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1. Purpose

The Guideline on good pharmacovigilance practices (GVP) module VI recommends the tracking of incorrect drug use situations like reports of overdose, underdose, abuse, off-label use, misuse, medication error or occupational exposure. 
The purpose of this document is to provide additional guidance on the identification, classification and case management of these reports:

· how to classify incorrect drug use situations and how to manage and proceed these cases
· how to separate them from product quality complaints and  medical inquiries. 
In GVP module VI also other “special situations” as use of a medicinal product during pregnancy and breast-feeding, use of a medicinal product in paediatric or elderly population and lack of therapeutic efficacy are specified. These situations are not within the scope of this document. 
2. Scope and Responsibilities
This document applies to ……………

[please enter all functions performing case management and processing 
activities in your company].


Table 1 describes the responsibilities of functions involved in activities described in this document.

Table 1: Responsibilities

	Function
	Responsibility


	[please enter the responsibilities for your company]

	· Identify incorrect drug use situations according to the instructions provided in this document

· Collect and forward information regarding medication errors with or without an associated event 


	[please enter the responsibilities for your company]

	· Case Management (including data entry, reporting and follow-up)


	[please enter the responsibilities for your company]

	· Provide guidance in case of ambiguous information, and to medically review the individual ICSRs as defined in Periodic Medial Review of Safety Information.


3. Implementation
3.1
Definitions



Table 2: Acronyms and Terms

	Acronym / Term


	Definition



	Abuse
	This corresponds to the persistent or sporadic, intentional excessive use of a medicinal product, which is accompanied by harmful physical or psychological effects. [Guideline on good pharmacovigilance practices (GVP) – Module VI]

	Incorrect drug use situations

	This summarises all situations where the medicinal product is used intentionally or unintentionally not in accordance with the authorised product information. 

	Off-label use
	This relates to situations where the medicinal product is internationally used for a medical purpose not in accordance with the authorised product information.

Off-label use includes use in non-authorised paediatric age categories. Unless specifically requested, it does not include use outside the EU in an indication authorised in that territory which is not authorised in the EU. [Guideline on good pharmacovigilance practices (GVP) – Module VI + Annex I]

	Occupational exposure
	This refers to the exposure to a medicinal product, as a result of one’s professional or non-professional occupation. [Guideline on good pharmacovigilance practices (GVP) – Module VI]

	Overdose
	This refers to the administration of a quantity of a medicinal product given per administration or cumulatively, which is above the maximum recommended dose according to the authorised product information. Clinical judgement should always be applied. [Guideline on good pharmacovigilance practices (GVP) – Module VI]

	Medication error


	A medication error is an unintended failure in the drug treatment process that leads to, or has the potential to lead to, harm to the patient.

Note: Consider failure by patient /consumer or HCP.

[Good practice guide on recording, coding, reporting and assessment of medication errors - 23 Oct 2015 EMA/762563/2014].

	Misuse
	This refers to situations where the medicinal product is internationally and inappropriately used not in accordance with the authorised product information.

[Guideline on good pharmacovigilance practices (GVP) – Module VI]

	Product quality complaints/issue
	Product quality issues are defined as abnormalities that may be introduced during the manufacturing/labelling, packaging, shipping, handling or storage of the products. They may occur with or without clinical consequences.

	Product use issue
	Product use issues are characterized by product usage neither covered e.g. by off label use nor medication error without further specification. If it is not possible to establish whether the event occurred due to an intentional decision made by the healthcare professional, patient or consumer, or whether it occurred unintentionally, it may be appropriate to use a more general MedDRA term from the HLT Product use issues NEC.

	Underdose
	This refers to the administration of a quantity of a medicinal product given per administration or cumulatively, which is under the recommended dose according to the authorised product information. Clinical judgement should always apply.


3.2      
Description
3.2.1
General Considerations
Medical inquiries can be PV related and/or related to Product Quality Complaints or pure medical inquiries without any relation to PV or QA.
Incorrect drug use generally involves a deviation to uphold one or more of the following in a therapeutic setting: 

· Right patient

· Right drug

· Right dose

· Right administration (e.g. route, handling)
· Right time

· Right indication

Incorrect drug use situations can be intended or unintended failures in the prescribing, dispensing or administration of a product, while in the control of the healthcare professional, patient or consumer need to be captured on the safety database. This does not necessarily need to be associated with an Adverse Event/Adverse Drug Reaction AE/ADR. 

The concepts of incorrect drug use situations are closely related and can pose challenges for term selection since the terms may overlap to some extent; the specific circumstances of each case/reported event may help in consideration for term selection of these concepts. Medical judgment and regional regulatory considerations need to be applied. For classification and coding the concepts of MedDRA® TERM SELECTION: POINTS TO CONSIDER (as shown in the table below) should be considered:
Table 3: Concepts
	Concept
	Intentional?
	By Whom?
	Therapeutic Use?

	Misuse
	Yes
	Patient/consumer
	Yes

	Abuse
	Yes
	Patient/consumer
	No

	Addiction
	Yes
	Patient/consumer
	No

	Medication error
	No
	Patient/consumer or healthcare provider
	Yes

	Off label use
	Yes
	Healthcare provider
	Yes


A report can only be best coded according to the information available. If the information is limited or ambiguous, attempts to follow up to ascertain missing or conflicting information should be made in line with GVP VI.B.3. If it is not possible to establish whether the event occurred due to an intentional decision made by the healthcare professional, patient or consumer, or whether it occurred unintentionally, it may be appropriate to use a more general MedDRA term from the HLT Product use issues NEC. It is not inferred that a medication error has occurred unless specific information is provided.
Product Quality Complaints without an associated AE/ADR are captured in the complaint database only. 
3.2.2.
Processing of incorrect drug use situations and product quality complaints


Table 4: Data Basing and Coding

	Incorrect drug use situations
	will be entered in safety database irrespective whether associated with an AE/ADR or not
· MedDRA-code AE/ADR, if applicable
· MedDRA-code incorrect drug use situations according this work instruction, GVP Module VI, MedDRA® TERM SELECTION: POINTS TO CONSIDER and Good practice guide on recording, coding, reporting and assessment of medication errors


	Product Quality Complaint with AE/ADR 
	will be entered in safety database
· MedDRA-code AE/ADR 
· MedDRA-code product quality complaint according to HLGT “Product quality issues”



	Product Quality Complaint without AE/ADR
	will not be entered in safety database


3.2.3.
Examples of incorrect drug use situations
3.2.3.1 

Medication Error
Medication errors occur as unintended mistakes in the process of prescribing, storing, dispensing, preparing or administering medicinal products in clinical practice.

Examples:
               



	Type of Medication Error
	Description
	Example

	Prescribing error
	Prescription of e.g. wrong drug, duration, dose, route or schedule by a HCP.
	Physician prescribed the wrong drug due to high workload. 

	Storing error
	Product storage under conditions not in line with the product authorization
	Storage of a vaccine at room temperature instead of 2-4°C.  

	Sound-alike / Look-alike
	Mix up of two drugs due to similar package designs or product names.
	Carbamazepine/Oxcarbazepine
or Bupropion/Buspirone

or Norflox/Norflex

	Dispensing error
	Dispensing of the e.g. wrong drug, dosage form, drug strength, quantity by an HCP. Dispensing of a drug with the wrong directions (e.g. duration, dose, route, frequency). 
	A pharmacist dispensed midazolam instead of alprazolam. 
A nurse mixed up the medication of two patients during drug dispensing.   

	Preparation error
	Error during product preparation, e.g. dilution or reconstitution. 
	A patient did not dissolve the dry suspension of an antibiotic, but digested the powder. 

	Administration error
	Any error during drug administration, e.g. wrong drug, patient, dose, administration site, schedule, duration, dosage form, technique or administration of an expired product
	An adult Product was administered to a child.
Drug administered at inappropriate site

Tablet was by mistake chewed instead of swallowed. 


For additional specific examples of medication errors see Annex I.

3.2.3.1.1 Intercepted medication error (‘near miss’)
Medication error reports must be also databased, if a medication error was intercepted, i.e. an intervention prevented harm to the patient. E.g. a pharmacist mixed up two drugs due to similar packages; however, he was able to inform the patient before the drug was used. 

3.2.3.1.2 Potential medication error
Medication error reports must be also databased, if no patient was involved, but a situation was reported which has the potential to lead to a medication error. E.g. a physician contacts the company and reports that two drugs have very similar names which could lead to prescription of the wrong drug.  

3.2.3.2 
Abuse (done by the patient/consumer)
Abuse is the intentional, non-therapeutic use of a product to achieve a non-therapeutic effect including, “getting high” (euphoria) or use for doping. Abuse may occur with a single use, sporadic use or persistent use of the product.
Example 1: A patient took ten dextromethorphan capsules to get high. 

Example 2: A patient used Salbutamol Spray to enhance is performance during a marathon.

3.2.3.3 
Misuse (done by the patient/consumer)

Misuse is the intentional and inappropriate use of a product for therapeutic reasons, not in line with the individual prescription or authorized product information.
Example: A patient decided to take an antibiotic for one week instead of three days, as prescribed by his physician and recommended in the patient leaflet to be sure that all bacteria will be eradicated. 

3.2.3.3 
Off label use (done by an HCP)

Intentional use/prescription of a product for therapeutic reasons for an unapproved indication or in an unapproved age group, dosage, or route of administration, etc.

Example: A physician prescribed tamoxifen to a male patient with a rare tumor due to a recent scientific article showing evidence for the efficacy in such patients.

3.2.3.4 
Overdose

Overdose is any application of a product above the maximum recommended dose according to the authorised product information. Overdoses may be accidental, intentional, prescribed as well as acute or chronic and with or without clinical consequences. 
Example: A patient took accidently a three time higher dose as recommended. 

3.2.3.5 
Occupational exposure

Exposure to a product due to someone’s occupation. Occupational exposures can be acute (accidental) or chronic, this definition might vary between different regions. 
Example 1: A nurse is exposed to a chemotherapeutic agent while she is preparing the infusion for a patient.
Example 2: An anaesthetic was chronically exposed to sevofluran during surgeries. 
3.2.4
Examples of product quality complaints

Product Quality Complaints include counterfeit, physical drug, labelling or packaging defects with or without associated adverse event or identifiable patient. If the patient injures himself/herself with the product packaging and the package is part of the product authorisation the injury is regarded an AE/ADR. 
Examples:
· Product adhesion issue

· Product cleaning inadequate

· Product closure issue

· Product closure removal difficult

· Product coating issue

· Product colour issue

· Product container issue

· Product container seal issue

· Product contamination

· Product deposit

· Product dosage form issue

· Product dropper issue

· Product expiration date issue

· Product formulation issue

· Product gel formation

· Product identification number issue

· Product label issue

· Product label on wrong product

· Product lot number issue

· Product odour abnormal

· Product outer packaging issue

· Product packaging counterfeit

· Product packaging issue

· Product packaging quantity issue

· Product physical issue

· Product process control issue

· Product quality control issue

· Product quality issue

· Product raw material issue

· Product reconstitution issue

· Product shape issue

· Product size issue

· Product solubility abnormal

· Product substitution issue

3.2.5
Borderline situations
3.2.5.1
lmproper Storage Conditions

HLT Product distribution and storage issues is intended to cover issues with the storage of products by manufacturers, distributors, wholesalers, etc. In contrast, product storage issues by end-users such as healthcare professionals, patients, and consumers are considered to be medication errors and are represented by appropriate medication error terms in SOC Injury, poisoning and procedural complications.
lf a product was stored improperly (e.g. frozen or heated, broken during transport), this will be databased irrespectively if the product has been administered or not.

3.2.5.2
lnjections


3.2.5.3
Manipulation

If the product is manipulated unintentionally contradictory to PIL/SmPC by end-users such as healthcare professionals, patients, and consumers (e.g. cut in half, grinded) and administered by the patient, this is considered a medication error.

Healthcare professional prescribed intentionally manipulations (e.g. physician instructed to cut the patch in half) are considered off label use. 

Intentional manipulations by patient or consumer are considered as misuse or abuse (see table 3).

lf the product is manipulated (e.g. cut in half, grinded) and not administered, as the patient questions the appearance, smell etc., this is also databased.

If a quality results (provided by the MAH) indicates that a product has been intentionally manipulated (e.g. Pharmacy returns diazepam bottle due to crystal formation, QA results indicate that the bottle was re-filled with water) and the MAH has a suspicion that the product was abused this should be databased as suspected abuse.
3.2.5.4
Prescribing/Dispensing/Administration Errors

Reports that describe drugs having been administered intentionally in spite of contraindications, known drug allergies, drug-drug interactions, or drug-food interactions listed in the label are considered Off Label Use if healthcare professional prescribed or Misuse if patient/consumer derived.
Dispensing/administering an expired medication, as well as a wrong administration technique are considered medication errors.

3.2.5.5
Taste

If the taste of a product is disliked, e.g. 'bitter taste', follow-up information need to be requested to clarify if this should be considered as a Product Quality Complaint or if the product alters taste perception, which is to be databased as an AE/ADR (e.g. PT taste perversion).

A parent tasting the product, as the child is complaining about the taste, would need to be databased as a Product Quality Complaint for the child and a Medication Error for the parent.

3.2.5.6
Counterfeit

If a counterfeit without AE/ADR is reported and the drug was not administered to the patient, this is considered a Product Quality Complaint only. If a counterfeit without AE/ADR is reported and the drug was administered to the patient, this is considered both, a Product Quality Complaint and a Medication Error (counterfeit drug administered).

3.2.5.7 
Lack of Effect due to broken device / device malfunction

If there is a lack of effect of a product due to a broken device or a malfunction of a device that is part of the product authorisation this is regarded an AE/ADR (e.g. Asthma attack since the device did not work properly). 
3.2.5.8
Medicinal product unavailability 
If a patient is not able to get a (repeat-) prescription (e.g. from pharmacy or from emergency supplies) or e.g. due to a manufacturing defect and as a consequence the patient experiences a deterioration of the underlying disease, this is not considered a medication error. In this context MAHs should consider notification of any withdrawal, suspension or cessation of marketing of a human medicinal product to the competent authority as applicable. A product availability issue is coded with LLT Drug supply chain interruption. [Good practice guide on recording, coding, reporting and assessment of medication errors - 23 Oct 2015 EMA/762563/2014].


3.2 Follow-Up 

When first received, the information in reports regarding incorrect drug use situations may be incomplete. These reports should be followed-up as necessary to obtain supplementary detailed information significant for the scientific evaluation of the cases. 
The available information should allow a correct classification to one of the incorrect drug use situations concepts (see 3.2.1):

· Information if the incorrect drug use situations occurred / has been done intentionally or unintentionally 

· Information if the incorrect drug use situations occurred / has been done for therapeutic use 

· Information by whom / under whom´s control the incorrect drug use situations occurred 

Medication error case reports should include where possible the following information:

· stage of medication process where the error occurred 

· Contributing factor(s) 

· Reported adverse reaction(s) if the error affected the patient or consumer with clinical consequences (error with ADR) 

· Potential for harm if a potential error or intercepted error did actually happen and reach the patient or consumer

· Medicinal product(s) involved

· Batch number if the error is due to device failure
The use of targeted specific forms for incorrect drug use situations in the local language could be helpful to avoid requesting the primary source to repeat information already provided and help to request specific information regarding the special situations.

3.3 Reporting
Reports of incorrect drug use situations with no associated adverse reaction should not be reported as ICSRs. They should be considered in periodic safety update reports as applicable. When those reports constitute safety issues impacting on the risk-benefit balance of the medicinal product, they should be notified to the competent authorities. Reports associated with suspected adverse reactions should be subject to reporting and with the electronic reporting requirements. 

However, in certain circumstances, reports of incorrect drug use situations with no suspected reactions may necessitate to be reported. This may be a condition of the marketing authorisation or stipulated in the risk management plan.
[please add additional reporting obligations here if there are any for your company]
4. Documentation 

The archiving process is described in the SOP PV 009 („Archivierung von Pharmakovigilanz-Dokumenten“).



5. Maintenance

Regarding the decision about the maintenance, updating and  suspension of this SOP see the sections 5.1 to 5.3 of the SOP „Erstellung, Kennzeichnung, Überprüfung und Aktualisierung der Standard Operating Procedures, QS 001“ of the Company „Muster“.

The archiving of this SOP is described in the SOP „Archivierung von SOPs, QS 002“.

6. Abbreviations

	Terms / Abbrevations
	Definition 

	AE/ADR
	Adverse Event / Adverse Drug Reaction

	GVP
	Good Pharmacovigilance Practices

	MAH
	Marketing Authorisation Holder

	MedDRA
	Medical Dictionary for Drug Regulatory Activities

	PSUR
	Periodic Safety Update Report

	QPPV
	Qualified Person for Pharmacovigilance

	SOP
	Standard Operating Procedure
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ANNEX I:

Good practice guide on recording, coding, reporting and assessment of medication errors: Annex 3 - Additional coding examples for medication errors
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Note:


In addition, check all relevant processes in your company if all staff and interfaces receiving information that could include information regarding medication errors is trained and aware to forward this to PV department.





Note:


There are some borderline situations in the relation to injections that should be clarified if there are injectable medicinal products in your product portfolio.





Example:


“Blunt needles” 


without other associated events are Product Quality Complaints


with reported additional vaccination site pain or a similar event will be also entered in safety database due to this event.





Please check also your RMP commitments regarding this topic and add the information here.
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