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Audit Template
	Audit Title:
Thames Audit on Tumour Marker Service Provision



	Lead Auditor:
Peter West
	Audit date(s):

23rd May 2018

	Please indicate if   Local / Regional / National Audit
Please indicate which hospital & location or region
Regional


	Report Author:
Name: Peter West

Email: peterwest@nhs.net

	Aims of the Audit:
To ascertain the current tumour marker service being provided by laboratories within the Thames Region	


	Audit Method and Outcome(s): Questionnaire sent to laboratories within the Region
1. As expected, most of the more routine tumour markers were assayed on site.
2. Very few laboratories provided a guideline for the appropriate use of tumour markers and when they did exist, Clinical Scientists had an input into their production.
3. Very few laboratories had performed a local audit of their tumour marker service.
4. Most laboratories routinely reviewed their tumour marker requests and as expected these tended to be for those tests referred to another laboratory for analysis.
5. The main reasons for rejecting a request were an inappropriate request and no clinical details given.
6. Most laboratories received tumour marker requests from their Accident and Emergency department and stated their reasons for either accepting or rejecting such requests.
7. All those laboratories who received requests for tumour markers from primary care accepted requests other than PSA.
8. There was some variation as to the availability of tumour markers between laboratories.
9. There was some variation as to how laboratories responded to an urgent request for tumour markers.
10. Most laboratories analysed tumour markers in fluids other than serum or plasma and there was some variation as to what markers were offered and in what fluids.
11. Most laboratories had not validated their method for the measurement of such fluids and some did mention this o their laboratory report.
12. Most laboratories quoted reference ranges for their tumour markers and age-related reference ranges for PSA.
13. Most laboratories did not comment on their laboratory report that reference ranges for tumour markers are not well defined and should be used for guidance purposes only.
14. Most laboratories did not state the method used to measure the tumour marker.
15. Equal numbers of laboratories did or did not comment on their laboratory report regarding the specificity of tumour markers.
16. Most laboratories did not comment on their laboratory report that measurement of tumour markers is not recommended in patients with vague symptoms when the population likelihood of cancer is low and most that tumour markers can be elevated in a variety of non-malignant conditions.
17. Most laboratories did not produce cumulative reports for tumour markers.
18. Most laboratories telephoned tumour marker results and there was some variation as to which markers were telephoned and when.
19. Most laboratories did not have minimum re-test intervals for requesting tumour markers.
20. Most laboratories had not been involved in organising and presenting talks on the appropriate use of tumour markers to clinical and other health professional staff.
21. Most laboratories did not issue recommendations regarding when to collect blood for PSA.
22. As expected, most laboratories had seen a large increase in requests for CA125 since the 2011 NICE guideline for ovarian cancer.
23. There was some variation as to the analyser used to measure tumour markers.








	Audit Recommendations / Standards:
1. Laboratories should wherever possible adopt local guidelines for non-specialists for the most appropriate use of tumour markers and these should be based on nationally or internationally developed evidence-based guidelines.
2. Laboratories should regularly audit their tumour marker service in order to review the requesting pattern and use.
3. Clinical Scientists should demand manage the service to ensure that only the most appropriate requests are processed, in particular those sent to another laboratory for assay.
4. The only requests that should be processed from primary care are PSA in males, CA125 in females and where the GP is following up a patient being treated by a secondary care physician.
5. Where tumour markers are measured in fluids, the report should state that the method has not been validated if this is the case.
6. Laboratories should state the relevant reference range of the tumour marker on the report and emphasise that these are not well defined and only to be used a guidance, that a value below or above the quoted reference range does not exclude or imply the presence of a tumour, that benign conditions may cause a rise, some transient in serum tumour marker levels that may lead to an incorrect interpretation and that factors such as lifestyle, medication and medical intervention can also influence the results and where possible state their method as results from different methods are not necessarily comparable.
7. Tumour marker results should always be interpreted in the context of all available clinical and laboratory information.
8. Laboratories should advise users of the service of factors that can affect the interpretation of tumour marker measurements such a UTI and catheterisation prior to a PSA measurement and that samples are collected at the correct time after a particular procedure such as digital rectal examination.
9. Laboratories should provide guidance on the appropriate frequency of tumour marker measurements eg:by recommending minimum re-test intervals.
10. Requests for tumour markers from Accident and Emergency should be discouraged wherever possible as these are often requested in a patient with vague symptoms. The possible exception would be in a known cancer patient under the care of a secondary care physician.


	Please indicate to whom and when audit presented  &/or circulated&/or published:
	Findings presented at the Thames Audit meeting on 23rd May 2018



	Audit recommendations / standards ratified by … and when:

Ratified at the Thames Audit meeting of 23rd May 2018


	Date of audit report:  7th June 2018


	Audit documents for upload to http://www.acb.org.uk/whatwedo/science/audit.aspx
Please include as attachments with this Audit Summary form if authors and the organising committee would like information to be publicly accessible on the ACB website Audit section.
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Tumour Marker  questionnaire


Tumour Marker questionnaire
Thames



Audit

Group





FEEDBACK FROM LIPID AUDIT

JUNE 2016



1.  Did your laboratory participate in the audit on lipids?	

Yes	☐		No		☐





2.  Did you implement any changes in practice following this audit?

			Yes	☐		No		☐

If yes please indicate what changes were implemented






Thames



Audit

Group





AUDIT ON TUMOUR MARKER SERVICE PROVISION



1. Please complete the following regarding the tumour marker service provided by your laboratory:

		Tumour marker

		Assayed on site

		Assayed within managed network

		Referred

		Not routinely offered



		AFP

		

		

		

		



		HCG

		

		

		

		



		TOTAL PSA

		

		

		

		



		FREE PSA

		

		

		

		



		CEA

		

		

		

		



		CA125

		

		

		

		



		CA15-3

		

		

		

		



		CA19-9

		

		

		

		



		Calcitonin

		

		

		

		



		Her 2-Neu

		

		

		

		



		Inhibin

		

		

		

		



		NSE

		

		

		

		



		Thyroglobulin

		

		

		

		



		S100

		

		

		

		



		Chromogranin A

		

		

		

		



		Placental alkaline phosphatase

		

		

		

		



		SCCA

		

		

		

		



		CYFRA 21-1

		

		

		

		



		Urine 5HIAA

		

		

		

		



		Urine catecholamines/metanephrines

		

		

		

		







Please mention any other marker/markers not listed in the above table.





2. Does your laboratory have an oncology unit on site?

a. Yes

b. No



3. Does your laboratory produce a guideline for the appropriate use of tumour markers?

a. Yes

b. No

If yes, please provide a copy of your guideline.

If yes, which of the following professional groups contributed to the guideline:

Oncologists

Gastroenterologists

Endocrinologists

Urologists

Radiologists

Haematologists

Chemical Pathologists

Clinical Scientists

General Practitioners

Others-please state

Which organisations were considered when devising your local guideline eg: ACB, ASCO, NICE, SIGN, ACBI, EGTM?



Is your guideline readily available for junior doctors and other health care professionals?

a. Yes

b. No

c. N/A

If yes, where is it available eg: Trust intranet, handbook?



Do representatives from the laboratory meet regularly with the relevant clinicians to review the guideline?

a. Yes

b. No

c. N/A



4. Does your laboratory perform a local audit of the tumour marker service?

a. Yes

b. No

             If yes, how often is this done?



5. Does your laboratory routinely review any tumour marker requests?

a. Yes

b. No

If yes, which markers are reviewed?

Which staff members assess the appropriateness of the request?

Chemical Pathologist

Specialist Registrar

Clinical Scientist (and grade)

Biomedical Scientist (and grade)

Other-please state

What are the most common reasons for rejecting a request?

6. Are requests for tumour markers ever sent from Accident and Emergency?

a. Yes

b. No

               If yes, under what circumstances are they accepted?

        

               If they are not accepted, how do you respond to such a request?



7. Are requests for tumour markers restricted to particular grades of staff?

a. Yes

b. No

               If yes, which staff are not generally permitted to make a request?



8. Does your laboratory generally accept requests from primary care for tumour markers (apart from PSA)?

a Yes

b No

If yes, which markers are accepted and under what circumstances?



9. Please state the availability of tumour markers in your laboratory?

Monday to Friday (core hours)

Weekends(daytime)

All day and night (24/7)

      

10. How does your laboratory respond to an urgent request for a tumour marker and which markers are provided urgently?



11. Does your laboratory ever measure tumour markers in cyst fluid, pleural fluid or CSF?



a. Yes

b. No

If yes, which markers are measured and in which fluid?



12. Has your laboratory validated your method for the measurement of these fluids?

a. Yes

b. No



13. Does your laboratory report reference ranges for each tumour marker on the report?

a. Yes

b. No



Are age-related reference ranges quoted for PSA?

a. Yes

b. No



14. Does your laboratory report comment that reference ranges for tumour markers are not well defined and should be used for guidance purposes only?

a. Yes

b. No



15. Does your laboratory report state the method used to measure the tumour marker?

a. Yes

b. No



16. Does your laboratory report comment regarding specificity of tumour markers ie: that no single tumour markers in current use is specific for malignancy?

a. Yes

b. No



17. Does your laboratory report comment that measurement of tumour markers is not recommended in patients with vague symptoms when the population likelihood of cancer is low?

a. Yes

b. No



18. Does your laboratory report comment that tumour markers can be elevated in a variety of non-malignant conditions?

a. Yes

b. No



19. Does your laboratory produce cumulative reports for tumour markers?

a. Yes

b. No

               If yes, for which tumour markers are they produced?





20. Are cumulative graphs from referral centres made available to the clinician?

a. Yes

b. No



21. Does your laboratory ever telephone tumour marker results?

a. Yes

b. No

               If yes, which markers are telephoned and under what circumstances?



22. Does your laboratory have minimum test intervals for requesting tumour markers?

a. Yes

b. No

               If yes, please state for which markers and the minimum test interval.



23. Has your department been involved in organising and presenting talks on the appropriate use of tumour markers to clinical and other health professional staff?

a. Yes

b. No

              If yes, please state the groups of staff that this has been presented to.





24. Does your laboratory issue recommendations when blood should be collected for PSA following procedures such as digital rectal examination, following rigid cystoscopy etc?

a. Yes

b. No

If yes, please state what recommendations are issued?









25. Has your laboratory seen a significant (>20%) increase in requests from primary care for CA125 since the publication of the April 2011 NICE guideline on Ovarian Cancer, the recognition and management(CG122) recommending the measurement of CA125 in primary care patients with symptoms suggestive of ovarian cancer to aid detection at an earlier stage?

a. Yes

b. No



26. Please state the manufacturer and analyser used by your laboratory to measure tumour markers





Name of your Trust:

a. Teaching hospital

b. Linked to a teaching hospital

c. Non-teaching hospital

d. Tertiary Centre

e. Part of a managed network.

Thank you very much for completing this questionnaire.

Please e mail your findings to: peterwest@nhs.net



[bookmark: _GoBack]The findings will be presented at the next Thames Audit meeting (Wednesday 23rd May 2018)



Peter West

Honorary Consultant Biochemist

North Middlesex University Hospital NHS Trust
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Result of tumour marker audit 23.05.18
Thames Audit on tumour marker service provision

Peter West

Honorary Consultant Biochemist

North Middlesex University Hospital NHS Trust

Presented 23rd May 2018





Responses to the audit questionnaire and whether the Trust was a teaching hospital, linked to a teaching hospital, non-teaching hospital, tertiary centre or part of a managed network.

There were a total of 20 responses to the questionnaire.

Teaching hospital							3

Teaching hospital + tertiary centre						1

Non-teaching hospital							4

Linked to a teaching hospital  +part of a managed network			1

Linked to a teaching hospital						3

Tertiary centre								1

Non-teaching hospital + part of a managed network				2

Teaching hospital +tertiary centre+ part of a managed network			1

Part of a managed network						3

One Trust of two District General Hospitals that are also teaching

     hospitals with the laboratories technically integrated				1











Question 1-The tumour marker service provided by the laboratories 





Responses to question 1

For Her 2 Neu, one of the two laboratories  which mentioned that the assay was performed on site stated  that this was performed in cellular pathology and the second laboratory stated that this was performed in immunology and for the laboratory that mentioned that the assay was performed within the managed network stated  that it was performed in histopathology.

Other markers not listed in the table included the following:

Assayed within the managed network: Plasma metanephrines, plasma catecholamines, urine steroid profile, serum free light chains.

Assays referred: HCG referred to Charing Cross Hospital for trophoblastic disease, gut hormones,3 MT, chromogranin B,VMA,PTH related peptide, lactate dehydrogenase, serum free light chains.

Assayed on site: serum and urine protein electrophoresis, paraprotein quantitation.





Question 2-Does your laboratory have an oncology unit on site?





Yes	No	17	3	Yes	No	





Question 3a-Does your laboratory produce a guideline for the appropriate

                    use of tumour markers?





Yes	No	4	16	





Responses to question 3a 

We are a cancer specialist hospital so there are wide ranging and specialised reasons for the use of tumour markers.

Interpretive/advisory comments are provided with some tests using the electronic patient record and in addition, clinicians are encouraged to contact the Duty Biochemist if they have further queries. A brief overview of individual tumour markers is also available on the Viapath website which is available to the public and requesting clinicians.

http://www.nhspathology.fph.nhs.uk/Documents/Tumour%20markers.pdf- Response of one laboratory who do not provide a guideline but refer to this website.

Guidance provided  in our Pathology User Guide and includes a general section on tumour markers in terms of their specificity, use as screening tests and their main use in monitoring treatment and detection of recurrence , a section on conditions that can affect CA125 and a reference to the April 2011 NICE guideline on the use of CA125 in ovarian cancer and a section on the clinical utility of other tumour markers such as AFP,HCG,CEA,CA19-9 and CA15-3.









Question 3b-If your laboratory produces a guideline, which professional groups

                      contributed to the guideline(and the organisations considered when

                      devising the guideline)?

          

ESMO  European Society for Medical Oncology

ISSTD  International Society for the Study of Trophoblastic Disease

NACB  National Academy of Clinical Biochemistry

EGTM  European Group for Tumour Markers

RCOG  Royal College of Obstetrics and Gynaecology

ACB and NICE

 





Question 3c-Is your guideline readily available for junior doctors and other health professionals?

Four of the laboratories  produce  a local guideline.

The availability of the guideline is as follows:

ESMO,ISSTD and RCOG websites

NHS pathology website: http://www.nhspathology.fph.nhs.uk/Documents/Tumour%20 markers.pdf

Trust internet

Trust internet plus Pathology Handbook







Question 3d-Do representatives from the laboratory meet regularly with the relevant clinicians to review the guideline?

There were a total of two responses:

EOTTD(European Organisation for the Treatment of Trophoblastic Disease) hosts annual meetings in which use of HCG in management of trophoblastic disease is discussed. We are in the process of preparing guideline for European clinicians.

The guideline is reviewed when required eg:new NICE guidance issued.









Question 4a-Does your laboratory perform a local audit of  the tumour marker service?





Yes	No	4	16	





Question 4b-How often is this done?

There were seven responses and were as follows:

We do not but a quality improvement project was conducted in July 2017 including audit.

We are planning to do one soon.

This is carried out three times a year.

This  not planned ahead but was conducted recently.

CA15-3 and CA19-9 are audited but not regularly.

This is sometimes carried out on an ad hoc basis in response to guidelines, change in practice, non-conformities and clinical colleague request.

This is performed when needed.

 







Question 5a-Does your laboratory routinely review any tumour marker requests?





Yes	No	14	6	Yes	No	





Question 5b- Which markers are reviewed?

Any  referred to external laboratories –mentioned by a total of eight laboratories.

Thyroglobulin,calcitonin,free PSA.

All GP requests for CA19-9,AFP,CEA and all referred tests. All inpatients and outpatients get tumour marker requests automatically done.

CA15-3 which is referred to a different laboratory within the network.

AFP,CA19-9,CA15-3 and all referred 

CEA,CA19-9,PSA(demand management applies to reduce duplicates)CA15-3

We do not review these as we are a specialist cancer hospital and  performed 90,000 tests last year. We feel that we are doing too many but it is impossible to vet.







Question 5c-Which staff members assess the appropriateness of the request?

Consultant Chemical Pathologist

Clinical Scientist-ranged from Band 7 to 9

Clinical Scientist-any grade and trainees under supervision

Biomedical Scientist Band 7 when the Consultant is away

Trainee Health Care Scientist under supervision

AP according to agreed guidance





Question 5d-What are the most common reasons for rejecting a request?

Inappropriate request.

Inappropriate, wrong request, requesting in short time.

Inappropriate use of particular markers for diagnosis rather than monitoring a known cancer eg:thyroglobulin,inhibin B,CA15-3 as well as multiple markers requested for diagnosis without relevant imaging.

Inappropriate request eg:free PSA requested when the total PSA is normal.

Requesting a referral CA15-3 based on unconvincing clinical indication.

No clinical indication or relevant information provided in clinical details/test not routinely offered.

Wrong gender such as PSA in females,CA125 in males,CA15-3 when ordered in patients with no history of breast cancer.

Requested as a screen with no specific clinical findings, no clinical details provided.

No clinical details, duplicate request.

No clinical details or requests from outside oncology/gynaecology.

Diagnosis and screening.









Question 6a-Are requests for tumour markers ever sent from Accident

                    and Emergency?

One hospital was a tertiary referral cancer specialist hospital and so has no Accident

and Emergency department.





Yes	No	16	3	





Question 6b-Under what circumstances are they accepted?

Usually all tests are accepted without vetting-mentioned by six laboratories.

They are not vetted so none are rejected but a comment is added to the results of inappropriate requests.

All tumour marker requests conducted in house are accepted eg:AFP,CEA,HCG,CA125,PSA

    CA19-9,CA15-3.

Markers tested for in house are accepted and not vetted but may be commented on during the authorisation process. Markers for referral are vetted prior to sending and their acceptance dependent om relevant clinical information/clinical indication provided on the request form.

If a known cancer patient.

For those that are referred and sent if request indicated.

For those that are referred.

Analysed on request and only vetted if they require referral for analysis.







Question 6c-If they are not accepted, how do you respond to such a request?

We issue a report indicating that the test has been rejected and the reason and store the sample for one month to allow the clinician to challenge.

We store the sample in the freezer and provide the following comment: "This assay is not part of the agreed protocol for Accident and Emergency. The sample will be stored for five days”.

Comment appended to the report- mentioned by two laboratories.

Samples are rejected with an explanatory comment and stored for one month. Requests can be reinstated if required following discussion with the Duty Biochemist.

Use of appropriate coded comments appended to the request result indicating what test has been rejected and the reason why it has been rejected. Where appropriate, a comment may also be added to indicate whether the sample will be stored, how long for and how to contact the Duty Biochemist should further discussion regarding the test be required.

Referral tests are first referred to the Duty Biochemist or Consultant Biochemist.





Question 7-Are requests for tumour markers restricted to particular grades 

                   of staff?





Yes	No	0	20	





Question 8a-Does your laboratory generally accept requests from primary care for

                      tumour markers (apart from PSA)?

One hospital was a tertiary referral cancer specialist hospital so does no GP work





Yes	No	19	0	Yes	No	





Question 8b-Which markers are accepted and under what circumstances?

In house tests would be run without vetting. Referral requests vetted as from hospital locations.

CA125 under any circumstances. All tumour markers are available to GPs for those patients known to have a diagnosed malignancy and the tumour marker is being used for monitoring purposes.

No vetting of tumour markers analysed in house or within the managed network(CA125,AFP,CEA,

    CA19-9,LDH,HCG)mainly due to lack of order comms.

All in house tumour markers are accepted with PSA,HCG and CA125 the most commonly received. When requested, a comment appears asking the requestor to contact the laboratory to discuss the appropriateness of the test prior to ordering.

CA125,urine metanephrines, urine 5HIAA,AFP,HCG,CEA.

CA125 always accepted. Others may be accepted if known cancer patient or appropriate clinical details such as a request for urine metanephrines in a young hypertensive patient.

Those markers tested for routinely in network are not vetted and automatically accepted. Inappropriate use may be commented upon during authorisation process and non- routine tumour test requests are vetted prior to sending.







Question 8b-Which markers are accepted and under what circumstances?

CEA,CA125,CA19-9.

All accepted-two laboratories

In house markers or referred markers if clinically appropriate.

Any tumour markers analysed in house accepted without vetting. Those referred are vetted.

All  CA125 requests accepted.CEA,CA19-9 and AFP and all referred markers are vetted.

Tests analysed on site not vetted. Appropriate comments may be added to the result by the Duty Biochemist at authorisation eg: Multiple tumour markers are rarely of value in any attempt to identify a primary cancer or the presence of secondaries, tumour markers are not diagnostic and are of most use in monitoring response to treatment and early detection of relapse. Normal values do not exclude malignancy and raised values can be found in benign conditions. For tests sent away to hub laboratory or outside network, the Clinical Scientist vets these to ensure appropriate.

All in house tests.

CA125,CA15-3,CA19-9,CEA accepted under any circumstances.

No specific vetting. Some referred tests may get stopped.











Question 9-Please state the availability of tumour markers in your laboratory





Monday to Friday(core hours)	Weekends(daytime)	All day and night(24/7)	9	3	7	





Responses to question 9

Most assays with the exception of PLAP,inhibin assays as they are batched. HCG assayed 24/7.

Only HCG  assayed 24/7.

Abnormal results are only validated and released during Duty Biochemist hours. If BMS staff encounter abnormal results out of hours they are encouraged to communicate this with the Clinical Biochemistry Consultant on call.

The majority of markers tested for in the network are run 24/7 with the exception of those run in the SAS Peptide Hormones Lab(thyroglobulin)which offers a core hours service only. Referral tests may be requested 24/7 but their referral depends on review prior to sending-this is a core hours service. Running of assays at referral laboratories is dependent on their working hours.

AFP,HCG,PSA,CA125 are run Monday to Friday 9am to midnight and there is no service provision at weekends or outside of these times. Urine and plasma metanephrines, urine 5HIAA,calcitonin,S100,CA19-9,NSE,thyroglobulin and chromogranin A only provided in batch analysis Monday to Friday.









Further responses to question 9

The assays are batched and done three times a week.

All markers are assayed Monday to Friday core hours, all non-vetted requests for all in house tumour markers are run 24/7.

AFP,CEA,CA125,CA19-9 are generally batched twice a week but can be run urgently(same day)if deemed by Duty Biochemist to be clinically required. Total PSA and HCG are run 24/7.







Question 10-How does your laboratory respond to an urgent request for a tumour marker and which markers are provided urgently?

All tumour markers performed on site should be reported in a short space of time.All results are auto-authorised except results over the measuring range or clinically relevant that are interpreted and authorised by the Clinical Scientist case by case.Tumour markers may be phoned to the clinician if the Duty Biochemist considers that a clinically significant result may be unexpected or may require urgent action.

All tumour markers assayed on site are available urgently upon request.

Any of the tumour markers run on site can be measured urgently if deemed necessary by discussion with the Duty Biochemist.Total PSA and HCG are run 24/7.

All in house tumour markers can be provided urgently following discussion with the Clinical Scientist or Duty Biochemist.Referred tumour markers could be provided urgently following discussion with a Clinical Scientist or Duty Biochemist and the referral laboratory to determine the turnaround time.

This has not happened but would have to telephone the Consultant on call.





Question 10-How does your laboratory respond to an urgent request for a tumour marker and which markers are provided urgently?

The request would be passed on to the on call Consultant and offered if agreed by the Consultant but such requests are rare.

Results are run 24/7.

Urine or plasma metanephrines may be processed urgently.

All would get run.

Urgent requests are often not received, especially where the markers are for monitoring and not diagnosis. Exceptions such as metadrenalines/VMA may be phoned ahead to arrange an accelerated turnaround time at the referral laboratory where possible.

PSA,CA125,CA19-9,CEA,AFP,LDH and HCG are all run on the routine analyser and urgent requests are prioritised if contacted by telephone and clinically indicated.CA15-3 is also available.However,this assay is performed at the hub site laboratory.





Question 10-How does your laboratory respond to an urgent request for a tumour marker and which markers are provided urgently?

We respond on a case by case basis.

We  would expedite if required or appropriate.

Urgent requests for tumour markers are treated the same as other urgent requests and these should be processed within 1-4 hours after venesection. Accident and Emergency requests should be completed within an hour.

This would be by arrangement with the Duty Biochemist.

This would be on a case by case basis and if the request is between 8am and midnight then we would try to accommodate it.

Any urgent request must be discussed with the Clinical Scientist or Chemical Pathologist.

Any requests marked as urgent would join the urgent workstream, in house tumour markers not being singled out so would be processed urgently. Referral tumour markers are not provided urgently unless the clinician contacts the laboratory directly and discusses with a clinical member of staff.

Only HCG would be run urgently.







Question 11a-Does your laboratory ever measure tumour markers in cyst fluid,

                      pleural fluid or CSF?





Yes	No	11	9	





Question 11b-Which markers are measured and in which fluid?

Test codes are available to request fluid CEA,CA19-9 and do not specify what type of fluid is required.

CA19-9 for fluids and CSF S100

CSF HCG,AFP,PLAP,Cyst fluid CA19-9,CEA and pleural fluid CEA.

Pleural fluid CEA,CA15-3 and CA19-9.

In the past we measured CEA and CA19-9 in pancreatic cyst fluid but have not received a request for this recently.

Cyst fluid CA19-9 and CSF HCG and AFP.

Peritoneal fluid CEA,AFP and HCG with CSF CEA,AFP and HCG sent to a referral laboratory with a validated method.

Cyst fluid CA19-9 and CEA but extremely rarely requested.

Pleural and cyst fluid CA125 and CA19-9.









Question11b-Which markers are measured and in which fluid?

Most markers in most fluids at some point or other.

CSF HCG and AFP,pleural fluid LDH,pancreatic cyst fluid CEA and CA19-9 and cranial cyst fluid HCG.

We will be introducing pancreatic cyst fluid CEA in the near future.

These are referred  for analysis if requested.

We  would refer these to another laboratory.





Question 12-Has your laboratory validated your method for the measurement

                      of these fluids?











Yes	No	Not applicable	4	14	2	





Responses to question 12

We  append a comment saying “this assay has been validated for serum but not fluid. Interpret with caution.”

We make the comment-dilutional linearity for all except pleural fluid.However,UKAS disclaimer added to requests.

A comment is appended to reports to notify users that the test has not been validated.

We are currently doing this.

It is not validated.

We would explain on every report that the method is not validated and that the results should be interpreted with caution and that these tests are not under the scope of the UKAS accreditation.







Question 13a-Does your laboratory report reference ranges for each tumour marker

                        on the report?





Yes	No	18	2	





Question 13b-Are age-related reference ranges quoted for PSA?

One hospital was a tertiary referral cancer specialist hospital so does no

GP work





Yes	No	15	4	Yes	No	





Response to question 13b

One laboratory makes  the following comment on their PSA report-A range of 0.5 to 4.0 ug/l is considered normal although does not absolutely exclude a localised prostatic cancer.PSA is raised in other conditions eg:BPH,prostatis,prostatic infarction,urinary tract infection,urethral catheterisation,retention of urine,transurethral resection of the prostate(TURP) and prostate biopsy.A rise of >20%/year requires referral for further investigation.





Question 14-Does your laboratory report comment that reference ranges for tumour

                      markers are not well defined and should be used for guidance purposes only?





Yes	No	3	17	





Responses for question 14

This is for CA15-3.

We have interpretive comments based on NICE guidelines and recent publications that are appended by the Clinical Scientist.

We put out a comment for PSA-”normal PSA does not exclude prostate cancer and please note that a different reference range applies to patients during or after treatment for prostate cancer” and above reference range comments for PSA include “?BPH,prostatitis or prostate cancer”









Question 15-Does your laboratory state the method used to measure the

                      tumour marker?





Yes	No 	3	17	Yes	No 	





Responses to question 15

The method for each assay is found on the pathology website.

We do this for both CA15-3 and CA19-9.





Question 16-Does your laboratory report comment regarding specificity of

                     tumour markers ie:that no single tumour marker currently in use

                     is specific for malignancy?





Yes	No	10	10	Yes	No	





Responses to question 16

This is only as an automatic coded comment for some markers.

A comment is added when request appears to be for screening by requesting multiple tumour markers.

A comment is added as appropriate by the Duty Biochemist.

This is only the case for CA15-3.

This comment is not automatically added but can be appended by the Duty Biochemist to the result if appropriate-”tumour markers are not diagnostic and are of most use in monitoring treatment and early detection of relapse. Normal values do not exclude malignancy and raised values can be found in benign conditions.” Additionally, comments added by the Duty Biochemist for CA125 as per NICE guidelines are as follows:







Responses to question 16

CA125>35 kIU/L may be indicative of ovarian cancer and should be followed by U/S of abdomen and pelvis. PLEASE NOTE:A raised CA125 may be caused by many other conditions, both malignant and benign and a CA125< 35 kIU/L does not exclude ovarian cancer. Assess symptomatic patients for other clinical causes of symptoms. If symptoms persist, arrange for follow up 6/52 after the normal test.

We do if we do not analyse the sample. Typically assays are not provided unless a malignancy is already diagnosed and it is for monitoring prognosis. If an assay is not provided, the sample is stored and the following comment issued on a report” Coded comment@TM1:Tumour markers are not useful as screening tests as they are not specific of malignancy and can be raised in many benign conditions. If on review there are any other indications and the test is considered to contribute to patient care, please contact the laboratory. Sample will be kept for two weeks”.

This information is provided on the guidance information for appropriate use of tumour markers available on the website.





Question 17-Does your laboratory report comment that measurement of tumour

                     markers is not recommended in patients with vague symptoms when the

                     population likelihood of cancer is low?





Yes	No	3	17	





Responses to question 17

 Sometimes reflective comments are added to specific requests.

Tumour markers except CA125,PSA,HCG,AFP,LDH are only provided for patients with a known malignancy diagnosis. If it is not provided then a comment is added.

Comments are added as appropriate by the Duty Biochemist.

Not routinely but may be added as a comment if test reviewed.

 





Question 18-Does your laboratory report comment that tumour markers can be

                      elevated in a variety of non-malignant conditions?





Yes	No	9	11	





Responses to question 18

Comments are added as appropriate by the Duty Biochemist.

Only as an automatic comment for some markers.

For CA125 there is a coded comment but for other markers there is no automatic comment and that results may be ambiguous depending on the clinical presentation.

If a sample is not analysed then a comment is provided.

Sometimes reflective comments would be added to specific requests.





Question 19-Does your laboratory produce cumulative reports for tumour markers?





Yes	No	5	15	





Responses to question 19

The electronic patient record provides a function which enables clinicians to view results for a specific test in graph/cumulative format.However,we do not offer a specific programme/format which gives a cumulative report, only that manipulation is possible on the electronic patient record.

We do this for all tumour markers.

Users can look for cumulative results.

Trend graphs are available on EPR.

Paper reports do not but when electronically viewed in ICE a graph and cumulative table can easily be created.

Not specifically but we can generate them .









Question 20-Are cumulative graphs from referral centres made available to

                      the clinician?





Yes	No	5	15	





Responses to question 20

We do not receive these from the referral centre.

These are received rarely for HCG from Charing Cross.

On occasion, seen reported by referral laboratory for HCG.





Question 21-Does your laboratory ever telephone tumour marker results?





Yes	No	16	4	





Responses to question 21

This is at the discretion of the Duty Biochemist and often results are phoned due to new findings.

AFP and PSA appear on the Duty Biochemist’s queue and abnormal results are telephoned to alert the clinician, especially if no previous evidence of malignancy has been reported. Abnormal results for other markers are also brought to the attention of the Duty Biochemist before being released and telephoned if appropriate.

All tumour markers that are considerably raised for the first time in patients with no previous cancer diagnosis or symptomatic or from GP requests are telephoned.

This is at the discretion of the signer.

This is for urgent requests for HCG or if requested by the referral centre.





Responses to question 21

This is at the Chemical Pathologist/Clinical Scientist’s discretion.

This is at the discretion of the Duty Biochemist eg:a very high initial result or where there has been a significant increase in concentration from the previous result. Commonly phoned/e mail significant changes in paraprotein concentration.

AFP in paediatrics.

Very high levels when measured for the first time in a patient that would appear to be unexpected. Large increases in some tumour markers in known malignancies.

Serum/urine protein electrophoresis, urine 5HIAA and urine metanephrines.

Not as a rule but if it is an unknown patient and requested by a GP and was very high then it may be phoned to facilitate a quick referral.











Responses to question 21

Large changes in tumour  markers or a very high level with no previous tumour marker results may be communicated to the clinical teams at the discretion of the Duty Biochemist.

Very occasionally if extremely high unexpected level obtained on GP patient sample at the discretion of the Duty Biochemist.

When the patient has presented for the first time and they are raised or when there has been a significant shift.

Any tumour marker may be phoned at the discretion of the Duty Biochemist.

Urine/ plasma  metanephrines and urine 5HIAA which were obviously pathological and in otherwise unknown patients and potentially any clearly raised PSA or CA125 results requested from GPs.

 





Question 22-Does your laboratory have minimum test intervals for requesting

                      tumour markers?





Yes	No	5	15	





Responses to question 22

30 days for CA125,CA 15-3,CA19-9,CEA and PSA.

Advice on frequency of testing is outlined in available use of tumour markers on the NHS pathology website.

7 days for CA125,CEA,PSA with other tumour markers vetted by the Duty Biochemist and so assessed on a case by case basis.

Not routinely but may add comment if test reviewed.

We follow the ACB 2013 guidelines on National minimum retesting interval project.

PSA to reduce unnecessary duplicate requests(two months)





Question 23-Has your department been involved in organising and presenting talks

                      on the appropriate use of tumour markers to clinical and other health

                      professional staff?











Yes	No	2	18	





Responses to question 23

GPs,RPCPath training days, oncologists/nurses attending ISSTD and EOTTD(European Organisation for the Treatment of Trophoblastic Disease)conferences.

Not in recent years.

One of the Consultant Oncologists has given talks within the pathology department.







Question 24-Does your laboratory issue recommendations when blood should be

                     collected for PSA following procedures such as digital rectal examination,

                      following rigid cystoscopy etc?

One hospital was a tertiary referral cancer specialist hospital so does no GP

 work





Yes	No	4	15	





Responses to question 24

 Levels of PSA may be raised by bacterial prostatitis,DRE,needle biopsy or ejaculation up to 48 hours before testing.

 We recommend collecting before the procedure. If prior collection is not possible then recommend at least 3 days post DRE/cystoscopy or two weeks post biopsy or surgery.

Urological manipulations affect PSA levels and if possible the sample should be taken before the procedure and listed the effects of DRE/prostate massage,ejaculation,TURP/needle biopsy,ultrasound and cystoscopy and mentioning to wait at least six weeks before taking a sample for PSA after TURP/needle biopsy.

This is mentioned in the Pathology User Guide on the hospital intranet and detailed information regarding interpretation of different levels of PSA,conditions where PSA may be raised and to wait at least six weeks after prostate biopsy or TURP before taking a sample and that DRE provides the cornerstone of the physical assessment of prostatic disease and all those with abnormal DREs be referred to a urologist.







Question 25-Has your laboratory seen a significant(>20%)increase in requests

                      from primary care for CA125 since the publication of the April 2011

                      NICE guideline on Ovarian Cancer?

One hospital was a tertiary referral cancer specialist hospital so does no GP work





Yes	No	Unsure	15	2	2	





Question 26-Please state the manufacturer and analyser used by your laboratory to measure tumour markers

Abbott

Roche Cobas 8000 e 602 electrochemiluminescence immunoassay-7

Siemens Centaur and Perkin Elmer DELFIA

JASCO for 5HIAA and catecholamines and Beckman for all others

Abbott Architect and Beckman Access

Beckman Coulter DXI 800

Abbott Architect for AFP,CEA,CA125,CA19-9,CA15-3,PSA,free PSA,SCC ,Abbott Architect,in house RIA and Immulite 2000 for HCG,Immulite 2000 for thyroglobulin,Liaison XL for calcitonin and S100,Roche Cobas for NSE

Siemens Centaur,DiaSorin Liaison,Siemens Immulite ,Ultimate 3000 HPLC for urine metanephrines and HIAA,TSQ Vantage LC-MS/MS for plasma metanephrines

Roche Cobas e601











Question 26-Please state the manufacturer and analyser used by your laboratory to measure tumour markers

Siemens ADVIA Centaur XP and Siemens Immulite 2000 for thyroglobulin

Roche E801 for CA125,PSA,CA19-9,CEA,CA15-3 and HCG and Brahms Kryptor for AFP.

Roche modular Cobas e 601 immunoassay,Sebia Capillarys and Hydrasys and in house LC-TMS

Siemens Centaur XP

Beckman DXI for PSA,Beckman DXI and Access for HCG,Roche E411 for CA19-9,CA125,CEA and AFP.CA15-3 to be harmonised on Beckman platform.







Summary-1

As expected, the majority of the more routine tumour markers were assayed on site.

Very few laboratories produced a guideline for the appropriate use of tumour markers and where they did exist, Clinical Scientists had an input into their production.

Very few laboratories had performed a local audit of their tumour marker service.

The majority of laboratories routinely reviewed their tumour marker requests and as expected these tended to be for those tests referred to another laboratory for analysis.

The main reasons  for rejecting a request were an inappropriate request and no clinical details provided.

The majority of laboratories received tumour marker requests from their Accident and Emergency department and stated their reasons for either accepting  or rejecting such requests.

All those laboratories who received requests for tumour markers from primary care accepted requests other than PSA.

There was some variation as to the availability of tumour markers between laboratories.





Summary-2

There was some variation as to how laboratories responded to an urgent request for tumour markers.

Most of the laboratories analysed tumour markers in fluids other than serum or plasma and there was some variation as to what markers were offered and in what fluids.

However, the majority of laboratories had not validated their method for the measurement of such fluids and some did mention this on their laboratory report.

The majority of laboratories quoted reference ranges for their tumour markers and age-related reference ranges for PSA.

The majority of laboratories did not comment on their laboratory report that reference ranges for tumour markers are not well defined and should be used for guidance purposes only.

The majority of laboratories did not state the method used to measure the tumour marker.

Equal numbers of laboratories did or did not comment on their laboratory report regarding the specificity of tumour markers.

















Summary-3

The majority of laboratories did not comment on their laboratory report that measurement of tumour markers is not recommended in patients with vague symptoms when the population likelihood of cancer is low and most that tumour markers can be elevated in a variety of non-malignant conditions.

The majority of laboratories did not produce cumulative reports for tumour markers.

The majority of laboratories telephoned tumour marker results and there was some variation as to which markers were telephoned and when.

The majority of laboratories did not have minimum test intervals for requesting tumour markers.

The majority of laboratories had not been involved in organising and presenting talks on the appropriate use of tumour markers to clinical and other health professional staff.

The majority of laboratories did not issue recommendations regarding when to collect blood for PSA.

As expected, the majority of laboratories had seen a large increase in requests for CA125 since the 2011 NICE guideline for ovarian cancer.

There was some variation as to the analyser or analysers used to measure tumour markers.
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Tumour marker  Assayed  on site  Assayed  within  managed  network  Referred  Not  routinely  offered  


AFP  18  3    


HCG  18  1  3   


TOTAL PSA  18  3    


FREE PSA  4   4  11  


CEA  18  3    


CA125  18  3    


CA15 - 3  12  7  2   


CA19 - 9  17  4    


CALCITONIN  4  4  13   


HER 2 NEU  2  1  3  14  


INHIBIN  1   18  1  


NSE  3   10  6  


THYROGLOBULIN  5  6  10   


S100  2  1  8  9  


CHROMOGRANIN A  2  2  16   


PLACENTAL ALKALINE PHOSPHATASE  1  1  11  7  


SCCA  1   4  15  


CYFRA 21 - 1    2  18  


U5HIAA  7  5  9   


URINE  CATECHOLAMINES/METANEPHRINES  6  6  10   
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Professional groups  involved in the guideline  production  Number  


Oncologists and Clinical  Scientists  1  
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			Professional groups involved in the guideline production


			Number





			Oncologists and Clinical Scientists


			1





			Chemical Pathologists and Clinical Scientists


			1





			Oncologists, Chemical Pathologists and Clinical Scientists


			2








[bookmark: _GoBack]




Microsoft_Excel_Worksheet3.xlsx

Sheet1


			Yes			4


			No			16








Yes	No	4	16	













Microsoft_Excel_Worksheet4.xlsx

Sheet1


			Yes			14


			No			6





Yes	No	14	6	Yes	No	













oleObject3.bin



Microsoft_Excel_Worksheet5.xlsx

Sheet1


			Yes			0


			No			20








Yes	No	0	20	













oleObject4.bin



Microsoft_Excel_Worksheet6.xlsx

Sheet1


			Monday to Friday(core hours)			9


			Weekends(daytime)			3


			All day and night(24/7)			7





Monday to Friday(core hours)	Weekends(daytime)	All day and night(24/7)	9	3	7	













Microsoft_Excel_Worksheet7.xlsx

Sheet1


			Yes			11


			No			9





Yes	No	11	9	













Microsoft_Excel_Worksheet8.xlsx

Sheet1


			Yes			4


			No			14


			Not applicable			2





Yes	No	Not applicable	4	14	2	













Microsoft_Excel_Worksheet9.xlsx

Sheet1


			Yes			4


			No			14


			Not applicable			2


























Yes	No	Not applicable	4	14	2	













Microsoft_Excel_Worksheet10.xlsx

Sheet1


			Yes			18


			No			2





Yes	No	18	2	













oleObject5.bin



Microsoft_Excel_Worksheet11.xlsx

Sheet1


			Yes			3


			No			17





Yes	No	3	17	













Microsoft_Excel_Worksheet12.xlsx

Sheet1


			Yes			3


			No 			17





Yes	No 	3	17	Yes	No 	













Microsoft_Excel_Worksheet13.xlsx

Sheet1


			Yes			10


			No			10





Yes	No	10	10	Yes	No	













Microsoft_Excel_Worksheet14.xlsx

Sheet1


			Yes			3


			No			17





Yes	No	3	17	













Microsoft_Excel_Worksheet15.xlsx

Sheet1


			Yes			9


			No			11





Yes	No	9	11	













Microsoft_Excel_Worksheet16.xlsx

Sheet1


			Yes			5


			No			15





Yes	No	5	15	













Microsoft_Excel_Worksheet17.xlsx

Sheet1


			Yes			5


			No			15





Yes	No	5	15	













Microsoft_Excel_Worksheet18.xlsx

Sheet1


			Yes			16


			No			4





Yes	No	16	4	













Microsoft_Excel_Worksheet19.xlsx

Sheet1


			Yes			5


			No			15





Yes	No	5	15	













Microsoft_Excel_Worksheet20.xlsx

Sheet1


			Yes			2


			No			18





Yes	No	2	18	













Microsoft_Excel_Worksheet21.xlsx

Sheet1


			Yes			2


			No			18





Yes	No	2	18	













oleObject6.bin



Microsoft_Excel_Worksheet22.xlsx

Sheet1


			Yes			15


			No			2


			Unsure			2





























Yes	No	Unsure	15	2	2	















Thamesauconreas ke e
roveon
HororeyComme B
ooy N T
Premizv 225





image5.emf
Tumour Marker  Standards May 2018


Tumour Marker Standards May 2018
Standard setting for the provision of a tumour marker service







Standard setting-1

Laboratories should, wherever possible adopt local guidelines for non-specialists for the most appropriate use of tumour markers and these should be based on nationally or internationally developed evidence based guidelines.

Laboratories should regularly audit their tumour marker service in order to review the requesting patterns and use.

With an increasing number of requests for tumour markers, Clinical Scientists should demand manage the service to ensure that only the most appropriate requests are processed, in particular those that are sent to another laboratory for assay.

The only requests that should be processed from primary care are PSA in males,CA125 in females and where the GP is following up a patient being treated by  a secondary care physician.

Where tumour markers are measured on fluids, the report should state that the method has not been validated if this is the case.





Standard setting-2

Laboratories should state the relevant reference range of the tumour marker on the report and emphasise that these are not well defined and only to be used as guidance, that a value below or above the quoted reference range does not exclude a tumour or imply that a tumour is present, that benign conditions may cause rises, some transient, in serum tumour marker levels that may lead to an incorrect interpretation and that factors such as lifestyle, medication and medical investigation and intervention can also influence the results and where possible should state their method as results from different methods are not necessarily comparable.

Tumour marker results should always be interpreted in the context of all available clinical and laboratory information.

Laboratories should advice users of the service of factors that can affect the interpretation of tumour marker measurements eg:UTI and catheterisation prior to a serum PSA measurement  and that samples are collected at the correct time after a particular procedure such as digital rectal examination.







Standard setting-3

Laboratories should provide guidance on the appropriate frequency of tumour marker measurements eg: by recommending minimum re-test intervals.

Requests for tumour markers from Accident and Emergency should be discouraged wherever possible as these are often requested in a patient with vague symptoms and by junior medical staff with little or no understanding of their relevance and how to interpret the results. 
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