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1. PURPOSE
The FDA requires that an investigation be conducted whenever an Out-of- Specification (OOS) result is observed. This SOP defines the requirements for dealing with failed test results.


2. SCOPE
Laboratories generating test results that are used to reject raw materials or to release finished products or active pharmaceutical ingredients. The SOP can be employed for OOS results and for suspect test results.


3. GLOSSARY/DEFINITIONS

	Item
	Explanation

	OOS
	Out-of-Specification. OOS results include those that fall outside the specifications or acceptance criteria established in New Drug Applications (NDAs), official compendia or by the manufacturer.

	Suspect Results
	Test results that fall outside historical, expected or previous trends.

	Retesting
	Repeated testing of a portion of the original sample. The sample is taken from the same homogeneous material used for the original test.

	Resampling
	Collection and testing of a new sample from the batch. Resampling is conducted if the investigation concludes that the original sample was prepared improperly and was therefore not representative for the batch.






4. RESPONSIBILITIES
4.1. Laboratory Staff
4.1.1. Perform analysis and check results for specifications.
4.1.2. Report failed results to laboratory supervisor.
4.1.3. Initiate out of failure investigation.
4.1.4. Prepare initial and final investigation report.
4.2. Laboratory Supervisor
4.2.1. Reviews and accepts or rejects results.
4.2.2. Reviews and approves initial and final investigation report.
4.3. Quality Assurance Department
4.3.1. Performs a batch failure investigation
4.3.2. Reviews test results and releases batch
4.3.3. Reviews and accepts or rejects failure investigation reports
4.3.4. Checks if processes and documentation are in compliance with internal policies and regulations/guidelines
4.3.5. Reviews and approves initial and final investigation report.


5. FREQUENCY OF USE
5.1. After each analysis, before final approval of the result.


6. PROCEDURE
6.1. Upon completion of the analysis the analyst checks the results for specifications.
6.2. The analyst reports the deviation to the laboratory supervisor and initiates an informal investigation report.
6.3. The informal investigation is conducted by two analysts and one supervisor using Attachment 7.1.


6.4. If the source of the deviation can be identified as lab error, errors should be corrected and the sample retested again by the same analyst. The error it should be accurately explained. An example could be a transcription or calculation error. If the new result is in specification the original result can be invalidated. A formal investigation is not required. Initiate a corrective and preventive action plan 
6.5. 	The explanation in 6.4 should be supported by additional documents like test plots or copies of worksheets if available.
6.6. Attachment 7.1 together with the supporting documents is stored with the raw data to document the informal investigation.
6.7. I If the source of the deviation cannot be identified and explained by the informal investigation as a lab error, a retest protocol should be initiated. A retest from the original sample container must be performed together with a retest from a different sample container, if necessary.
6.8. The tests should be carried out by two different analysts in duplicate. The analysts should be different to the ones who did the original analysis.
6.9. If both duplicate results from analyst A and analyst B are in specification, the original OOS result is invalidated and the product is indicated as passing the specification.
6.10. If at least one result from analyst A or B is out of specification the OOS is conformed and the batch is rejected, otherwise the original result is invalidated and the material is indicated as passing the specification.
6.11. If the OOS result has been confirmed, QA Director or Manager initiates a cross functional investigation that involves Mfg, Eng/Maintenance, Technical Dept, etc to determine if the cause of the failure was a manufacturing error. The investigation must be completed within 20 days.
6.12. If a manufacturing error is identified, investigation of other batches is required. CA will be proposed.
6.13. If the cause of the failure is not a mfg error, the result is considered not representative for the batch. Based on product history, QA/QU Dir or Manager would make the decision on batch disposition.
6.14. If the OOS Result is not confirmed, QA/QU Dir or Manager will analyze batch records and will make the resolution based on investigation results.
6.15. All results should be recorded and archived.


6.16. Investigation reports should include: steps taken, raw data, supporting documents, findings and explanations, conclusions and recommendations to avoid occurrence of similar deviations in the laboratory.
6.17. The investigation report is reviewed and approved by the laboratory supervisor and QA.






7. ATTACHMENTS
7.1. Attachment – Root Cause for Informal Investigation

Product:
Batch:
Investigation Supervisor: Investigation Analyst: Supervisor:
Laboratory:
Date:


	
Item
	
Yes/No
	
Comment

	Equipment sufficiently equilibrated.
	
	

	Examination of calculations.
	
	

	The right method was used.
	
	

	Method adequately validated.
	
	

	Instruments qualified or calibrated.
	
	

	System suitability test results in specification.
	
	

	Review trends of system suitability test results.
	
	

	Check notebooks for transcription errors.
	
	

	Check worksheets for transcription errors.
	
	

	Cross contamination from previous sample analysis.
	
	

	Check if the sample was representative.
	
	

	Check if operators have been adequately trained
	
	




