitate dosage adjustments.  Monitor for signs and symptoms of toxicity.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

       DIGOXIN
  

VS        AMIODARONE

   
   Digoxin (Lanoxin) 

 

Amiodarone (Cordarone)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      (
Probable



Minor

            Suspected






Possible







Unlikely


Effects
Serum DIGOXIN levels may be increased, resulting in an increase in the pharmacologic and toxic effects of DIGOXIN.

Mechanism
Unknown.  Multiple mechanisms are probably involved.

Management
Monitor the patient for signs and symptoms of DIGOXIN toxicity, and adjust the dose accordingly.  Consider empiric reduction of the DIGOXIN dose during AMIODARONE therapy.  Serum DIGOXIN levels may aid in dose adjustment.  


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      DIGOXIN
  

VS        CYCLOSPORINE

   
  Digoxin (Lanoxin) 

 

    Cyclosporine (Neoral)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate

Probable




Minor

       (
Suspected







Possible







Unlikely


Effects
The pharmacologic effects of DIGOXIN may be increased.  Elevated DIGOXIN levels with toxicity may occur.

Mechanism
Unknown : most likely pharmacokinetic in origin.

Management
Monitor patients for elevated DIGOXIN concentrations and signs of DIGOXIN toxicity when CYCLOSPORINE is given concomitantly.  If evidence of DIGOXIN toxicity occurs, discontinue DIGOXIN and lower the dose when resuming treatment.  Readjust DIGOXIN dose after cardiac transplantation.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      DIGOXIN

VS        MACROLIDE ANTIBIOTICS

   
  Digoxin (Lanoxin) 

     
     Clarithromycin (Klacid)







     Erythromycin (Erythrocin, Ilosone)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      (
Probable



Minor

      
Suspected






Possible







Unlikely


Effects
The coadministration of MACROLIDE ANTIBIOTICS and DIGOXIN may result in increased serum levels of DIGOXIN in ~ 10% of patients; toxicity may occur.  The effects of this interaction may occur for several weeks following ERYTHROMYCIN administration.

Mechanism
In ~ 10% of patients, DIGOXIN is metabolized by GI bacteria to digoxin reduction products (DRPs).  MACROLIDE ANTIBIOTICS may reverse this tendency by altering GI flora, allowing for more active DIGOXIN to be absorbed. 

Management
Monitor for increased DIGOXIN levels and symptoms of toxicity; a decreased DIGOXIN dose may be necessary.  The capsule formulation may increase bioavailability, thereby decreasing the likelihood of an interaction.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      DIGOXIN

VS        
PROPAFENONE

   
  Digoxin (Lanoxin) 

        
         Propafenone (Rytmonorm)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

      (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

      
Suspected






Possible







Unlikely


Effects
Serum DIGOXIN levels may be increased, resulting in toxicity.

Mechanism
Unknown.  However, decreased DIGOXIN volume of distribution, and renal and nonrenal clearance appear to be involved.

Management
Monitor serum DIGOXIN levels and observe the patient for toxicity.  Adjust the DIGOXIN dose if PROPAFENONE is added to or discontinued from the treatment regimen.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      DIGOXIN


VS        
QUINIDINE

   
  Digoxin (Lanoxin) 

 

         Quinidine (Quinora)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

      
Suspected






Possible







Unlikely


Effects
Increased serum DIGOXIN levels with possible toxicity.

Mechanism
Reduced renal and biliary clearance and volume of distribution of DIGOXIN 

Management
Closely monitor patients receiving DIGOXIN and QUINIDINE for signs and symptoms of digoxin toxicity.  It may be necessary to reduce the DIGOXIN doses by 50% in some patients when QUINIDINE is initiated.  Monitor serum digoxin levels.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      DIGOXIN

VS        
 TETRACYCLINES

   
 Digoxin (Lanoxin) 

 

Demeclocycline (Dectomycin)








Doxycycline (eg, Vibramycin)








Minocycline (eg, Minocin)








Oxytetracycline(eg, Terramycin)








Tetracycline (Achromycin)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 ( 
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Coadministration of TETRACYCLINE and DIGOXIN may result in increased serum levels of DIGOXIN in a small subset of patients ((10%); DIGOXIN toxicity may occur.  The effects may persist for months after stopping TETRACYCLINE.

Mechanism
In ( 10% of patients, a large amount of DIGOXIN is metabolized by bacteria in the GI tract to DRPs, inactive metabolites.  TETRACYCLINE may reverse the process by altering GI flora, allowing for more DIGOXIN to be absorbed and increasing DIGOXIN serum levels. 

Management
Monitor patients for increased DIGOXIN levels and signs of DIGOXIN excess.  A decreased DIGOXIN dose may be necerssary.  The use of the capsule formulation may minimize DRP production because of increased bioavailability.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      DIGOXIN

VS       
 VERAPAMIL

   
Digoxin (eg, Lanoxin) 

 
Verapamil (Isoptin)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

      (
Established
 ( 
Delayed

Moderate
      
Probable




Minor

      
Suspected






Possible







Unlikely


Effects
DIGOXIN effects may be enhanced.  Increased DIGOXIN levels and toxicity could occur.

Mechanism
Complex.

Management
Monitor DIGOXIN plasma concentrations and observe patients for signs of toxicity.  Adjust the dose as needed.  It may be necessary to decrease the DIGOXIN dosage.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

   EPINEPHRINE

    VS        
BETA BLOCKERS

                    (eg, Adrenalin) 

 

Carteolol (Cartrol)








Nadolol (eg, Corgard)








Penbutolol (Levatol)








Pindolol (eg, Visken)








Propranolol (eg, Inderal)








Timolol 
Significance 
Onset  

Severity

Documentation

( 
Rapid

      (  Major

      (
Established
Delayed

Moderate
      
Probable




Minor

      
Suspected






Possible







Unlikely


Effects
Initial hypertensive episode followed by bradycardia.

Mechanism
Nonselective beta blockade allows alpha-receptor effects of epinephrine to predominate.  Increasing vascular resistance leads to a rise in blood pressure and reflex bradycardia. 

Management
When EPINEPHRINE exposure is anticipated, discontinue the BETA BLOCKER 3 days prior or, if possible, do not use EPINEPHRINE.  Closely monitor patient’s vital signs.  If a cardiovascular reaction occurs,  pharmacologic interventions include: IV chlorpromazine; IV hydralazine (eg, Apresoline); IV aminophylline; atropine.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

     ERGOT ALKALOIDS

VS             MACROLIDES 

   Dihydroergotamine (D.H.E.45) 

 
      Clarithromycin (Klacid)

   Ergotamine (eg, Cafergot) 



      Erythromycin (E.E.S., Eryc,  

Erythrocin, Ilosone)








      Toleandomycin (Tao)
Significance 
Onset  

Severity

Documentation

 (
Rapid

      (  Major

       
Established
  

Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Acute ergotism manifested as peripheral ischemia has been reported with concomitant use of MACROLIDE ANTIBIOTICS and ERGOT preparations.

Mechanism
Although the mechanism is uncertain, it is hypothesized that MACROLIDE ANTIBIOTICS interfere with the hepatic metabolism of ERGOTAMINE. 

Management
Monitor and counsel the patient to watch for signs of ergotism.  Dosage of ergot preparation may need to be decreased.  One or both agents may require discontinuation.  Sodium nitroprusside (eg, Nitropress) has been beneficial in reducing MACROLIDE-ERGOT induced vasospasm.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      ETHANOL

VS        
BARBITURATES

   




 

Amobarbital (Amytal)








Aprobarbital (Alurate)








Butabarbital (eg, Butisol)








Butalbital








Mephobarbital (Mebaral)








Pentobarbital (eg, Nembutal)








Phenobarbital (Gardenal)







Primidone (eg, Mysoline)








Secobarbital (eg, Seconal)








Thiopental (Pentothal)
Significance 
Onset  

Severity

Documentation

( 
Rapid

      (  Major

      (
Established
Delayed

Moderate
      
Probable




Minor

      
Suspected






Possible







Unlikely


Effects
Impaired hand-eye coordination, additive CNS effects and death have been noted upon acute ingestion.  Chronic ETHANOL ingestion may manifest as “drug tolerance”.

Mechanism
Acute ETHANOL ingestion inhibits hepatic microsomal enzymes, decreasing hepatic drug metabolism, thus decreasing clearance.  Chronic ETHANOL ingestion may increase clearance due to hepatic enzyme induction. 

Management
Avoid concomitant use of BARBITURATES and ETHANOL.  Tolerance is unpredictable since deaths have been reported.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

ETHANOL
  


VS         
  DISULFIRAM

     






                 (eg, Antabuse)
Significance 
Onset  

Severity

Documentation

(  Rapid

      (  Major

      (
Established
   Delayed

Moderate
      
Probable




Minor

      
Suspected






Possible







Unlikely


Effects
Flushing and increased respiration, pulse rate, and cardiac output occur most commonly.  Death has also been reported.

Mechanism
DISULFIRAM inhibits aldehyde dehydrogenase, the enzyme responsible for the oxidation of acetaldehyde to acetyl-CoA,  causing accumulation of acetaldehyde.

Management
Patients receiving DISULFIRAM should not be exposed to products or consume beverages containing ETHANOL.  Patients should be made fully aware of the potential for this reaction.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

     FOOD
  

VS         
 FURAZOLIDONE

     Amine-Containing Foods 


Furazolidone (Furoxone)
Significance 
Onset  

Severity

Documentation

  ( Rapid

      (  Major

       (
Established
 

Delayed

Moderate
      
Probable




Minor

      
Suspected






Possible







Unlikely


Effects
Marked elevation of blood pressure, hypertensive crisis or hemorrhagic strokes may occur if AMINE-CONTAINING FOODS are consumed concurrently or after FURAZOLIDONE therapy.

Mechanism
FURAZOLIDONE is an inhibitor of monoamine oxidase that metabolizes tyramine and other amines found in certain foods which, if unmetabolized or inadequately metabolized, can elevate blood pressure.

Management
Monitor blood pressure closely.  AMINE-CONTAINING FOODS should not be consumed for 2 to 4 weeks after FURAZOLIDONE is discontinued.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

FOOD
  

VS                    MAO Inhibitors

     Amine-Containing Foods 


Phenelzine (nardil)








Tranylcypromine (Parnate)
Significance 
Onset  

Severity

Documentation

  ( Rapid

      (  Major

       (
Established
 

Delayed

Moderate
      
Probable




Minor

      
Suspected






Possible







Unlikely


Effects
Marked elevation of blood pressure, hypertensive crisis or hemorrhagic strokes may occur if AMINE-CONTAINING FOODS are consumed concurrently or after MONOAMINE OXIDASE (MAO) INHIBITOR therapy.

Mechanism
Inhibition of monoamine oxidase impairs normal metabolizes of tyramine and other amines found in certain foods that may cause a marked elevation of blood pressure.

Management
Avoid FOODS HIGH IN AMINE CONTENT.  Do not consume FOODS HIGH IN AMINE CONTENT for at least 4 weeks after MAO inhibitor therapy is discontinued.  Monitor blood pressure closely.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

   FOSCARNET
  

VS         CYCLOSPORINE

     
        (Foscavir) 



               (Neoral)
Significance 
Onset  

Severity

Documentation

   
Rapid

      (  Major

       
Established
 (
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
The risk of renal failure may increased.

Mechanism
Possibly additive or synergistic nephrotoxicity.

Management
Carefully monitor renal function.  If nephrotoxicity occurs, it may be necessary to discontinue FOSCARNET treatment and manage the patient as needed.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

        GANCICLOVIR
  
      VS               
ZIDOVUDINE

      Ganciclovir (Cytovene) 

                            Zidovudine (AZT; Retrovir)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 (
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Lite-threatening hematologic toxicity may occur.

Mechanism
Unknown.  However, the effects appear to be due to a pharmacodynamic rather than a pharmacokinetic interaction.

Management
Avoid concurrent administration of GANCICLOVIR and ZIDOVUDINE.  Foscarnet (Foscavir) may be a suitable alternative to GANCICLOVIR in treating CMV infections in immunocompromised patients receiving ZIDOVUDINE.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

   HALOPERIDOL
  
VS         LITHIUM

     
           (Haldol) 


 
    (eg, Eskalith)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 (
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Alterations in consciousness, encephalopathy, extrapyramidal effects, fever, leukocytosis, and increased serum enzymes.

Mechanism
Unknown.

Management
When this combination is used, monitor patients closely, particularly during the first 3 weeks of therapy.  If an interaction is suspected, discontinue either drug.  Institute supportive treatment for symptoms.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

    HMG-CoA REDUCTASE 

VS         
GEMFIBROZIL

            INHIBITORS
  



     
Atorvastatin (Lipitor)



Gemfibrozil (Lopid)
   
Cerivastatin (Lipobay)







   
Fluvastatin (Lescol)

   
Lovastatin (Mevacor)





   
Pravastatin (Mevalotin)

   
Simvastatin (Zocor)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 (
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
The combined use of these agents may have a beneficial effect in patients with severe hyperlipidemias.  Severe myopathy or rhabdomyolysis may occur.

Mechanism
Unknown.

Management
If combined use of these agents cannot be avoided, monitor the patient frequently for signs and symptoms of myopathy or rhabdomyolysis.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

    
INSULIN 


     VS         

       ETHANOL

Significance 
Onset  

Severity

Documentation

  (
Rapid

      (  Major

       
Established
 

Delayed

Moderate
      (
Probable



Minor

      
Suspected






Possible







Unlikely


Effects
The serum glucose-lowering action of INSULIN may be potentiated.

Mechanism
Enhanced release of INSULIN following a glucose load and inhibition of gluconeogenesis.

Management
If ETHANOL is to be ingested, it should be done in moderation, taken with a meal, and the patient should be monitored closely for hypoglycemia.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

            ISONIAZID 

VS         

RIFAMPIN

     







    (Rifadin)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 (
Delayed

Moderate
      (
Probable



Minor

      
Suspected






Possible







Unlikely


Effects
Hepatotoxicity may occur at a rate higher than with either agent alone.

Mechanism
Possibly an alteration in the metabolism of isoniazid caused by RIFAMPIN.

Management
If alterations in liver function tests occur, consider discontinuation of one or both of these agents.  Although discontinuation of therapy is usually sufficient, close monitoring is necessary due to the severity of the reaction.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

            LOVASTATIN 

    VS         

CYCLOSPORINE

     
        (Mevacor)




           (Neoral)
Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 (
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Severe myopathy or rhabdomyolysis may occur.

Mechanism
Unknown.

Management
If possible, avoid this drug combination, and use alternative therapy.  Advise patients receiving LOVASTATIN to report any unexplained muscle pain, tenderness, or weakness.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

          PETHIDINE 

VS                   MAO INHIBITORS

      


       



     Isocarboxazid (Marplan)
   






     Phenelzine (Nardil)





   

                 Selegiline (Jumex)

   






     Tranylcypromine (Parnate)

Significance 
Onset  

Severity

Documentation

 (
Rapid

      (  Major

       
Established
 

Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Concurrent administration could result in adverse reactions that may include agitation, seizures, diaphoresis and fever, which may progress to coma, apnea and death.  Reactions may occur several weeks following withdrawal of MAO INHIBITORS.

Mechanism
Unknown.

Management
Avoid this drug combination.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

  METHOTREXATE 
 VS         
  
        NSAIDs

    (Methotrexate lederle)

Diclofenac (eg, Cataflam)    Meclofenamate (eg, Meclomen)
   


Etodolac(Lodine)
          Mefenamic Acid (Ponstan)

   




Fenoprofen (eg, Nalfon)      Nabumetone (Relifex)

Flurbiprofen (Ansaid)         Naproxen (eg,Naprosyn)                            

Ibuprofen (Brufen)              Oxaprozin (Daypro)

Indomethacin (eg, Indocid) Piroxicam (eg, Feldene)

            



Ketoprofen (Oruvail)
          Sulindac (eg, Clinoril)





Ketorolac (Toradol)             Tolmetin (eg, Tolectin)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 (
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
METHOTREXATE (MTX) toxicity may be increased.  This is less likely to occur with weekly low-dose MTX regimens for rheumatoid arthritis and other inflammatory diseases.

Mechanism
Reduced renal clearance is suspected.

Management
Consider longer duration leucovorin rescue therapy when giving NSAIDs and MTX at antineoplastic doses.  Educate patients regarding signs of MTX toxicity.  Monitor: 1] for MTX-NSAID-induced renal impairment that could predispose to MTX toxicity, 2] for signs of MTX toxicity.  And 3] MTX levels if indicated.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

         METHOTREXATE 

VS         
 PENICILLINS

(Methotrexate lederle)

              Amoxicillin (eg, Amoxil-Bencard)
   






  Ampicillin (eg, Omnipen)
   






  
  Bacampicillin (Penglobe)

  Carbenicillin (Geocillin)                            

  Cloxacillin (Orbenin)

  Dicloxacillin (Diclocil)

            





  Methicillin (Staphcillin)
   






  
  Mezlocillin (Mazlin)

  Penicillin G (eg, Pfizerpen)                            

  Penicillin V (eg, Beepen-VK)

  Piperacillin (Pipracil)








  Ticarcillin (Ticar)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 (
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Serum METHOTREXATE (MTX) concentrations may be elevated, increasing the risk of toxicity.

Mechanism
Possibly, competitive inhibition of renal tubular secretion of MTX.

Management
Monitor patients for MTX toxicity and measure MTX concentrations twice a week for at least the first 2 weeks.  The dose and duration of leucovorin rescue may need to be increased.  If a broad-spectrum antibiotic is needed, ceftazidime (eg, Fortaz) may be less likely to interact.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

         METHOTREXATE 

VS         
  PROBENECID

 Methotrexate (Methotrexate lederle)


          Benemid 
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
 

Delayed

Moderate
      (
Probable



Minor

      
Suspected






Possible







Unlikely


Effects
METHOTREXATE plasma levels, therapeutic effects, and toxicity may be enhanced.

Mechanism
PROBENECID appears to impair renal excretion of METHOTREXATE.

Management
Decreased METHOTREXATE dosage and prolonged leucovorin rescue may be required to avoid undue toxicity risk when PROBENECID is administered concomitantly.  Monitor METHOTREXATE serum concentrations; adjust the dose accordingly.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

        METHOTREXATE 
VS         
SALICYLATES

           (Methotrexate lederle)


Aspirin (eg, Bayer)
   





Bismuth Subsalicylate (eg, Pepto-Bismol)
Choline Magnesium  Salicylate (eg, Trilisate)

Choline Salicylate (Arthropan)                            

Magnesium Salicylate (eg, Doan’s)
Salsalate (eg, Disalcid)

            




Sodium Salicylate 
   






  

Sodium Thiosalicylate (eg, Rexolate)
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
 

Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Increased toxic effects of METHOTREXATE may occur.

Mechanism
SALICYLATES may decrease METHOTREXATE renal clearance and plasma protein binding.

Management
Decreased doses of METHOTREXATE or prolonged regimens of leucovorin rescue may be indicated when SALICYLATES are administered concurrently.  Consider monitoring METHOTREXATE plasma levels to guide dosage adjustment.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

         METHOTREXATE 

VS         SULFONAMIDES

            (Methotrexate lederle)

  
   Sulfadiazine 
   






   Sulfamethizole(Thiosulfil Forte)
   





  
   Sulfamethoxazole (Gantanol)

   Sulfasalazine (Salazopyrin EN)                            

   Sulfisoxazole 
   Trimethoprim -     Sulfamethoxazole (Bactrim)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 (
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
SULFONAMIDES may increase the risk of METHOTREXATE induced bone marrow suppression.  METHOTREXATE (MTX) may predispose patients to TRIMETHOPRIM-SULFAMETHOXAZOLE (TMP-SMZ)-induced megaloblastic anemia. 

Mechanism
SULFONAMIDES displace MTX from protein binding sites and decrease renal clearance of MTX.  MTX may induce folate deficiency, which develops into acute megaloblastic anemia upon administration of TMP-SMZ

Management
Closely monitor patients for signs of hematologic toxicity.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

         METHOTREXATE 

VS         TRIMETHOPRIM

            (Methotrexate lederle)


  Trimethoprim (eg, Proloprim)
   






  Trimethoprim -
   






              
  
Sulfamethoxazole (Bactrim)

Significance 
Onset  

Severity

Documentation

  
Rapid

      (  Major

       
Established
 (
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
TRIMETHOPRIM may increase the risk of METHOTREXATE induced bone marrow suppression and megaloblastic anemia.

Mechanism
METHOTREXATE and TRIMETHOPRIM are folate antagonists and may have a synergistic effect on folate metabolism.

Management
If this drug combination cannot be avoided, closely monitor the patient for signs of hematologic toxicity.  Leucovorin calcium (eg, Wellcovorin) may be necessary to treat megaloblastic anemia and neutropenia resulting from folic acid deficiency.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      NONDEPOL. MUSCLE  
  
VS         AMINOGLYCOSIDES 

      RELAXANTS

   
Atracurium (Tracrium) 



Amikacin (Amikin)
   
Doxacurium (Nuromax)


       
Gentamicin (eg, Garamycin)

   
Gallamine (Flaxedil)




Kanamycin (eg, Kantrex)

   
Metocurine (Metubine)


   
Neomycin (Mycifradin)

   
Mivacurium (Mivacron)



Netilmicin (Netromycin)

   
Pancuronium (Pavulon) 



Streptomycin 


Pipecuronium (Arduan) 



Tobramycin (Nebcin)


Rocuronium (Esmeron) 





Tubocurarine 
 





Vecuronium (Norcuron) 




Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      (
Probable



Minor

            Suspected






Possible







Unlikely


Effects
The actions of the NONDEPOLARIZING MUSCLE RELAXANTS may be enhanced (eg, protracted respiratory depression).

Mechanism
Possible pharmacologic synergism.

Management
Administer this combination only when necessary, then tailor dosage of the NONDEPOLARIZING MUSCLE RELAXANT, based on neuromuscular response.  Provide ventilatory support as indicated.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      NONDEPOL. MUSCLE  
  
VS

INHALATION 

      RELAXANTS 




ANESTHETICS

   
Atracurium (Tracrium) 


      Cyclopropane 
   
Doxacurium (Nuromax)


      Enflurane (Ethrane)

   
Gallamine Triethiodide 


      Halothane (Fluothane)
(Flaxedil)




      Isoflurane (Forane)

   
Metocurine Iodide 



      Methoxyflurane (Penthrane)

(eg, Metubine Iodide)


   
      Nitrous Oxide 

   
Mivacurium (Mivacron)





   
Pancuronium (eg, Pavulon) 





Pipecuronium (Arduan) 





Tubocurarine 
 





Vecuronium (Norcuron) 




Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       (
Established
Delayed

Moderate
      
Probable




Minor

            Suspected






Possible







Unlikely


Effects
INHALATION ANESTHETICS potentiate the actions of the NONDEPOLARIZING MUSCLE RELAXANTS.

Mechanism
Potentiation of pharmacologic action.

Management
Monitor respiratory function and adjust the dose of these agents.  Provide ventilatory support.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      
   PENICILLINS  
  
VS           TETRACYCLINES 

    Amoxicillin (eg, Amoxil-Bencard) 
               Demeclocycline (Declomycin)
     Ampicillin (eg, Omnipen)


   
   Doxycycline (eg, Vibramycin)

     Bacampicillin (Penglobe)


   
   Minocycline (Minocin)

     Carbenicillin (eg, Geocillin)


   Oxytetracycline (eg, Terramycin)

     Cloxacillin (Orbenin)


   
   Tetracycline (eg, Sumycin)

     Dicloxacillin (Diclocil) 


   
     Methicillin (eg, Staphcillin) 


   
     Mezlocillin (Meztin) 




     Nafcillin (eg, Unipen) 
 




     Oxacillin (eg, Prostaphin)

     Penicillin G

     Penicillin V (eg, Beepen VK)

     Piperacillin (Pipracil)

     Ticarcillin (Ticar) 




Significance 
Onset  

Severity

Documentation


Rapid

      (  Major

       
Established
(
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Pharmacologic and therapeutic action of PENICILLINS could be reduced.

Mechanism
The bacteriostatic action of TETRACYCLINES may withhold part of the microorganisms from the bactericidal activity of PENCILLINS.

Management
Consider avoiding this combination if at all possible.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      PIMOZIDE  
  
VS         
MACROLIDE ANTIBIOTICS 

   Pimozide (Orap) 




Clarithromycin (Klacid)
   






Erythromycin (Erythrocin, Ilosone)

       





Troleandomycin (Tao)

Significance 
Onset  

Severity

Documentation


Rapid

      (  Major

       
Established
(
Delayed

Moderate
      
Probable




Minor

      (  Suspected







Possible







Unlikely


Effects
Increased PIMOZIDE plasma concentrations with cardiotoxicity may occur.

Mechanism
MACROLIDE ANTIBIOTICS may inhibit the hepatic metabolism (CYP3A4) of PIMOZIDE.

Management
If concurrent administration of these agents cannot be avoided, carefully monitor the electrocardiogram when the MACROLIDE ANTIBIOTIC is started, stopped, or changed in dosage.  Adjust therapy as needed.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      POTASSIUM-SPARING  
  
VS         
ACE  INHIBITORS 

      DIURETICS

      Amiloride (Midamor) 




Benazepril (Lotensin)
      Spironolactone (eg, Aldactone)

       

Captopril (Capoten)

      Triamterene (Dyrenium)




Enalapril (Renitec)

   






   
Fosinopirl (Monopril)

   







Lisinopril (Zestril)









Quinapril (Accupril)









Ramipril (Tritace) 




Significance 
Onset  

Severity

Documentation


Rapid

      (  Major

       
Established
(
Delayed

Moderate
      
Probable




Minor

      (  Suspected







Possible







Unlikely


Effects
Combining ACE INHIBITORS and POTASSIUM-SPARING DIURETICS may result in elevated serum potassium concentrations in certain high-risk (eg, renally impaired) patients.

Mechanism
Unknown.

Management
Patients receiving an ACE INHIBITOR and a POTASSIUM-SPARING DIURETIC should have regular monitoring of renal function and serum potassium concentrations.  Be prepared to adjust therapy as needed.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

    POTASSIUM PREPARATIONS
  VS          POTASSIUM- 

      

     




       SPARING DIURETICS

   
Potassium Acetate  



        Amiloride (eg, Midamor)
   
Potassium Acid- 


       
        Spironolactone (eg, Aldactone)

   
Phosphate 




        Triamterene (Dyrenium)

   
Potassium Bicarbonate 


   

   
Potassium chloride 




 


Potassium Citrate





Potassium Gluconate

Potassium Iodide 


Potassium Phosphate 





Significance 
Onset  

Severity

Documentation


Rapid

      (  Major

      (
Established
(
Delayed

Moderate

Probable




Minor

            Suspected






Possible







Unlikely


Effects
POTASSIUM-SPARING DIURETICS will increase potassium retention and can produce severe hyperkalemia.

Mechanism
A reduction in renal elimination of the potassium ion.

Management
Do not use this combination without documented evidence that a patient has clinical symptoms of hypokalemia unresponsive to either agent alone.  If the combination is required, the patient should have strict dietary counseling and close monitoring of serum potassium concentration.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      
     QUINIDINE  
  

VS         
   AMILORIDE 

   
          (Quinora) 



                   (Midamor)
Significance 
Onset  

Severity

Documentation


Rapid

      (  Major

       
Established
(
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Combined treatment with AMILORIDE and QUINIDINE may contribute to pro-arrhythmia and reversal of the antiarrhythmic effects of QUINIDENE.

Mechanism
Possibly synergistic increase in myocardial sodium channel blockade.

Management
Avoid this drug combination.  If concurrent administration of AMILORIDE and QUINIDINE cannot be avoided, closely monitor ECG.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      
     QUINIDINE  
  

VS         
 AMIODARONE 

   
         (Quinora) 


      

       (Cordarone)
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      (
Probable



Minor

      
Suspected






Possible







Unlikely


Effects
The addition of AMIODARONE to QUINIDINE therapy may increase serum QUINIDINE concentrations and produce potentially fatal cardiac dysrhythmias.

Mechanism
Unknown.

Management
If the combination is necessary, monitor QUINIDINE serum concentrations, and observe the patient for signs and symptoms of QUINIDINE toxicity.  Adjust the QUINIDINE dose as needed.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      
     QUINIDINE  
  

VS         
   VERAPAMIL 

   
          (Quinora) 




          (Isoptin)
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Hypotension, bradycardia, ventricular tachycardia and AV block may occur.

Mechanism
VERAPAMIL appears to interfere with the clearance of QUINIDINE and prolong its half-life.

Management
Use this combination when no other alternative exists.  Monitor patients closely.  Stop one or both of the drugs if the interaction is manifested and treat symptomatically.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      SIBUTRAMINE  
  
VS           DEXTROMETHORPHAN 

      
  (Reductil) 


      


(Robitussin)
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
A “serotonin syndrome,” including CNS irritability, motor weakness, shivering, myoclonus, and altered consciousness, may occur.

Mechanism
The serotonergic effects of these agents may be additive.

Management
Concomitant administration of these agents is not recommended by the manufacturer.  If concurrent use cannot be avoided, carefully monitor the patient for adverse effects.  The serotonin syndrome requires immediate medical attention.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      
SIBUTRAMINE  

VS         
   ERGOT ALKALOIDS 

          
       (Reductil) 



          Dihydroergotamine (Poligot)







          Ergotamine (Cafergot, Bellergal)







          Methysergide (Sansert)
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
A “serotonin syndrome,” including CNS irritability, motor weakness, shivering, myoclonus, and altered consciousness, may occur.

Mechanism
The serotonergic effects of these agents may be additive.

Management
Concomitant administration of these agents is not recommended by the manufacturer.  If concurrent use cannot be avoided, carefully monitor the patient for adverse effects.  The serotonin syndrome requires immediate medical attention.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      
SIBUTRAMINE  

VS         
     LITHIUM 

                   (Reductil) 


 

     (eg, Eskalith)

Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
A “serotonin syndrome,” including CNS irritability, motor weakness, shivering, myoclonus, and altered consciousness, may occur.

Mechanism
The serotonergic effects of these agents may be additive.

Management
Concomitant administration of these agents is not recommended by the manufacturer.  If concurrent use cannot be avoided, carefully monitor the patient for adverse effects.  The serotonin syndrome requires immediate medical attention.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      
SIBUTRAMINE  

VS         
   PETHIIDINE 

                   (Reductil)




Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
A “serotonin syndrome,” including CNS irritability, motor weakness, shivering, myoclonus, and altered consciousness, may occur.

Mechanism
The serotonergic effects of these agents may be additive.

Management
Concomitant administration of these agents is not recommended by the manufacturer.  If concurrent use cannot be avoided, carefully monitor the patient for adverse effects.  The serotonin syndrome requires immediate medical attention.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      
SIBUTRAMINE  

VS         
   SELECTIVE 5-HT1 

RECEPTOR AGONISTS 

                    (Reductil) 


    
    Naratriptan (Navamig)








    Rizatriptan (Maxalt)








    Sumatriptan (Imigran)








    Zolmitriptan (Zomig)
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
A “serotonin syndrome,” including CNS irritability, motor weakness, shivering, myoclonus, and altered consciousness, may occur.

Mechanism
The serotonergic effects of these agents may be additive.

Management
Concomitant administration of these agents is not recommended by the manufacturer.  If concurrent use cannot be avoided, carefully monitor the patient for adverse effects.  The serotonin syndrome requires immediate medical attention.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      SIBUTRAMINE  
VS         
        SEROTONIN  REUPTAKE 

INHIBITORS 

              (Reductil)




Fluoxetine (Prozac)








Fluvoxamine (Faverin)








Nefazodone (Serzone)








Paroxetine (Seroxat)








Sertraline (Zoloft)








Venlafaxine (Efexor XR)
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
A “serotonin syndrome,” including CNS irritability, motor weakness, shivering, myoclonus, and altered consciousness, may occur.

Mechanism
The serotonergic effects of these agents may be additive.

Management
Concomitant administration of these agents is not recommended by the manufacturer.  If concurrent use cannot be avoided, carefully monitor the patient for adverse effects.  The serotonin syndrome requires immediate medical attention.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      
SIBUTRAMINE  

VS         
   TRYPTOPHAN 

                   (Reductil)





(Trofan)

Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
A “serotonin syndrome,” including CNS irritability, motor weakness, shivering, myoclonus, and altered consciousness, may occur.

Mechanism
The serotonergic effects of these agents may be additive.

Management
Concomitant administration of these agents is not recommended by the manufacturer.  If concurrent use cannot be avoided, carefully monitor the patient for adverse effects.  The serotonin syndrome requires immediate medical attention.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      
SILDENAFIL  
       VS                PROTEASE  INHIBITORS 

                  (Viagra) 




Amprenavir (Agenerase)








Indinavir (Crixivan)








Nelfinavir (Viracept)








Ritonavir (Norvir)








Saquinavir (Fortovase)
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Plasma concentrations of SILDENAFIL may be elevated, resulting in severe and potentially fatal hypotension.

Mechanism
PROTEASE INHIBITORS may inhibit the metabolism (CYP3A4) of SILDENAFIL.

Management
Give SILDENAFIL with extreme caution and in reduced dosage to patients taking PROTEASE INHIBITORS.  In patients taking ritonavir or amprenavir, SILDENAFIL should not exceed a maximum single dose of 25 mg in a 48-hour period.  A starting dose of 25 mg SILDENAFIL is recommended in patients taking SAQUINAVIR.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      SUMATRIPTAN 
VS         
      SEROTONIN  REUPTAKE

       INHIBITORS 

                (Imigran) 




Citalopram (Cipram)








Fluoxetine (Prozac)








Fluvoxamine (Faverin)








Nefazodone (Serzone)








Paroxetine (Seroxat)








Sertraline (Zoloft)








Venlafaxine (Efexor XR)
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
A “serotonin syndrome,” including CNS irritability, increased muscle tone, shivering, myoclonus, and altered consciousness, may occur in some patients.

Mechanism
Possibly rapid accumulation of serotonin in the CNS.

Management
If coadministration cannot be avoided, start with low dosages and closely monitor the patients.  Be prepared to provide supportive care, stop the serotonergic agent, and give an antiserotonergic agent (eg, cyproheptadine [eg, Periacitin]).


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

     SYMPATHOMIMETICS  

VS         FURAZOLIDONE

          Dopamine 





(Furoxone)

          Ephedrine
          Mephentermine 

          Metaraminol (Aramine)

          Phenylpropanolamine 

          Pseudoephedrine 
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
FURAZOLIDONE may increase the pressor sensitivity to mixed and indirect-acting SYMPATHOMIMETICS possibly resulting in hypertension. Direct-acting SYMPATHOMIMETICS (eg, dobutamine [Dobutrex]) are not affected.

Mechanism
SYMPATHOMIMETICS with mixed and indirect-acting activity liberate large amounts of norepinephrine during monoamine oxidase inhibition; FURAZOLIDONE inhibits MAOI. 

Management
The coadministration of FURAZOLIDONE and mixed or indirect-acting SYMPATHOMIMETICS should be avoided.  If these agents are used concurrently, monitor the patient; if a hypertensive crisis results, consider using phentolamine.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

      SYMPATHOMIMETICS  
VS              HYDANTOINS

          Dopamine 




       Phenytoin (eg, Dilantin)

Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
The administration of PHENYTOIN during a DOPAMINE infusion may result in profound hypotension and possibly cardiac arrest.

Mechanism
Unknown.  Possibly depletion of catecholamines by DOPAMINE in combination with a myocardial depressant effect of PHENYTOIN.
Management
Use PHENYTOIN with extreme caution in patients receiving a DOPAMINE infusion.  If PHENYTOIN must be administered, carefully monitor patients’s blood pressure and discontinue the PHENYTOIN infusion if hypotension occurs.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

     SYMPATHOMIMETICS 
     VS         
   MAO INHIBITORS

          Dopamine 




 Phenelzine (Nardil)

          Ephedrine 

 


 Tranylcypromine (Parnate)

          Isometheptene Mucate
          Mephentermine 

          Metaraminol (Aramine)

          Phenylephrine (eg, Neo-Synephrine)

          Pseudoephedrine 
Significance 
Onset  

Severity

Documentation

(
Rapid

       (
Major

      (
Established
Delayed

Moderate
      
Probable



      
Minor

      
Suspected





       
Possible







Unlikely


Effects
Coadministration of an MAOI and an indirect-or mixed-acting SYMPATHOMIMETIC may cause severe headache, hypertension, high fever, and hypertensive crisis.  Directacting SYMPATHOMIMETICS appear to interact minimally.

Mechanism
MAO is involved in norepinephrine metabolism; when MAO is inhibited, norepinephrine accumulates and is released by indirect- and mixed-acting SYMPATHOMIMETICS, resulting in an increased pressor response at receptor sites.

Management
Avoid coadministration.  If these are used together and hypertension develops, administer phentolamine (Regitine).


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

  SYMPATHOMIMETICS  
VS         SEROTONIN REUPTAKE 

    INHIBITORS 

       Amphetamine 
 



Fluoxetine (Prozac)

       Benzphetamine (Didrex)
 

Fluvoxamine (Faverin)

       Dextroamphetamine (eg, Dexedrine)

Paroxetine (Seroxat)

       Dexfenfluramine (Redux)


Sertraline (Zoloft)

       Diethylpropion (Atractil)

       Fenfluramine (Pondimin)

       Mazindol (eg, Sanorex)

       Methamphetamine (eg, Desoxyn)

       Phendimetrazine (Prelu-2)

       Phenmetrazine (preludin)

       Phentermine 

       Phenylpropanolamine 
Significance 
Onset  

Severity

Documentation

(
Rapid

      (  Major

       
Established
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
Increased sensitivity to effect of SYMPATHOMIMETICS and increased risk of “serotonin syndrome”.

Mechanism
Unknown.

Management
If these agents must be used concurrently, monitor the patient for increased signs and symptoms of CNS effects.  Adjust therapy as needed.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

          THIOPURINES
  
   VS         
        ALLOPURINOL

    Azathioprine (Imuran) 


                 Allopurinol (eg, zyloprim)
    Mercaptopurine (Purinethol)




        

Significance 
Onset  

Severity

Documentation


Rapid

      (
Major

      (
Established
(
Delayed

Moderate
      
Probable



      
Minor

            Suspected





      
Possible







Unlikely


Effects
Increases in pharmacologic and toxic effects of orally administered THIOPURINES have occurred with concomitant administration of ALLOPURINOL.

Mechanism
Inhibition of xanthine oxidase by ALLOPURINOL reduces the rate at which MERCAPTOPURINE is converted to inactive 6-thiouric acid.  ALLOPURINOL inhibits the first-pass metabolism of oral MERCAPTOPURINE.

Management
Reduced dosages of THIOPURINES are necessary when ALLOPURINOL is administered.  It has been suggested that initial THIOPURINE doses should be reduced to 25% or 33% of the recommended initial dose during concurrent administration.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

VINBLASTINE
  

VS              ERYTHROMYCIN

         


     




 (Erythrocin, Ilosone)
Significance 
Onset  

Severity

Documentation


Rapid

      (  Major

       
Established
(
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
The risk of VINBLASTINE toxicity (eg, constipation, myalgia, neutropenia) may be increased.

Mechanism
Possible inhibition of VINBLASTINE metabolism by ERYTHROMYCIN.

Management
Avoid this drug combination. If VINBLASTINE and ERYTHROMYCIN must be given concurrently, administer a conservative dose of VINBLASTINE, and closely monitor patients for VINBLASTINE side effects.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 

DRUG  INTERACTION   ALERT

VINCA ALKALOIDS
  
VS         AZOLE ANTIFUNGAL 

    AGENTS

   
Vinblastine (eg, Velban) 



Fluconazole (Diflucan)
   
Vincristine (eg, Oncovin)



Itraconazole (Sporal)

   







Ketoconazole (Nizoral)








Miconazole 
Significance 
Onset  

Severity

Documentation


Rapid

      (  Major

       
Established
(
Delayed

Moderate
      
Probable




Minor

      (
Suspected







Possible







Unlikely


Effects
The risk of VINCA ALKALOID toxicity (eg, constipation, myalgia, neutropenia) may be increased.

Mechanism
Possible inhibition of VINCA ALKALOID metabolism (CYP3A4) by the AZOLE ANTIFUNGAL AGENT.

Management
If  possible, avoid concurrent administration of these agents.  If these agents must be given concomitantly, closely monitor the patient for VINCA ALKALOID toxicity.  If may be necessary to discontinue the AZOLE ANTIFUNGAL AGENT.


Significance 1 :  is a severe and well-documented interaction 

Major              : The effects are potentially life-threatening or capable of causing permanent damage. 
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