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The therapeutic interchange program contemplates three types of recommendations:

1-Replacement
1-Replace a drug for an alternative one that is considered the best therapeutic alternative for the patients. There are two possibilities:
1.a: Replace always, without considering the characteristics of individual patients.
1.b: Replace only in certain patients. Specific conditions are established as to when a replacement is or is not allowed (depending on analytical data, therapeutic indications, concomitant drugs, etc.)

2-Discontinuation
2-Discontinue treatment while the patient is hospitalized as they cannot be applied in the in-hospital setting because of the risk of iatrogenesis, among others.
3-Continuation
3-Continue the patient’s treatment with a drug not included in the formulary
-If appropriate, when preparing the therapeutic interchange program, an analysis should be made to determine if the drug under analysis should be included in the hospital’s formulary instead of applying the therapeutic interchange program. In that case, an application for the drug’s addition to the hospital’s formulary will be filed with the pharmacy and therapeutics committee.


- In all cases, recommendations must be based on the literature and on the opinion of a specialist physician.
-In all cases, any applicable exceptions or conditions must be considered.  

A-CRITERIA:

Recommendation 1

-Replace a drug for an alternative one regarded as the best therapeutic option 

Before a decision can be made to replace one drug for another, it is essential to: 
· Consider whether the replacement is appropriate in cases where patients are difficult to control (psychiatric conditions, etc.).

· Consider whether the new drug belongs to the same drug class. Only interchanges within the same drug class will be allowed (except for antibiotics).

· Review the indications approved for both drugs on their SmPCs. Replacements should always contemplate the indications approved for the original drug.
· Consider the need (or otherwise) to start/discontinue administration in a gradual way (bisoprolol)

· Consider the efficiency and safety profile of both drugs for all their indications
· The new drug should be more efficacious or safer
· Its greater efficacy or safety must be based on evidence
· The new drug should be at least equivalent in terms of efficacy and safety  

· Equivalence must be evidence-based
· No evidence must exist of the new drug’s poorer efficacy/safety profile 

· Consider whether the new drug is indicated in patients with renal or liver failure (sulindac / NSAIDs)

· Consider the potential interactions of both drugs (e.g., simvastatin and pravastatin with protease inhibitors)

· Consider whether the new drug has a narrow therapeutic margin
See algorithm on the next page
.
Decision-making algorithm for therapeutic interchange:

	Is there any reference drug in the same drug class in the hospital’s formulary?


	e with the same ambulatory treatment




	

	



	YES


	Does the drug to be replaced have more clinical indications than the new drug?


	YES




	


	Is the clinical indication a chronic, difficult-to-control condition that makes therapeutic changes unadvisable?


	YES



	



	Is gradual initiation/discontinuation of treatment required?



	

	YES



	Are the efficacy data for each indication similar or better for the reference drug according to Micromedex?



	

	Consider adding the drug to the hospital’s formulary or continue with usual treatment




	YES


	Is the side effect profile of both drugs similar?


	

	Consider a restricted interchange(if the circumstances can be identified) or continue ith usual treatment


	



	Are adjustments required in cases of renal or liver failure?


	YES



	



	Do both drugs have the same interactions according to Micromedex?



	YES


	CONSIDER THE POSSIBILITY OF A THERAPEUTIC INTERCHANGE



	Notes to the algorithm:

The Micromedex database will be the first resource to be reviewed. Subsequently, additional information will be searched in the published literature (see description of the types of studies therapeutic interchanges can be based upon and the annex on how to identify sources of information and conduct literature searches.
Consideration must be given to: 

Efficacy, safety. The reference drug is the one based on the most extensive evidence and consistent final variables.
Feasibility: Replacement of the original drug must be feasible, without risks to the patient. The patient’s clinical situation must be considered.   

It must be specified if the replacement can be done automatically or if a certain follow-up or special patient conditions are required
Clinical indications and any exceptional cases where replacement is contraindicated must be specified.
Any decisions must be supported by literature-based evidence.
Equivalent dosing: Defined for each indication in the drug’s SmPC.
-If, on the basis of the foregoing, two drugs are considered to be amenable to interchange, a given dosage and regimen must be established.

-The literature the recommendation is based on must be explicitly stated.


Recommendation 2:

-Discontinue treatment while a patient is hospitalized
1. A drug will be deemed to lack therapeutic value in a hospitalized patient if no evidence exists of its efficacy. 

2. Discontinuation of chronic treatments for minor conditions will be considered in cases where temporary discontinuation is deemed to cause no harm to the patient. 

3. Medicines which, given their mechanism of action or dosing, may be associated with iatrogenesis in hospitalized patients may be discontinued (alendronate). 

4. Drugs of low therapeutic value may also be discontinued (see existing classifications): 
NEIV: (non-elevated intrinsic value)
1. Pharmaceutical preparation for which NO valid documentation is available showing its therapeutic efficacy for any indication
2. Pharmaceutical preparation for which there IS available documentation supporting its efficacy for at least one indication but whose safety profile has been considered unacceptable
3. Pharmaceutical preparation with irrational associations, i.e., associations not having been shown by clinical trials to contribute advantages over the drugs taken separately
· Efficacious + non-efficacious active ingredient
· Widely recognized associations (trimetoprim-sulfametoxazol, amoxicillin-clavulanic acid, etc.) are excluded.
The Group for the Evaluation of Pharmaceutical Services in Andalusia has produced a list of NEIV drugs. 
DTI: (Degree of therapeutic innovation)
Please review the briefs and reports published by the documentation centers of the different autonomous regions (CADIME, CEVIME, CANMM, etc...). The links to such agencies can be found by  clicking here.
	Recommendation 3:

-Continue with the treatment with the drug not included in the formulary


This recommendation covers the scenarios not included in the pervious sections, specifically:
-The need to discontinue the dose in a gradual way (bisoprolol)

-Difficult-to-control indications in stabilized patients (psychiatric conditions, etc.).

B -Types of studies that can be used to support a therapeutic interchange









The types of studies that can be used to support an interchange are as follows: 
1-Interchange studies
Interchange studies presenting (at least) similar therapeutic efficacy and safety results are the ones associated with the highest level of evidence.
2-Superiority efficacy and safety studies
a-Head-to-head studies showing superiority of one drug over another in the same drug class can be used to define the former as a reference drug. 
b-Indirect superiority trials of each drug compared with a third drug or with placebo. It remains to be determined if indirect comparisons may favor the chosen drug.
c- The absence of trials, studies or pharmacovigilance recommendations warning of safety problems or an additional requirement to the one stated in sections a) and b) 

3-Equivalence efficacy and safety studies
In the case of therapeutic equivalents, a therapeutic interchange may be proposed depending on the drug available at the hospital and following the center’s policies in that regard. 

	Classification of therapeutic equivalence evidence levels

	Equivalence evidence 

1 Head-to-head equivalence or non-inferiority trials
    1A Equivalence trials. 

    1B Non-inferiority trials
Equivalence estimations 

2 Head-to-head superiority trials 

    2A Statistically significant trials with no clinical significance 

    2B Negative trials where p>0,05 with a 95% CI below clinical significance 

3 Different trials cis-à-vis a third common comparator 

4 Trials vs. different comparators 

5 Clinical judgement, expert opinion, recommendations and clinical guidelines 


It must be ascertained that apart from equivalent, both drugs are interchangeable according to the above-stated algorithm.

4-Recommendations, interchange lists applied in other hospitals
See references

C- PIT

LITERATURE SEARCH STRATEGIES
1. Bot: To determine drug class
2. Drug’s SmPC (Spain, FDA, EMEA): To determine therapeutic indications.

3. Micromedex- DrugDex: to assess comparative efficacy, dosing in renal or liver failure; interactions and dosages
4. If the interchange is possible: search for original articles in Ovid, Medline http://scholar.google.com/ and reviews of original papers.

5. Classification of low-therapeutic utility or NIEV drugs (medication discontinuation in hospitalized patients). 
6. Review evaluation reports from hospitals in the Spanish healthcare system
 http://www.genesis-sefh.net/Enlaces/InformesCentrosAuton.htm

1-Medline and Ovid
As free text:

-You can search: “therapeutic substitution” and “therapeutic interchange”.

-At a second level; “Drug class” “class effect” “drug exchange”

-At a third level: “clinical decision making”

On medline, there is a (not very useful) MESH named “therapeutic Equivalency [MeSH],”  whose definition is: “The relative equivalency in the efficacy of different modes of treatment of a disease, most often used to compare the efficacy of different pharmaceuticals to treat a given disease. Year introduced: 1970” Entry Terms: Bioequivalence; Bioequivalences; Clinical Equivalencies; Equivalencies, Clinical; Equivalency, Clinical; Clinical Equivalency; Generic Equivalency; Equivalencies, Generic; Equivalency, Generic; Generic Equivalencies; Equivalencies, Therapeutic; Therapeutic Equivalencies; Equivalency, Therapeutic 
2-Scholar.google:

http://scholar.google.com/
Try “interchange” “therapeutic” and “name of the drug or drug class”
3-Idis-IOWA

-free search; “interchange” and “name of the drug or drug class”.

4-Micromedex-Dug dex-

Review the “Comparative Studies” section
5-Review evaluation reports on the internet and their literature references. 

For new drugs mainly indicated for primary care review the evaluations of the official agencies of the Spanish autonomous regions (CADIME, CANM, CEVIME, etc.) They can be accessed from:
http://www.genesis-sefh.net/Enlaces/InformesCentrosAuton.htm
http://www.elcomprimido.com/FARHSD/ENLACESFUENTESDEINFORMACIONUTILES.htm#c2 
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Is the clinical indication a chronic, difficult-to-control condition that makes it unadvisable to change the treatment?





Is there a reference drug in the same  drug class in the hospital’s formulary?





El fármaco a sustituir, ¿tiene alguna indicación clínica que no tenga el medicamento disponible en el hospital?





Is gradual initiation/discontinuation of the treatment required?





Are the reference drug’s efficiency data for its different indications similar or better according to Micromedex? See note





Is the side-effect profile of both drugs different in any way?





Does either of the drugs require adjustments in cases of renal or liver failure?





Do both drugs have the same drug-drug interactions according to Micromedex?





Requiere condiciones especiales en pediatría



































Continue with the same ambulatory treatment


























Consider adding the equivalent drug to the hospital’s formulary or continuing with usual treatment




















Consider the possibility of a restricted therapeutic interchange (if the circumstances can be identified) or continue with the usual treatment














VALORAR INTERCAMBIO TERAPÉUTICO





Valorar por especialista en Pediatría





NO





YES





YES





NO





NO





YES





NO





NO





SI





NO





NO





YES





YES





NO





YES





YES





NO





SI








PAGE  
1

