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Appendix C Guideline scope 

 

NATIONAL INSTITUTE FOR HEALTH AND 
CLINICAL EXCELLENCE 

SCOPE 

1 Guideline title 

Opioids in palliative care: safe and effective prescribing of strong opioids for 

pain in palliative care of adults  

1.1 Short title 

Opioids for pain in palliative care  

2 The remit 

The Department of Health has asked NICE to produce a short clinical 

guideline on: 'safe and effective prescribing of strong opioids in palliative care 

of adults'. 

3 Clinical need for the guideline  

3.1 Current practice 

a) Each year more than 155,000 people in the UK die of cancer, and 

to this figure can be added deaths from heart failure, kidney, liver 

and respiratory disease, and from neurodegenerative conditions. 

Many people with these conditions will develop pain for which a 

strong opioid is needed. 

b) The recently updated World Cancer Declaration includes a target to 

make effective pain control more accessible. Several key 

documents recognise the importance of effective pain control, 
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including 'Improving supportive and palliative care for adults with 

cancer' (NICE cancer service guidance 2004), 'Control of pain in 

adults with cancer’ (Scottish Intercollegiate Guidelines Network 

guideline 106), and 'A strategic direction for palliative care services 

in Wales' (Welsh Assembly Government 2005). 

c) Pain is common in advanced and progressive disease. Up to two-

thirds of people with cancer experience pain that needs a strong 

opioid. This proportion is similar or higher in many other advanced 

and progressive conditions.   

d) Strong opioids, especially morphine, are the principal treatments for 

pain related to advanced and progressive disease, and their use 

has increased significantly in the primary care setting. However, the 

pharmacokinetics of the various opioids are very different and there 

are marked differences in bioavailability, metabolism and response 

between patients. A suitable opioid must be selected for each 

patient and, because drug doses cannot be estimated or calculated 

in advance, the dose must be individually titrated. Ensuring that this 

selection and titration is done effectively and safely has a major 

impact on patient comfort. The World Health Organization has 

produced a pain ladder for the relief of cancer pain and strong 

opioids are represented on the third level of the three-step ladder. 

e) Misinterpretations and misunderstanding have surrounded strong 

opioids for decades, and these are only slowly being resolved. Until 

recently, many sources for prescribing advice have given varying 

and sometimes conflicting advice. These factors, along with the 

wide range of formulations and preparations, have resulted in 

errors causing underdosing and avoidable pain, or overdosing and 

distressing adverse effects. Despite repeated warnings, these 

problems have led on occasion to patient deaths, and resulted in 

doctors facing the General Medical Council or court proceedings.  
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f) This guideline will clarify the clinical pathway, and help to improve 

pain management and patient safety. The target audience will be 

non-specialist healthcare professionals initiating strong opioids for 

pain in adults with advanced and progressive disease. However, 

the guideline is likely to be of relevance to palliative care specialists 

as well. 

4 The guideline 

The guideline development process is described in detail on the NICE website 

(see section 6, ‘Further information’). 

This scope defines what the guideline will (and will not) examine, and what the 

guideline developers will consider. The scope is based on the referral from the 

Department of Health. 

The areas that will be addressed by the guideline are described in the 

following sections. 

4.1 Population  

4.1.1 Groups that will be covered 

a) Adults (18 years and older) with advanced and progressive 

disease1, who require strong opioids for pain control. 

b) No patient subgroups have been identified as needing specific 

consideration. 

4.1.2 Groups that will not be covered 

a) Children (younger than 18 years). 

b) Adults without advanced and progressive disease. 

c) Adults who have not yet had a pain assessment to check whether 

strong opioids are required. 

                                                 
1 
Such as cancer, heart disease, liver disease, lung disease, kidney disease, HIV and terminal 

neurodegenerative or neuromuscular conditions.  
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4.2 Healthcare setting 

a) All settings in which care commissioned by the NHS is provided, 

including hospices, care homes and the community. 

4.3 Clinical management 

4.3.1 Key clinical issues that will be covered 

a) First-line treatment with strong opioids considering: 

 titration schedule 

 formulation 

 routes of administration 

 breakthrough pain. 

b) Management strategies for side effects (including switching opioid). 

c) Information for patients and carers about consenting to treatment 

and monitoring effectiveness. 

4.3.2 Clinical issues that will not be covered 

a) Pain assessment before starting strong opioid therapy. 

b) Non-opioid pain control. 

c) Care during the last days of life (for example, while on the Liverpool 

Care Pathway). 

4.4 Main outcomes 

a) Pain. 

b) Opioid side effects. 

c) Adverse events. 

d) Health-related quality of life. 
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4.5 Economic aspects 

Developers will take into account both clinical and cost effectiveness when 

making recommendations involving a choice between alternative 

interventions. A review of the economic evidence will be conducted and 

analyses will be carried out as appropriate. The preferred unit of effectiveness 

is the quality-adjusted life year (QALY), and the costs considered will usually 

be only from an NHS and personal social services (PSS) perspective. Further 

detail on the methods can be found in 'The guidelines manual' (see ‘Further 

information’). 

4.6 Status 

4.6.1 Scope 

This is the final scope.  

4.6.2 Timing 

The development of the guideline recommendations will begin in July 2011. 

5 Related NICE guidance 

 Neuropathic pain. NICE clinical guideline 96 (2010). Available from 

www.nice.org.uk/guidance/CG96 

 Chest pain of recent onset. NICE clinical guideline 95 (2010). Available 

from www.nice.org.uk/guidance/CG95 

 Low back pain. NICE clinical guideline 88 (2009). Available from 

www.nice.org.uk/guidance/CG88 

 Rheumatoid arthritis. NICE clinical guideline 79 (2009). Available from 

www.nice.org.uk/guidance/CG79 

 Spinal cord stimulation for chronic pain of neuropathic or ischaemic origin. 

NICE technology appraisal 159 (2008). Available from 

www.nice.org.uk/guidance/TA159 

 Metastatic spinal cord compression. NICE clinical guideline 75 (2008). 

Available from www.nice.org.uk/guidance/CG75 

http://www.nice.org.uk/guidance/CG96
http://www.nice.org.uk/guidance/CG95
http://www.nice.org.uk/guidance/CG88
http://www.nice.org.uk/guidance/CG79
http://www.nice.org.uk/guidance/TA159
http://www.nice.org.uk/guidance/CG75
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 Osteoarthritis. NICE clinical guideline 59 (2008). Available from 

www.nice.org.uk/guidance/CG59  

 Improving supportive and palliative care for adults with cancer. NICE 

cancer service guidance (2004). Available from www.nice.org.uk/CSGSP 

6 Further information 

Information on the guideline development process is provided in:  

 ‘How NICE clinical guidelines are developed: an overview for stakeholders 

the public and the NHS’  

 ‘The guidelines manual’.  

These are available from the NICE website 

(www.nice.org.uk/GuidelinesManual). Information on the progress of the 

guideline will also be available from the NICE website (www.nice.org.uk). 

http://www.nice.org.uk/guidance/CG59
http://www.nice.org.uk/CSGSP
http://www.nice.org.uk/GuidelinesManual
http://www.nice.org.uk/
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Appendix D How this guideline was developed  

This guideline was developed in accordance with the process for short clinical 

guidelines set out in ‘The guidelines manual' (2009) (see 

www.nice.org.uk/GuidelinesManual). There is more information about how 

NICE clinical guidelines are developed on the NICE website 

(www.nice.org.uk/HowWeWork). A booklet, ‘How NICE clinical guidelines are 

developed: an overview for stakeholders, the public and the NHS’ (fourth 

edition, published 2009), is available from NICE publications (phone 0845 003 

7783 or email publications@nice.org.uk and quote reference N1739).  

The majority of the clinical questions posed in this guideline are interventional 

questions. For these questions the eligible studies were restricted to 

randomised controlled trials or systematic reviews thereof. Such studies were 

included whether they were published in full or as abstracts only. This 

decision was made in order to include all high level evidence. However, when 

such evidence was published in abstract form only, full appraisal and reporting 

of these studies was hampered by a lack of information and this was always 

highlighted to the GDG. Moreover, due to a lack of evidence, studies that 

were not on first-line treatment were also included, and when this was the 

case, it was also highlighted to the GDG.    

Search strategies 

The evidence reviews used to develop the guideline recommendations were 

underpinned by systematic literature searches, following the methods 

described in ‘The guidelines manual' (2009). The aim of the systematic 

searches was to comprehensively identify the published evidence to answer 

the review questions developed by the Guideline Development Group and 

Short Clinical Guidelines Technical Team. 

The search strategies for the review questions were developed by the 

Information Services Team with advice from the Clinical Guidelines Technical 

Team. Structured questions were developed using the PICO (population, 

http://www.nice.org.uk/GuidelinesManual
http://www.nice.org.uk/HowWeWork
mailto:publications@nice.org.uk
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intervention, comparison, outcome) model and translated into search 

strategies using subject heading and free text terms. The strategies were run 

across a number of databases with no date restrictions imposed on the 

searches. 

The NHS Economic Evaluation Database (NHS EED) and the Health 

Economic Evaluations Database (HEED) were searched for economic 

evaluations. Search filters for economic evaluations and quality of life studies 

were used on bibliographic databases. There were no date restrictions 

imposed on the searches. 

Guideline Development Group members were also asked to alert the Clinical 

Guidelines Technical Team to any additional evidence, published, 

unpublished or in press, that met the inclusion criteria. 

The searches were undertaken between May 2011 and August 2011.  

Guidance/guidelines Systematic reviews/economic 
evaluations 

British Pain Society Cochrane Database of Systematic 
Reviews 

Cochrane Library Embase 

Embase Health Economic Evaluations Database 

Guidelines and Audit Implementation 
Network 

Medline 

Health Technology Assessments NHS Economic Evaluations Database 

Medline NHS Evidence 

National Comprehensive Cancer Network  

National Guideline Clearinghouse (US)  

National Institute for Health and Clinical 
Excellence (NICE) 

 

National Institute of Health Research 
(NIHR) 

 

NHS Evidence  

Scottish Intercollegiate Guidelines 
Network 

 

World Health Organization  
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Main searches 

The following sources were searched for the topics presented in the sections 

below. 

 Cochrane Database of Systematic Reviews – CDSR (Wiley) 

 Cochrane Central Register of Controlled Trials – CENTRAL (Wiley) 

 Database of Abstracts of Reviews of Effects – DARE (CRD) 

 Health Technology Assessment Database – HTA (CRD) 

 CINAHL (EBSCO) 

 EMBASE (Ovid) 

 MEDLINE (Ovid) 

 MEDLINE In-Process (Ovid) 

 PsycInfo 

 Web of Science (Science Citation Index, Social Science Citation Index, ISI 

Conference Proceedings) 

Systematic reviews and mapping searches  

The first search was conducted in June 2011 and looked for systematic 

reviews and primary studies (the ‘mapping search’ with no methodological 

filter applied) to answer questions about first line treatment with strong 

opioids.  

The MEDLINE search strategies are presented below. They were translated 

for use in each of the other databases.  

Ovid MEDLINE <1950 to2011>  

The patient information search was conducted in May 2011  

Information for patients and carers about consenting to treatment and 

monitoring effectiveness. 

Ovid MEDLINE <1950 to 2011> 

1. exp Analgesics, Opioid/ 
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2. Alfentanil/ or (alfentanil or alfentanyl or alphentanyl or alphentanil or 

rapifen).tw. 

3. Buprenorphine/ or (buprenorphine or subutex or buprenex or 

temgesic).tw. 

4. (Dipipanone or Pipadone).tw. 

5. Exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or 

durogesic or sublimaze).tw. 

6. Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw. 

7. Hydromorphone/ or (hydromorphon$ or palladone or dilaudid or 

dihydromorphinone).tw. 

8. Meperidine/ or (Meperidine or Demerol or dolantin or pethidine or 

dolsin).tw. 

9.  Methadone/ or (methadone or dolophine).tw. 

10. exp Morphine/ or (morphine or morphia or MS contin or oramorph or 

duramorph).tw.  

11. Oxycodone/ or (oxycodone or oxycontin).tw. 

12. Oxymorphone/ or (oxymorphone or numorphan).tw. 

13. Pentazocine/ or pentazocine.tw. 

14. (remifentanil or remifentanyl or remiphentanyl or remiphentanil).tw. 

15. opioid$.tw. 

16. or/1-15 

17. choice behavior/ 

18. decision making/ 

19. exp decision support techniques/ 

20. ((patient$ or consumer$) adj3 (decision$ or choice or preference or 

participation)).tw. 

21. ((personal or interpersonal or individual) adj3 (decision$ or choice or 

preference$ or participat$)).tw. 

22. (decision$ adj3 (aid$ or support$)).tw. 

23. or/17-22 

24. exp Patient Participation/ 

25. Pamphlets/ 

26. exp Audiovisual Aids/ 

27.  (video$1 or dvd$).tw. 
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28. exp Internet/ 

29. exp Self-Help Groups/ 

30.  (support$ adj2 (group$ or meet$)).tw. 

31. exp Patient Education/mt 

32.  ((inform$ or support$) adj2 (tool$ or method$ or group$)).tw. 

33. or/24-32 

34.  (information adj2 (need$ or support$).tw. 

35.  (information adj2 (leaflet$ or booklet$ or pack$ or material$)).tw. 

36. 34 or 35 

37. 23 or 33 or 36 

38. 16 and 37 

 

First-line treatment with strong opioids considering: 

 titration schedule 

 formulation 

 routes of administration 

 breakthrough pain. 

1. exp Analgesics, Opioid/ 

2. Alfentanil/ or (alfentanil or alfentanyl or alphentanyl or alphentanil or 

rapifen).tw. 

3. Buprenorphine/ or (buprenorphine or subutex or buprenex or 

temgesic).tw. 

4. (Dipipanone or Pipadone).tw. 

5. exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or 

durogesic or sublimaze).tw. 

6. Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw. 

7. Hydromorphone/ or (hydromorphon$ or palladone or dilaudid or 

dihydromorphinone).tw. 

8. Meperidine/ or (Meperidine or Demerol or dolantin or pethidine or 

dolsin).tw. 

9. Methadone/ or (methadone or dolophine).tw. 

10. exp Morphine/ or (morphine or morphia or MS contin or oramorph or 

duramorph).tw. 
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11. Oxycodone/ or (oxycodone or oxycontin).tw. 

12. Oxymorphone/ or (oxymorphone or numorphan).tw. 

13. Pentazocine/ or pentazocine.tw. 

14. (remifentanil or remifentanyl or remiphentanyl or remiphentanil).tw. 

15. (opioid$ or opiate$).tw. 

16. or/1-15 

17. breakthrough pain.tw. 

18. spontaneous pain.tw. 

19. incident$ pain.tw. 

20. ((transitory or transient) adj pain).tw. 

21. episodic pain.tw. 

22. or/17-21 

23. 16 and 22 

 

1.  Buprenorphine/ or (buprenorphine or subutex or buprenex or 

temgesic).tw. 

2.  exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or 

durogesic or sublimaze).tw. 

3.  Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw. 

4.  exp Morphine/ or (morphine or morphia or MS contin or oramorph or 

duramorph).tw. 

5.  Oxycodone/ or (oxycodone or oxycontin).tw. 

6.  (opioid$ or opiate$).tw. 

7.  or/1-6 

8.  exp Chemistry, Pharmaceutical/ 

9.  formulat$.tw. 

10.  ((immediate or non-sustained) adj2 release).tw. 

11.  Delayed-Action Preparations/ 

12.  ((sustained or modified or slow or controlled or continuous or prolonged 

or extended) adj release).tw. 

13.  or/8-12 

14.  7 and 13 
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1.  Buprenorphine/ or (buprenorphine or subutex or buprenex or 

temgesic).tw. 

2.  exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or 

durogesic or sublimaze).tw. 

3.  Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw. 

4.  exp Morphine/ or (morphine or morphia or MS contin or oramorph or 

duramorph).tw. 

5.  Oxycodone/ or (oxycodone or oxycontin).tw. 

6.  (opioid$ or opiate$).tw. 

7.  or/1-6 

8.  exp Administration, Oral/ 

9.  exp Administration, Cutaneous/ 

10.  exp Infusions, Subcutaneous/ 

11.  (transdermal or trans-dermal or patch$ or cream$ or ointment$ or 

unguent$).tw. 

12.  ((percutaneous or dermal or cutaneous or skin or topical$ or 

transcutaneous or trans-cutaneous) adj2 (administ$ or deliver$ or 

route$ or method$)).tw. 

13.  ((oral$ or mouth) adj2 (administ$ or deliver$ or route$ or method$)).tw. 

14.  ((subcutaneous$ or infusion$ or implant$ or hypoderm$ or parenteral$) 

adj2 (administ$ or deliver$ or route$ or method$)).tw. 

15.  or/8-14 

16.  7 and 15 

 

1.  Buprenorphine/ or (buprenorphine or subutex or buprenex or 

temgesic).tw. 

2.  exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or 

durogesic or sublimaze).tw. 

3.  Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw. 

4.  exp Morphine/ or (morphine or morphia or MS contin or oramorph or 

duramorph).tw. 

5.  Oxycodone/ or (oxycodone or oxycontin).tw. 

6.  (opioid$ or opiate$).tw. 

7.  or/1-6 
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8.  exp Administration, Oral/ 

9.  exp Administration, Cutaneous/ 

10.  exp Infusions, Subcutaneous/ 

11.  (transdermal or trans-dermal or patch$ or cream$ or ointment$ or 

unguent$).tw. 

12.  ((percutaneous or dermal or cutaneous or skin or topical$ or 

transcutaneous or trans-cutaneous) adj2 (administ$ or deliver$ or 

route$ or method$)).tw. 

13.  ((oral$ or mouth) adj2 (administ$ or deliver$ or route$ or method$)).tw. 

14.  ((subcutaneous$ or infusion$ or implant$ or hypoderm$ or parenteral$) 

adj2 (administ$ or deliver$ or route$ or method$)).tw. 

15.  or/8-14 

16.  7 and 15 

 

Management strategies for side effects (including switching opioid). 

nausea and vomiting: 

1.  Alfentanil/ or (alfentanil or alfentanyl or alphentanyl or alphentanil or 

rapifen).tw. 

2.  Buprenorphine/ or (buprenorphine or subutex or buprenex or 

temgesic).tw. 

3.  (Dipipanone or Pipadone).tw. 

4.  exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or 

durogesic or sublimaze).tw. 

5.  Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw. 

6.  Hydromorphone/ or (hydromorphon$ or palladone or dilaudid or 

dihydromorphinone).tw. 

7.  Meperidine/ or (Meperidine or Demerol or dolantin or pethidine or 

dolsin).tw. 

8.  Methadone/ or (methadone or dolophine).tw. 

9.  exp Morphine/ or (morphine or morphia or MS contin or oramorph or 

duramorph).tw. 

10.  Oxycodone/ or (oxycodone or oxycontin).tw. 

11.  Oxymorphone/ or (oxymorphone or numorphan).tw. 
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12.  Pentazocine/ or pentazocine.tw. 

13.  (remifentanil or remifentanyl or remiphentanyl or remiphentanil).tw. 

14.  (opioid$ or opiate$).tw. 

15.  or/1-14 

16.  exp Antiemetics/ 

17.  (antiemetic$ or anti emetic$ or anti-emetic$ or anti-nause$ or anti 

nause$ or emetogen$).tw. 

18.  16 or 7 

19.  15 and 18 

 

drowsiness: 

1.  Alfentanil/ or (alfentanil or alfentanyl or alphentanyl or alphentanil or 

rapifen).tw. 

2.  Buprenorphine/ or (buprenorphine or subutex or buprenex or 

temgesic).tw. 

3.  (Dipipanone or Pipadone).tw. 

4.  exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or 

durogesic or sublimaze).tw. 

5.  Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw. 

6.  Hydromorphone/ or (hydromorphon$ or palladone or dilaudid or 

dihydromorphinone).tw. 

7.  Meperidine/ or (Meperidine or Demerol or dolantin or pethidine or 

dolsin).tw. 

8.  Methadone/ or (methadone or dolophine).tw. 

9.  exp Morphine/ or (morphine or morphia or MS contin or oramorph or 

duramorph).tw. 

10.  Oxycodone/ or (oxycodone or oxycontin).tw. 

11.  Oxymorphone/ or (oxymorphone or numorphan).tw. 

12.  Pentazocine/ or pentazocine.tw. 

13.  (remifentanil or remifentanyl or remiphentanyl or remiphentanil).tw. 

14.  (opioid$ or opiate$).tw. 

15.  or/1-14 

16.  Lethargy/ 
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17.  (drows$ or sleepiness or sleepy or letharg$ or somnolen$ or sluggish 

or indolen$).tw. 

18.  16 or 17 

19.  15 and 18 

 

constipation: 

1.  exp Analgesics, Opioid/ 

2.  Alfentanil/ or (alfentanil or alfentanyl or alphentanyl or alphentanil or 

rapifen).tw. 

3.  Buprenorphine/ or (buprenorphine or subutex or buprenex or 

temgesic).tw. 

4.  (Dipipanone or Pipadone).tw. 

5.  exp Fentanyl/ or (fentanyl or fentanil or phentanyl or phentanil or 

durogesic or sublimaze).tw. 

6.  Heroin/ or (heroin or diamorphine or diacetylmorphine or diagesil).tw. 

7.  Hydromorphone/ or (hydromorphon$ or palladone or dilaudid or 

dihydromorphinone).tw. 

8.  Meperidine/ or (Meperidine or Demerol or dolantin or pethidine or 

dolsin).tw. 

9.  Methadone/ or (methadone or dolophine).tw. 

10.  exp Morphine/ or (morphine or morphia or MS contin or oramorph or 

duramorph).tw. 

11.  Oxycodone/ or (oxycodone or oxycontin).tw. 

12.  Oxymorphone/ or (oxymorphone or numorphan).tw. 

13.  Pentazocine/ or pentazocine.tw. 

14.  (remifentanil or remifentanyl or remiphentanyl or remiphentanil).tw. 

15.  (opioid$ or opiate$).tw. 

16.  or/1-15 

17.  exp Laxatives/ 

18.  (laxative$ or laxation).tw. 

19.  purgative$.tw. 

20.  aperient$.tw. 

21.  cathartic$.tw. 

22.  (evacuative$ or evacuant$).tw. 
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23.  costive$.tw. 

24.  (bulking agent$ or osmotic agent$ or enterokinetic agent$).tw. 

25.  ((stool$ or faecal or fecal) adj soften$).tw. 

26.  or/17-25 

27.  16 and 26 

 

Economic search 

The following sources were searched to identify economic evaluations and 

quality of life data featuring the patient population of Topic 1. 

 Medline  

 Embase  

 NHSEED 

 HTA 

 HEED 

Search of economic-sepcific database: 

The first search was conducted in June 2011 and looked for economic studies 

to answer questions about first line treatment with strong opioids (Topic 1).  

The NHS-EED and HTA search strategies are presented below. They were 

translated for use in HEED. 

Not date restriction have been applied to NHS-EED, HTA and HEED.  

 1. Analgesics, Opioid  

or Opioid Analgesics 

or Opioids 

2. Alfentanil 

or Alfentanil Hydrochloride 

or Esteve Brand of Alfentanil Hydrochloride 

or ICI Brand of Alfentanil Hydrochloride 

or Janssen Brand of Alfentanil Hydrochloride 

3. Buprenorphine   
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or Buprenorphine Hydrochloride  

or Essex Brand of Buprenorphine Hydrochloride  

or Grünenthal Brand of Buprenorphine  

or Grünenthal Brand of Buprenorphine Hydrochloride  

or Key Brand of Buprenorphine Hydrochloride  

or Reckitt & Colman Brand 1 of Buprenorphine Hydrochloride  

or Reckitt & Colman Brand 2 of Buprenorphine Hydrochloride  

or Reckitt Benckiser Brand of Buprenorphine Hydrochloride  

or Reckitt Brand of Buprenorphine Hydrochloride  

or Schering-Plough Brand of Buprenorphine Hydrochloride 

4. Heroin   

or APS Brand of Heroin Hydrochloride  

or Evans Vaccines Brand of Heroin Hydrochloride  

or Heroin Hydrochloride 

5. Fentanyl   

or Cephalon Brand of Fentanyl Buccal OraVescent  

or Fentanyl Citrate  

or Janssen Pharmaceutica Brand of Fentanyl 

6. Hydromorphone   

 or Hydromorphone Hydrochloride 

7. Meperidine   

 or Meperidine Hydrochloride 

8. Methadone   

or addiCare Brand of Methadone Hydrochloride  

or Biomet Brand of Methadone Hydrochloride  

or Esteve Brand of Methadone Hydrochloride  

or Generics Brand of Methadone Hydrochloride  

or GlaxoSmithKline Brand of Methadone Hydrochloride  

or Mallinckrodt Brand of Methadone Hydrochloride  

or Martindale Brand of Methadone Hydrochloride  

or Methadone Hydrochloride  

or Pharmascience Brand of Methadone Hydrochloride  

or Pinewood Brand of Methadone Hydrochloride  

or Rosemont Brand of Methadone Hydrochloride  
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or Roxane Brand of Methadone Hydrochloride  

or Yamanouchi Brand of Methadone Hydrochloride 

9. Morphine   

or Morphine Chloride  

or Morphine Sulfate  

or Morphine Sulfate (2:1), Anhydrous  

or Morphine Sulfate (2:1), Pentahydrate 

10. Oxycodone   

or Oxycodone Hydrochloride 

11. Oxymorphone   

or Bristol-Myers Squibb Brand of Oxymorphone Hydrochloride  

or Endo Brand of Oxymorphone Hydrochloride  

or Oxymorphone Hydrochloride 

12. Pentazocine   

or Pentazocine Hydrochloride  

or Pentazocine Lactate 

13. Remifentanil  

or remifentanyl  

or remiphentanyl  

or remiphentanil 

 

Review questions and review protocols  

Review questions 

 What information do patients with advanced and progressive disease 

who require strong opioids, or their carers need to:  1) Consent to 

opioid treatment and 2) monitor the effectiveness and side effects of 

the opioid. 

 

 What is the most effective first-line opioid treatment in patients with 

advanced and progressive disease who require strong opioids? 
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 Is immediate-release opioids (morphine/oxycodone) more effective than 

sustained-release opioids (morphine/oxycodone) or transdermal patches 

(fentanyl/buprenorphine) as first-line treatment for pain in patients with 

advanced and progressive disease who require strong opioids?  

 

 Is sustained-release morphine more effective than sustained-release 

oxycodone or transdermal patches (fentanyl/buprenorphine) as first-line 

maintenance therapy for pain in patients with advanced and progressive 

disease who require strong opioids?  

 

 Is transdermal fentanyl patches more effective than transdermal 

buprenorphine patches as first-line treatment for pain in patients with 

advanced and progressive disease who require strong opioids and who are 

not suitable for oral treatment?  

 

 Is subcutaneous morphine more effective than subcutaneous diamorphine 

or subcutaneous oxycodone as first-line treatment for pain in patients with 

advanced and progressive disease who require strong opioids and who are 

not suitable for oral treatment?  

 

 Is subcutaneous opioid treatment more effective than transdermal patch 

treatment as first-line treatment for pain in patients with advanced and 

progressive disease who require strong opioids and who are not suitable 

for oral treatment?  

 

  What is the most effective opioid treatment for breakthrough pain in 

patients with advanced and progressive disease who receive first-line 

treatment with strong opioids (for background pain)? 

 

 What is the most effective management of side effects of strong 

opioids? 
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 Is laxative treatment more effective with or without opioid switching in 

reducing constipation in patients with advanced and progressive disease 

who are taking strong opioids and experience constipation as a side effect? 

 

 

 Is anti-emetic treatment more effective with or without opioid switching in 

reducing nausea in patients with advanced and progressive disease who 

are taking strong opioids and experience nausea as a side effect?  

 

 

 Is opioid dose reduction or switching opioid more effective in reducing 

drowsiness in patients with advanced and progressive disease on strong 

opioids who experience drowsiness as a side effect? 

 

 

Review protocols 

Review question 1 What information do patients with 
advanced and progressive disease 
who require strong opioids, or their 
carers need to:  1) Consent to opioid 
treatment and 2) monitor the 
effectiveness and side effects of the 
opioid. 

Objectives To ascertain what information 
patients and carers have found to be 
useful/not useful or wanted/not 
wanted when considering consenting 
to opioid treatment and when 
undergoing treatment with strong 
opioids.  

Inclusion/Exclusion criteria This question is a qualitative question 
and the evidence was therefore 
focused on qualitative studies 
reporting information that patients 
and/or carers have found to be 
useful/not useful or wanted/not 
wanted when considering consenting 
to opioid treatment and when 
undergoing treatment with strong 
opioids.  
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How the information will be searched Databases to be searched will 
include: Cochrane Library, Medline, 
Embase, Web of Science. Additional 
databases will include: CINAHL and 
PsycInfo. An animals studies filter will 
be applied. 

The review strategy The best evidence will come from 
qualitative studies reporting 
information that patients have found 
to be useful/not useful or wanted/not 
wanted when considering consenting 
to opioid treatment and when 
undergoing treatment with strong 
opioids.   

POPULATION Adult patients with advanced and 
progressive disease who need strong 
opioids or their carers 

SITUATION Information needs associated with 
consenting to opioid treatment and 
monitoring the effectiveness and side 
effects of the opioid. 

TIMING At the time of considering consenting 
to opioid treatment and during strong 
opioid therapy. 

OUTCOMES Information reported by 
patients/carers to be useful/not useful 
or wanted/not wanted when 
considering consenting to opioid 
treatment and when undergoing 
treatment with strong opioids.  

 

Review question 2a Is immediate-release opioids 
(morphine/oxycodone) more effective 
than sustained-release opioids 
(morphine/oxycodone) or transdermal 
patches (fentanyl/buprenorphine) as 
first-line treatment for pain in patients 
with advanced and progressive 
disease who require strong opioids?  

Objectives To estimate the effectiveness of 
immediate-release 
morphine/oxycodone versus 
sustained-release 
morphine/oxycodone or versus 
fentanyl/buprenorphine patches . 

Inclusion/Exclusion criteria This question is an interventional 
question and the evidence was 
therefore restricted to RCTs or 
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systematic reviews of RCTs 
comparing immediate-release 
morphine/oxycodone either to 
sustained-release 
morphine/oxycodone or to 
fentanyl/buprenorphine patches in 
patients with advanced and 
progressive disease who require 
strong opioids for pain. 

How the information will be searched Databases to be searched will 
include: Cochrane Library, Medline, 
Embase, Web of Science. An RCT 
filter will be applied to the search. 

The review strategy The best evidence will come from 
controlled trials or systematic reviews 
comparing first-line immediate-
release morphine/oxycodone to first-
line sustained-release 
morphine/oxycodone, and 
fentanyl/buprenorphine patch, 
respectively, for pain in a randomised 
population. If feasible, the data from 
the included trials will be meta-
analysed with potential subgroup 
analyses performed according to IR 
and SR drug (morphine, oxycodone), 
patch (fentanyl, buprenorphine) and 
population (cancer, non-cancer).   

POPULATION Patients with advanced and 
progressive disease who require 
strong opioids for pain and who are 
suitable for oral opioid treatment. 

INTERVENTION Immediate release opioid 
(morphine/oxycodone) 

COMPARATORS Sustained release opioid (morphine 
or oxycodone) 
 
Patch formulation (Fentanyl/ 
Buprenorphine)  

OUTCOMES Pain 
Opioid side effects 
Adverse events 
Percentage of people who switch 
opioid 
Health-related quality of life 

 

Review question 2b Is sustained-release morphine more 
effective than sustained-release 
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oxycodone or transdermal patches 
(fentanyl/buprenorphine) as first-line 
maintenance therapy for pain in 
patients with advanced and 
progressive disease who require 
strong opioids?  

Objectives To estimate the effectiveness of 
sustained-release morphine versus 
sustained-release oxycodone or 
versus fentanyl/buprenorphine 
patches . 

Inclusion/Exclusion criteria This question is an interventional 
question and the evidence was 
therefore restricted to RCTs or 
systematic reviews of RCTs 
comparing sustained-release 
morphine either to sustained-release 
oxycodone or to 
fentanyl/buprenorphine patches in 
patients with advanced and 
progressive disease who require 
strong opioids for pain. 

How the information will be searched Databases to be searched will 
include: Cochrane Library, Medline, 
Embase, Web of Science. An RCT 
filter will be applied to the search. 

The review strategy The best evidence will come from 
controlled trials or systematic reviews 
comparing first-line sustained-release 
morphine to first-line sustained-
release oxycodone, fentanyl patch 
and buprenorphine patch, 
respectively, for pain in a randomised 
population. If feasible, the data from 
the included trials will be meta-
analysed with potential subgroup 
analyses performed according to the 
population (cancer, non-cancer).   

POPULATION Patients with advanced and 
progressive disease who require 
strong opioids and who are suitable 
for oral opioid treatment. 

INTERVENTION Sustained release morphine  

COMPARATORS Sustained release oxycodone  
 
Fentanyl patch 
 
Buprenorphine patch 
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OUTCOMES Pain 
Opioid side effects 
Adverse events 
Percentage of people who switch 
opioid 
Health-related quality of life 
Percentage of people who achieve 
pain relief with no/minor side 
effects/adverse events, 
-Percentage of people who achieve 
pain relief with moderate side 
effects/adverse events, -Percentage 
of people who do not achieve pain 
relief with no/minor side 
effects/adverse events, - Percentage 
of people who do not achieve pain 
relief with severe side effects/adverse 
events. 

 

Review question 2c Is transdermal fentanyl patches more 
effective than transdermal 
buprenorphine patches as first-line 
treatment for pain in patients with 
advanced and progressive disease 
who require strong opioids and who 
are not suitable for oral treatment? 

Objectives To estimate the effectiveness of 
fentanyl patches versus 
buprenorphine patches. 

Inclusion/Exclusion criteria This question is an interventional 
question and the evidence was 
therefore restricted to RCTs or 
systematic reviews of RCTs 
comparing fentanyl patches to 
buprenorphine patches in patients 
with advanced and progressive 
disease who require strong opioids 
for pain and who are not suitable for 
oral treatment. 

How the information will be searched Databases to be searched will 
include: Cochrane Library, Medline, 
Embase, Web of Science. An RCT 
filter will be applied to the search. 

The review strategy The best evidence will come from 
controlled trials or systematic reviews 
comparing first-line fentanyl patches 
to buprenorphine patches for pain in a 
randomised population. If feasible, 
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the data from the included trials will 
be meta-analysed with potential 
subgroup analyses performed 
according to the population (cancer, 
non-cancer).   

POPULATION Patients with advanced and 
progressive disease who require 
strong opioids and who are not 
suitable for oral opioid treatment. 

INTERVENTION Fentanyl patch 
 

COMPARATORS Buprenorphine patch 
 

OUTCOMES Pain 
Opioid side effects 
Adverse events 
Percentage of people who switch 
opioid 
Health-related quality of life 

 

Review question 2d Is subcutaneous morphine more 
effective than subcutaneous 
diamorphine or subcutaneous 
oxycodone as first-line treatment for 
pain in patients with advanced and 
progressive disease who require 
strong opioids and who are not 
suitable for oral treatment?  

Objectives To estimate the effectiveness of 
subcutaneous morphine versus 
subcutaneous diamorphine and/or 
subcutaneous oxycodone. 

Inclusion/Exclusion criteria This question is an interventional 
question and the evidence was 
therefore restricted to RCTs or 
systematic reviews of RCTs 
comparing subcutaneous morphine to 
subcutaneous diamorphine or to 
subcutaneous oxycodone in patients 
with advanced and progressive 
disease who require strong opioids 
for pain and who are not suitable for 
oral treatment. 

How the information will be searched Databases to be searched will 
include: Cochrane Library, Medline, 
Embase, Web of Science. An RCT 
filter will be applied to the search. 
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The review strategy The best evidence will come from 
controlled trials or systematic reviews 
comparing first-line subcutaneous 
morphine to first-line subcutaneous 
diamorphine and/or subcutaneous 
oxycodone, for pain in a randomised 
population of patients with advanced 
and progressive disease who require 
strong opioids but are not suitable for 
oral opioid treatment. If feasible, the 
data from the included trials will be 
meta-analysed with potential 
subgroup analyses performed 
according to the population (cancer, 
non-cancer).   

POPULATION Patients with advanced and 
progressive disease who require 
strong opioids and who are not 
suitable for oral opioid treatment. 

INTERVENTION Subcutaneous morphine 

COMPARATORS Subcutaneous diamorphine 
 
Subcutaneous oxycodone 

OUTCOMES Pain 
Opioid side effects 
Adverse events 
Percentage of people who switch 
opioid 
Health-related quality of life 

 

Review question 2e Is subcutaneous opioid treatment 
more effective than transdermal patch 
treatment as first-line treatment for 
pain in patients with advanced and 
progressive disease who require 
strong opioids and who are not 
suitable for oral treatment?  

Objectives To estimate the effectiveness of the 
best patch opioid (as established in 
question 1c) versus the best 
subcutaneous opioid (as established 
in question 1d). 

Inclusion/Exclusion criteria This question is an interventional 
question and the evidence was 
therefore restricted to RCTs or 
systematic reviews of RCTs 
comparing the best patch opioid to 
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the best subcutaneous opioid in 
patients with advanced and 
progressive disease who require 
strong opioids for pain and who are 
not suitable for oral treatment. 

How the information will be searched Databases to be searched will 
include: Cochrane Library, Medline, 
Embase, Web of Science. An RCT 
filter will be applied to the search. 

The review strategy The best evidence will come from 
controlled trials or systematic reviews 
comparing the best first-line patch (as 
shown in question 1c) to the best first-
line subcutaneous opioid (as shown 
in question 1d) for pain in a 
randomised population of patients 
with advanced and progressive 
disease who require strong opioids 
but are not suitable for oral opioid 
treatment. If feasible, the data from 
the included trials will be meta-
analysed with potential subgroup 
analyses performed according to the 
population (cancer, non-cancer).   

POPULATION Patients with advanced and 
progressive disease who require 
strong opioids and who are not 
suitable for oral opioid treatment. 

INTERVENTION Best patch 

COMPARATORS Best Subcutaneous  

OUTCOMES Pain 
Opioid side effects 
Adverse events 
Percentage of people who switch 
opioid 
Health-related quality of life 

 

Review question 2f  What is the most effective opioid 
treatment for breakthrough pain in 
patients with advanced and 
progressive disease who receive first-
line treatment with strong opioids (for 
background pain)? 

Objectives To estimate the effectiveness of 
immediate-release morphine versus 
fast-acting fentanyls and immediate-
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release oxycodone. 

Inclusion/Exclusion criteria This question is an interventional 
question and the evidence was 
therefore restricted to RCTs or 
systematic reviews of RCTs 
comparing immediate-release 
morphine to fast-acting fentanyls or to 
immediate-release oxycodone in 
patients with advanced and 
progressive disease who experience 
breakthrough pain and who are 
currently treated with strong opioids 
for background pain 

How the information will be searched Databases to be searched will 
include: Cochrane Library, Medline, 
Embase, Web of Science. An RCT 
filter will be applied to the search. 

The review strategy The best evidence will come from 
controlled trials or systematic reviews 
comparing immediate-release 
morphine to fast-acting fentanyls or 
immediate-release oxycodone, 
respectively, for breakthrough pain in 
a randomised population of patients 
with advanced and progressive 
disease who experience 
breakthrough pain and who are 
currently treated with strong opioids 
for background pain. If feasible, the 
data from the included trials will be 
meta-analysed with potential 
subgroup analyses performed 
according to the fentanyl preparation 
(buccal, sublingual, intranasal, 
transmucosal) and the population 
(cancer, non-cancer).   

POPULATION Patients with advanced and 
progressive disease who experience 
breakthrough pain and who are 
currently treated with first-line opioids 
for background pain 

INTERVENTION Immediate release morphine 

COMPARATORS Fast acting fentanyl (buccal, 
sublingual, intranasal, transmucosal)  
 
Immediate release (oral) oxycodone 

OUTCOMES Breakthrough pain 
Background pain? 
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Opioid side effects 
Adverse events 
Health-related quality of life 

 

Review question 3a Is laxative treatment with or without 
opioid switching more effective in 
reducing constipation in patients with 
advanced and progressive disease on 
strong opioids who experience 
constipation as a side effect? 

Objectives To estimate the effectiveness of 
laxative treatment + opioid switch 
versus laxative treatment in patients 
with advanced and progressive 
disease who experience constipation 
from treatment with strong opioids. 

Inclusion/Exclusion criteria This question is an interventional 
question and the evidence was 
therefore restricted to RCTs or 
systematic reviews of RCTs 
comparing laxative treatment + opioid 
switch to laxative treatment in 
patients with advanced and 
progressive disease who experience 
constipation as a side effect of strong 
opioid treatment. 

How the information will be searched Databases to be searched will 
include: Cochrane Library, Medline, 
Embase, Web of Science. An RCT 
filter will be applied to the search. 

The review strategy The best evidence will come from 
controlled trials comparing laxatives 
with and without an associated switch 
in the strong opioid used for 
background pain relief in a 
randomised population. If feasible, 
the data from the included trials will 
be meta-analysed with potential 
subgroup analyses performed 
according to the type of laxative used 
and the population (cancer, non-
cancer).   

POPULATION Patients with advanced and 
progressive disease on strong opioids 
who experience constipation. 

INTERVENTION Laxative + switching opioid 
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COMPARATORS Laxative 
 

OUTCOMES Constipation  
Treatment compliance 
Pain 

 

Review question 3b Is anti-emetic treatment with or 
without opioid switching more 
effective in reducing nausea in 
patients with advanced and 
progressive disease on strong opioids 
who experience nausea as a side 
effect?  

Objectives To estimate the effectiveness of anti-
emetic treatment + opioid switch 
versus anti-emetic treatment in 
patients with advanced and 
progressive disease who experience 
nausea from treatment with strong 
opioids. 

Inclusion/Exclusion criteria This question is an interventional 
question and the evidence was 
therefore restricted to RCTs or 
systematic reviews of RCTs 
comparing anti-emetic treatment + 
opioid switch to anti-emetic treatment 
in patients with advanced and 
progressive disease who experience 
nausea as a side effect of strong 
opioid treatment. 

How the information will be searched Databases to be searched will 
include: Cochrane Library, Medline, 
Embase, Web of Science. An RCT 
filter will be applied to the search. 

The review strategy The best evidence will come from 
controlled trials comparing anti-
emetics with and without an 
associated switch in the strong opioid 
used for background pain relief in a 
randomised population. If feasible, 
the data from the included trials will 
be meta-analysed with potential 
subgroup analyses performed 
according to the type of anti-emetic 
used and the population (cancer, non-
cancer).   

POPULATION Patients with advanced and 
progressive disease on strong opioids 
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who experience nausea. 

INTERVENTION Anti-emetic + switching opioid 
 

COMPARATORS Anti-emetic 
 

OUTCOMES Nausea 
Vomiting 
Treatment compliance 
Pain 

 

Review question 3c Is opioid dose reduction or switching 
opioid more effective in reducing 
drowsiness in patients with advanced 
and progressive disease on strong 
opioids who experience drowsiness 
as a side effect? 

Objectives To estimate the effectiveness of 
opioid dose reductions versus opioid 
switching in patients with advanced 
and progressive disease who 
experience drowsiness from 
treatment with strong opioids. 

Inclusion/Exclusion criteria This question is an interventional 
question and the evidence was 
therefore restricted to RCTs or 
systematic reviews of RCTs 
comparing opioid dose reductions to 
opioid switches in patients with 
advanced and progressive disease 
who experience drowsiness as a side 
effect of strong opioid treatment. 

How the information will be searched Databases to be searched will 
include: Cochrane Library, Medline, 
Embase, Web of Science. An RCT 
filter will be applied to the search. 

The review strategy The best evidence will come from 
controlled trials that compare opioid 
dose reductions with opioid switching 
in randomised populations. If feasible, 
the data from the included trials will 
be meta-analysed with potential 
subgroup analyses performed 
according to the amount of dose 
reduction and the population (cancer, 
non-cancer).   

POPULATION Patients with advanced and 
progressive disease on strong opioids 
who experience drowsiness. 
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INTERVENTION Reduce dose of opioid 
 

COMPARATORS Switch opioid  

OUTCOMES Drowsiness  
Treatment compliance 
Pain 

 

 

  



DRAFT 

Opioids in palliative care]: NICE clinical guideline DRAFT appendix D (March 2012]) 
          Page 34 of 144 

Excluded studies 

Flow diagram of excluded studies for review Question 1 

What information do patients with advanced and progressive disease who 

require strong opioids, or their carers need to:  1) Consent to opioid treatment 

and 2) monitor the effectiveness and side effects of the opioid. 

 

Records identified 
through database 
searching (N = 76) 

Additional records 
identified through other 
sources (N = 0) 

Records after duplicates removed (N = 73

Records screened 
(N = 73) → 

Articles assessed 
for eligibility (N = 

20) 

Records excluded 
(N = 17)

Studies included 
(N = 3) 

Records excluded 
(N = 53)

 

Excluded studies 

Questions and answers about pain control: a guide for people with cancer and their families.  
-76. 1995. Rockville, MD, United States Department of Health and Human Services Public 
Health Service.  
Excl reason: Patient information material  

Information from your family doctor. Chronic pain medicines. American Family Physician 
69[5], 1197-1198. 1-3-2004.  
Excl reason: Patient information on internet with no referenced evidence base.  

Intervention reduces chronic pain visits. ED Management 22[12], 141-142. 2010.  
Excl reason: Not in PICO  
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Alonso Herreros, J. M., Najera Perez, M. D., Vazquez, Polo A., Soler, Soler M., and Vila, 
Clerigues N. Dispensing medical drugs and official preparations to outpatients: Information to 
the patient. [Spanish]. Farmacia Hospitalaria 20[5], 308-313. 1996.  
Excl reason: Not in PICO  

Anderson, K. O., Richman, S. P., Hurley, J., Palos, G., Valero, V., Mendoza, T. R., Gning, I., 
and Cleeland, C. S. Cancer pain management among underserved minority outpatients: 
Perceived needs and barriers to optimal control. Cancer 94[8], 2295-2304. 2002.  
Excl reason: Not in PICO  

Anderson, K. O., Cohen, M. Z., Mendoza, T. R., Guo, H., Harle, M. T., and Cleeland, C. S. 
Brief cognitive-behavioral audiotape interventions for cancer-related pain: Immediate but not 
long-term effectiveness. Cancer 107[1], 207-214. 1-7-2006.  
Excl reason: Not in PICO  

Arnstein, P. Chronic neuropathic pain: issues in patient education. Pain Management Nursing 
5[4], 34-41. 2-12-2004.  
Excl reason: Not in PICO  

Aubin, M., Vezina, L., Parent, R., Fillion, L., Allard, P., Bergeron, R., Dumont, S., and 
Giguere, A. Impact of an educational program on pain management in patients with cancer 
living at home. Oncology Nursing Forum 33[6], 1183-1188. 2006.  
Excl reason: Not in PICO  

Barlési, F., Duffaud, F., Doddoli, C., Gimenez, C., Auquier, P., Favre, R., and Kleisbauer, J. 
P. [Impact of a brochure on pain destined for thoracic oncology patients] [French]. Presse 
Medicale 33[19 pt 1], 1313-1318. 2004.  
Excl reason: Not in PICO  

Bingel, U., Wanigasekera, V., Wiech, K, Mhuircheartaigh, R. N., Lee, M. C., Ploner, M., and 
Tracey, I. The effect of treatment expectation on drug efficacy: imaging the analgesic benefit 
of the opioid remifentanil. Science Translational Medicine 3[70], 70ra14. 2011.  
Excl reason: Not in PICO  

Binhas, M., Roudot-Thoraval, F., Thominet, D., Maison, P., and Marty, J. Impact of written 
information describing postoperative pain management on patient agreement with proposed 
treatment. European Journal of Anaesthesiology 25[11], 884-890. 2008.  
Excl reason: Not in PICO  

Borgsteede, Sander D., Karapinar-¦arkit, Fatma, Hoffmann, Emmy, Zoer, Jan, and van den 
Bemt, Patricia M. L. A. Information needs about medication according to patients discharged 
from a general hospital. Patient Education and Counseling 83[1], 22-28. 2011.  
Excl reason: Not in PICO  

Bozimowski, Greg. Patient Perceptions of Pain Management Therapy: A Comparison of Real-
Time Assessment of Patient Education and Satisfaction and Registered Nurse Perceptions. 
Pain Management Nursing In Press. 2011.  
Excl reason: Not in PICO  

Buchanan, J., Borland, R., Cosolo, W., Millership, R., Haines, I., Zimet, A., and Zalcberg, J. 
Patients' beliefs about cancer management. Supportive Care in Cancer 4[2], 110-117. 1996.  
Excl reason: Not in PICO  

Cagle, J. G. and Kovacs, P. J. Education: a complex and empowering social work intervention 
at the end of life. Health & Social Work 34[1], 17-27. 2009.  
Excl reason: Not in PICO  

Cairns, D., Thomas, L., Mooney, V., and Pace, J. B. A comprehensive treatment approach to 
chronic low back pain. Pain 2[3], 301-308. 1976.  
Excl reason: Not in PICO  
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Capewell, C., Gregory, W., Closs, S., and Bennett, M. Brief DVD-based educational 
intervention for patients with cancer pain: feasibility study. Palliative Medicine 24[6], 616-622. 
2010.  
Excl reason: Not in PICO  

Carlsson, M. E., Strang, P. M., and Nygren, U. Qualitative analysis of the questions raised by 
patients with gynecologic cancers and their relatives in an educational support group. Journal 
of Cancer Education 14[1], 41-46. 1999.  
Excl reason: Not in PICO  

Casarett, D., Karlawish, J., Sankar, P., Hirschman, K. B., and Asch, D. A. Obtaining informed 
consent for clinical pain research: Patients' concerns and information needs. Pain 92[1-2], 71-
79. 2001.  
Excl reason: Not in PICO  

Chou, Roger, Fanciullo, Gilbert J., Fine, Perry G., Adler, Jeremy A., Ballantyne, Jane C., 
Davies, Pamela, Donovan, Marilee I., Fishbain, David A., Foley, Kathy M., Fudin, Jeffrey, 
Gilson, Aaron M., Kelter, Alexander, Mauskop, Alexander, O'Connor, Patrick G., Passik, 
Steven D., Pasternak, Gavril W., Portenoy, Russell K., Rich, Ben A., Roberts, Richard G., 
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pain? Journal of Family Practice 50[10], 897. 2001.  
Excl reason: Data from Allan et al. 2001  

Heinrich-Nols, J., Schug, B. S., Evers, G., Larsimont, V., Elze, M., Blume, H. H., Lee, L. S., 
Crawford, F., Heinrich-Nols, J., Schug, B. S., Evers, G., Larsimont, V., Elze, M., Blume, H. H., 
Lee, L. S., and Crawford, F. Bioequivalence study of two morphine extended release 
formulations after multiple dosing in healthy volunteers. International Journal of Clinical 
Pharmacology & Therapeutics 37[3], 153-158. 1999.  
Excl reason: Not in PICO  
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Heiskanen, T., Kalso, E., Heiskanen, T., and Kalso, E. Controlled-release oxycodone and 
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Excl reason: Duplicate  

Heiskanen, T. and Kalso, E. Controlled-release oxycodone and morphine in cancer related 
pain. SO: Pain 73[1], 37-45. 1997.  
Excl reason: Included in Reid et al. (2006) 2A  

Heiskanen, T. E., Ruismaki, P. M., Seppala, T. A., Kalso, E. A., Heiskanen, T. E., Ruismaki, 
P. M., Seppala, T. A., and Kalso, E. A. Morphine or oxycodone in cancer pain? Acta 
Oncologica 39[8], 941-947. 2000.  
Excl reason: Duplicate  

Heiskanen, T. E., Ruismaki, P. M., Seppala, T. A., Kalso, E. A., Heiskanen, T. E., Ruismaki, 
P. M., Seppala, T. A., and Kalso, E. A. Morphine or oxycodone in cancer pain? Acta 
Oncologica 39[8], 941-947. 2000.  
Excl reason: Data from Heiskanen et al. (1997)  
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Excl reason: Not in PICO  
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of pain caused by rheumatoid arthritis. Rheumatology International 24[6], 325-332. 2004.  
Excl reason: Not in PICO  

Hillier, R. J., Aboud, A., Thind, G., Clark, D. I., Hillier, Roxane J., Aboud, Ahlam, Thind, 
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Excl reason: Not in PICO  
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outpatient pain therapy. Schmerz 22[2], 156-163. 2008.  
Excl reason: Not in PICO  
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Excl reason: Not in PICO  
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Homsi, J., Walsh, D., Lasheen, W., Nelson, K. A., Rybicki, L. A., Bast, J., and LeGrand, S. B. 
A Comparative Study of 2 Sustained-Release Morphine Preparations for Pain in Advanced 
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Excl reason: Not in PICO  

Hong, D., Flood, P., and Diaz, G. The side effects of morphine and hydromorphone patient-
controlled analgesia. SO: Anesthesia and analgesia 107[4], 1384-1389. 2008.  
Excl reason: Not in PICO  

Hoskin, P. J., Poulain, P., Hanks, G. W., Hoskin, P. J., Poulain, P., and Hanks, G. W. 
Controlled-release morphine in cancer pain. Is a loading dose required when the formulation 
is changed? Anaesthesia 44[11], 897-901. 1989.  
Excl reason: Not in PICO  



DRAFT 

Opioids in palliative care]: NICE clinical guideline DRAFT appendix D (March 2012]) 
          Page 74 of 144 

Hoskin, P. J., Poulain, P., Hanks, G. W., Hoskin, P. J., Poulain, P., and Hanks, G. W. 
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Howell, J. Derrick. Pharmacokinetics of 800 mcg of sublingual fentanyl tablets, administered 
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as one 800-mcg tablet, two 400-mcg tablets, or four 200-mcg tablets, in healthy volunteers. 
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placebo in opioid-tolerant patients with breakthrough cancer pain. Journal of Pain 
Conference[var.pagings], P50. 2011.  
Excl reason: Not in PICO: Check original RCT? sublingual fentanyl tablets v placebo  
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release morphine formulations in healthy young adults. SO: CLIN THER 13[4], 482-488. 
1991.  
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Hwang, S. S., Chang, V. T., Kasimis, B., Hwang, Shirley S., Chang, Victor T., and Kasimis, 
Basil. Cancer breakthrough pain characteristics and responses to treatment at a VA medical 
center. Pain 101[1-2], 55-64. 2003.  
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therapy for chronic noncancer back pain. A randomized prospective study. SO: Spine 23[23], 
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neuropathic pain  
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patients with cancer: Four-month follow-up. Annals of Oncology Conference[ESMO], 
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Excl reason: Duplicate  
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Kahner-Grone, S., Agternkamp, C., Freundl, D., Jersch, B., Heller, R., Palissa, H., Kahner-
Grone, Sigrid, Agternkamp, Christiane, Freundl, Dierk, Jersch, Barbel, Heller, Rainer, and 
Palissa, Harriet. [Analgesic efficacy and tolerability of a generic fentanyl patch (TTS). Results 
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Excl reason: Review specific to the USA  
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Excl reason: Not in PICO  
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release morphine sulfate capsules. Clinical Therapeutics 19[2], 296-303. 1997.  
Excl reason: Not in PICO  
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Excl reason: Narrative review  

Kalso E. Morphine and oxycodone hydrochloride in the management of cancer pain. Clinical 
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Excl reason: Not in PICO (not breakthrough pain, IV then oral IR morphine and oxycodone 
hydrochloride , RCT?  
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Excl reason: Not in PICO  
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Kamboj, S. K., Tookman, A., Jones, L., Curran, H. V., Kamboj, Sunjeev K., Tookman, Adrian, 
Jones, Louise, and Curran, H. Valerie. The effects of immediate-release morphine on 
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cognitive functioning in patients receiving chronic opioid therapy in palliative care. Pain 
117[3], 388-395. 2005.  
Excl reason: Not in PICO: IR morphine v placebo  
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B., Kaplan, R., Conant, M., Cundiff, D., Maciewicz, R., Ries, K., Slagle, S., Slywka, J., and 
Buckley, B. Sustained-release morphine sulfate in the management of pain associated with 
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Excl reason: Not RCT  
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hydrochloride) extended-release capsules in the treatment of chronic pain of osteoarthritis of 
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journal of the American Pain Society 11[4], 303-311. 2010.  
Excl reason: Not in PICO (osteoarthritis)  
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medicine 122[4], 112-128. 2010.  
Excl reason: Not in PICO  

Katz, N., Sun, S., Johnson, F., Stauffer, J., Katz, Nathaniel, Sun, Stephen, Johnson, Franklin, 
and Stauffer, Joseph. ALO-01 (morphine sulfate and naltrexone hydrochloride) extended-
release capsules in the treatment of chronic pain of osteoarthritis of the hip or knee: 
pharmacokinetics, efficacy, and safety. Journal of Pain 11[4], 303-311. 2010.  
Excl reason: Not in PICO  
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Katz, N. Hale. Morphine sulfate and naltrexone hydrochloride extended release capsules in 
patients with chronic osteoarthritis pain. Postgraduate Medicine 122[4], 112-128. 2010.  
Excl reason: Population not in PICO  

Katz, N. P. MorphiDex() (MS:DM) double-blind, multiple-dose studies in chronic pain patients. 
Journal of Pain and Symptom Management 19[1 SUPPL. 1], 37-41. 2000.  
Excl reason: Not in PICO  

Keita, H. Tubach. Age-adapted morphine titration produces equivalent analgesia and adverse 
effects in younger and older patients. European Journal of Anaesthesiology 25[5], 352-356. 
2008.  
Excl reason: Not in PICO  

Kelly, K. Greene. Effects of tapentadol extended release on the western ontario and 
mcmaster universities osteoarthritis index (WOMAC) and pain intensity in patients with 
chronic osteoarthritis pain: Results of a randomized, phase 3, active- and placebo-controlled 
study. Arthritis and Rheumatism Conference[var.pagings], 2009. 2009.  
Excl reason: Not in PICO (osteroarthritis)  

Kerr, R. O. and Tester, W. J. A patient preference study comparing two extended-release 
morphine sulfate formulations (once-daily Kadian(TM) versus twice-daily MS Contin(TM)) for 
cancer pain. SO: Clinical drug investigation 19[1], 25-32. 2000.  
Excl reason: Not in PICO  

Khojasteh, A., Evans, W., Reynolds, R. D., Thomas, G., Savarese, J. J., Khojasteh, A., 
Evans, W., Reynolds, R. D., Thomas, G., and Savarese, J. J. Controlled-release oral 
morphine sulfate in the treatment of cancer pain with pharmacokinetic correlation. Journal of 
Clinical Oncology 5[6], 956-961. 1987.  
Excl reason: Not RCT  

King, S. J., Reid, C., Forbes, K., and Hanks, G. A systematic review of oxycodone in the 
management of cancer pain. Palliative Medicine 25[5], 454-470. 2011.  
Excl reason: SR of oxycodone w/o meta-analysis  

Kivitz, A. Ma. A 2-week, multicenter, randomized, double-blind, placebo-controlled, dose-
ranging, phase III trial comparing the efficacy of oxymorphone extended release and placebo 
in adults with pain associated with osteoarthritis of the hip or knee. Clinical Therapeutics 
28[3], 352-364. 2006.  
Excl reason: Population not in PICO  

Klepstad, P., Kaasa, S., Skauge, M., Borchgrevink, P. C., Klepstad, P., Kaasa, S., Skauge, 
M., and Borchgrevink, P. C. Pain intensity and side effects during titration of morphine to 
cancer patients using a fixed schedule dose escalation. Acta Anaesthesiologica Scandinavica 
44[6], 656-664. 2000.  
Excl reason: Not RCT  

Klepstad, P., Borchgrevink, P. C., Kaasa, S., Klepstad, P., Borchgrevink, P. C., and Kaasa, S. 
Effects on cancer patients' health-related quality of life after the start of morphine therapy. 
Journal of Pain & Symptom Management 20[1], 19-26. 2000.  
Excl reason: Not RCT   

Klepstad, P., Kaasa, S., Jystad, A., Hval, B., Borchgrevink, P. C., Klepstad, P., Kaasa, Stein, 
Jystad, Ase, Hval, Bjorn, and Borchgrevink, Petter C. Immediate- or sustained-release 
morphine for dose finding during start of morphine to cancer patients: a randomized, double-
blind trial. Pain 101[1-2], 193-198. 2003.  
Excl reason: Duplicate  

Klepstad, P., Kaasa, S., Jystad, A., Hval, B., and Borchgrevink, P. C. Immediate- or 
sustained-release morphine for dose finding during start of morphine to cancer patients: a 
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randomized, double-blind trial. Pain 101[1-2], 193-198. 2003.  
Excl reason: Duplicate  

Klepstad, P., Dale, O., Kaasa, S., Zahlsen, K., Aamo, T., Fayers, P., Borchgrevink, P. C., 
Klepstad, P., Dale, O., Kaasa, S., Zahlsen, K., Aamo, T., Fayers, P., and Borchgrevink, P. C. 
Influences on serum concentrations of morphine, M6G and M3G during routine clinical drug 
monitoring: a prospective survey in 300 adult cancer patients. Acta Anaesthesiologica 
Scandinavica 47[6], 725-731. 2003.  
Excl reason: Not in PICO  

Klepstad, P., Kaasa, S., and Borchgrevink, P. C. Starting Step III opioids for moderate to 
severe pain in cancer patients: Dose titration: A systematic review. Palliative Medicine 25[5], 
424-430. 2011.  
Excl reason: SR on opioid titration; no metanalysis  

Klepstad, P. Kaasa. Start of oral morphine to cancer patients: Effective serum morphine 
concentrations and contribution from morphine-6-glucuronide to the analgesia produced by 
morphine. European Journal of Clinical Pharmacology 55[10], 713-719. 2000.  
Excl reason: Not RCT  

Klous, M. G., Nuijen, B., van den Brink, W., Van Ree, J. M., Beijnen, J. H., Klous, Marjolein 
G., Nuijen, Bastiaan, van den Brink, Wim, Van Ree, Jan M., and Beijnen, Jos H. 
Pharmaceutical development of an intravenous dosage form of diacetylmorphine 
hydrochloride. Pda Journal of Pharmaceutical Science & Technology 58[6], 287-295. 2004.  
Excl reason: Not in PICO   

Koizumi, W., Toma, H., Watanabe, K., Katayama, K., Kawahara, M., Matsui, K., Takiuchi, H., 
Yoshino, K., Araki, N., Kodama, K., Kimura, H., Kono, I., Hasegawa, H., Hatanaka, K., Hiraga, 
K., Takeda, F., Koizumi, Wasaburo, Toma, Hiroshi, Watanabe, Ken ichi, Katayama, Kanji, 
Kawahara, Masaaki, Matsui, Kaoru, Takiuchi, Hiroya, Yoshino, Kunitoshi, Araki, Nobuhito, 
Kodama, Ken, Kimura, Hideyuki, Kono, Ichiro, Hasegawa, Hiroyasu, Hatanaka, Kaoru, 
Hiraga, Kazuaki, and Takeda, Fumikazu. Efficacy and tolerability of cancer pain management 
with controlled-release oxycodone tablets in opioid-naive cancer pain patients, starting with 5 
mg tablets. Japanese Journal of Clinical Oncology 34[10], 608-614. 2004.  
Excl reason: Not in PICO  

Koizumi, W., Toma, H., Watanabe, K., Katayama, K., Kawahara, M., Matsui, K., Takiuchi, H., 
Yoshino, K., Araki, N., Kodama, K., Kimura, H., Kono, I., Hasegawa, H., Hatanaka, K., Hiraga, 
K., Takeda, F., Koizumi, Wasaburo, Toma, Hiroshi, Watanabe, Ken ichi, Katayama, Kanji, 
Kawahara, Masaaki, Matsui, Kaoru, Takiuchi, Hiroya, Yoshino, Kunitoshi, Araki, Nobuhito, 
Kodama, Ken, Kimura, Hideyuki, Kono, Ichiro, Hasegawa, Hiroyasu, Hatanaka, Kaoru, 
Hiraga, Kazuaki, and Takeda, Fumikazu. Efficacy and tolerability of cancer pain management 
with controlled-release oxycodone tablets in opioid-naive cancer pain patients, starting with 5 
mg tablets. Japanese Journal of Clinical Oncology 34[10], 608-614. 2004.  
Excl reason: Not RCT  

Koltzenburg, M., Pokorny, R., Gasser, U. E., Richarz, U., Koltzenburg, Martin, Pokorny, Rolf, 
Gasser, Urs E., and Richarz, Ute. Differential sensitivity of three experimental pain models in 
detecting the analgesic effects of transdermal fentanyl and buprenorphine. Pain 126[1-3], 
165-174. 15-12-2006.  
Excl reason: Not in PICO  

Komurcu S. Safety and efficacy of transdermal fentanyl in patients with cancer pain: Phase 
IV, Turkish oncology group trial. European Journal of Cancer Care 16[1], 67-73. 2007.  
Excl reason: Not in PICO  

Kongsgaard, U. E. and Poulain, P. Transdermal fentanyl for pain control in chronic cancer 
pain. SO: Supportive Care in Cancer 5 Suppl, 177. 1997.  
Excl reason: Not in PICO  
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Kongsgaard, U. E. and Poulain, P. Transdermal fentanyl for pain control in adults with chronic 
cancer pain. SO: European Journal of Pain 2[1], 53-62. 1998.  
Excl reason: Not in PICO  

Korkmazsky, M., Ghandehari, J., Sanchez, A., Lin, H. M., and Pappagallo, M. Feasibility 
study of rapid opioid rotation and titration. Pain Physician 14[1], 71-82. 2011.  
Excl reason: Not RCT  

Korte, W., Morant, R., Korte, W., and Morant, R. Transdermal fentanyl in uncontrolled cancer 
pain: titration on a day-to-day basis as a procedure for safe and effective dose finding--a pilot 
study in 20 patients. Supportive Care in Cancer 2[2], 123-127. 1994.  
Excl reason: Not RCT  

Korte, W., de, Stoutz N., and Morant, R. Day-to-day titration to initiate transdermal fentanyl in 
patients with cancer pain: short- and long-term experiences in a prospective study of 39 
patients. SO: Journal of pain and symptom management 11[3], 139-146. 1996.  
Excl reason: Not RCT  

Kosinski, M. R., Schein, J. R., Vallow, S. M., Ascher, S., Hartle, C., Shikiar, R., Frank, L., 
Margolis, M. K., and Vorsanger, G. An observational study of health-related quality of life and 
pain outcomes in chronic low back pain patients treated with fentanyl transdermal system. 
Current Medical Research and Opinion 21[6], 849-862. 2005.  
Excl reason: Not in PICO  

Kress, H. G., Von-der, Laage D., Hoerauf, K. H., Nolte, T., Heiskanen, T., Petersen, R., 
Lundorff, L., Sabatowski, R., Krenn, H., Rosland, J. H., Saedder, E. A., and Jensen, N. H. A 
randomized, open, parallel group, multicenter trial to investigate analgesic efficacy and safety 
of a new transdermal fentanyl patch compared to standard opioid treatment in cancer pain. 
SO: Journal of pain and symptom management 36[3], 268-279. 2008.  
Excl reason: Duplicate  

Kress, H. G., Von der, Laage D., Hoerauf, K. H., Nolte, T., Heiskanen, T., Petersen, R., 
Lundorff, L., Sabatowski, R., Krenn, H., Rosland, J. H., Saedder, E. A., Jensen, N. H., Kress, 
Hans G., Von der Laage, Dorothea, Hoerauf, Klaus H., Nolte, Thomas, Heiskanen, Tarja, 
Petersen, Rasmus, Lundorff, Lena, Sabatowski, Rainer, Krenn, Herbert, Rosland, Jan H., 
Saedder, Eva A., and Jensen, Niels Henrik. A randomized, open, parallel group, multicenter 
trial to investigate analgesic efficacy and safety of a new transdermal fentanyl patch 
compared to standard opioid treatment in cancer pain. Journal of Pain & Symptom 
Management 36[3], 268-279. 2008.  
Excl reason: Comparator not in PICO  

Kress, H. G., ska, A., Kaczmarek, Z., Kaasa, S., Colberg, T., and Nolte, T. Efficacy and 
tolerability of intranasal fentanyl spray 50 to 200 microg for breakthrough pain in patients with 
cancer: a phase III, multinational, randomized, double-blind, placebo-controlled, crossover 
trial with a 10-month, open-label extension treatment period. SO: Clinical therapeutics 31[6], 
1177-1191. 2009.  
Excl reason: Not in PICO: intranasal fentanyl spray v placebo  

Kress, H. G., Boss, H., Delvin, T., Lahu, G., Lophaven, S., Marx, M., Skorjanec, S., Wagner, 
T., Kress, Hans G., Boss, Hildegard, Delvin, Thomas, Lahu, Gezim, Lophaven, Soren, Marx, 
Michael, Skorjanec, Sophie, and Wagner, Thomas. Transdermal fentanyl matrix patches 
Matrifen and Durogesic DTrans are bioequivalent. European Journal of Pharmaceutics & 
Biopharmaceutics 75[2], 225-231. 2010.  
Excl reason: Not in PICO  

Kress, H. G. C. Titration of intranasal fentanyl spray (INFS) for breakthrough pain in cancer 
patients: Evidence for dose proportionality VS background analgesia. European Journal of 
Pain Conference[var.pagings], September. 2009.  
Excl reason: Duplicate  
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Kress, H. G. C. Titration of intranasal fentanyl spray (INFS) for breakthrough pain in cancer 
patients: Evidence for dose proportionality VS background analgesia. European Journal of 
Pain Conference[var.pagings], September. 2009.  
Excl reason: Not in PICO  

Kummer, O., Hammann, F., Moser, C., Schaller, O., Drewe, J., Krahenbuhl, S., Kummer, 
Oliver, Hammann, Felix, Moser, Claudine, Schaller, Olivier, Drewe, Jurgen, and Krahenbuhl, 
Stephan. Effect of the inhibition of CYP3A4 or CYP2D6 on the pharmacokinetics and 
pharmacodynamics of oxycodone. European Journal of Clinical Pharmacology 67[1], 63-71. 
2011.  
Excl reason: Not in PICO  

Lacouture, P., Roth, S., Burch, F., Fleischmann, R., Iwan, T., and Kaiko, R. A double-blind, 
placebo-controlled, repeated dose, dose-response evaluation of controlled-release (CR) 
oxycodone in patients with osteoarthritis. Clinical Pharmacology & Therapeutics 59[2], I2. 
1996.  
Excl reason: Not in PICO  

Landau, C. J., Carr, W. D., Razzetti, A. J., Sessler, N. E., Munera, C., and Ripa, S. R. 
Buprenorphine transdermal delivery system in adults with persistent noncancer-related pain 
syndromes who require opioid therapy: a multicenter, 5-week run-in and randomized, double-
blind maintenance-of-analgesia study. SO: Clinical therapeutics 29[10], 2179-2193. 2007.  
Excl reason: Not in PICO: buprenorphine transdermal delivery system v placebo, population?  

Landau, C. J., Carr, W. D., Razzetti, A. J., Sessler, N. E., Munera, C., Ripa, S. R., Landau, 
Craig J., Carr, William D., Razzetti, Albert J., Sessler, Nelson E., Munera, Catherine, and 
Ripa, Steven R. Buprenorphine transdermal delivery system in adults with persistent 
noncancer-related pain syndromes who require opioid therapy: a multicenter, 5-week run-in 
and randomized, double-blind maintenance-of-analgesia study.[Erratum appears in Clin Ther. 
2009 Mar;31(3):677]. Clinical Therapeutics 29[10], 2179-2193. 2007.  
Excl reason: Not in PICO  

Landau, C. J. Buprenorphine Transdermal Delivery System in Adults with Persistent 
Noncancer-Related Pain Syndromes Who Require Opioid Therapy: A Multicenter, 5-Week 
Run-in and Randomized, Double-Blind Maintenance-of-Analgesia Study (vol 29, pg 2179, 
2007). Clinical Therapeutics 31[3], 677. 2009.  
Excl reason: Not in PICO  

Langford, R., McKenna, F., Ratcliffe, S., Vojtassak, J., Richarz, U., Langford, Richard, 
McKenna, Frank, Ratcliffe, Stuart, Vojtassak, Jozef, and Richarz, Ute. Transdermal fentanyl 
for improvement of pain and functioning in osteoarthritis: a randomized, placebo-controlled 
trial. Arthritis & Rheumatism 54[6], 1829-1837. 2006.  
Excl reason: Not in PICO  

Larsen, U., Radford, K., Holt, P. R., Teillol, Foo M., and Elbaek, K. Bioavailability of Reliadol 
(R) and MST continus in the steady state. SO: Journal of Clinical Research 1[15-27], 15-27. 
1998.  
Excl reason: Not in PICO  

Lasheen, W., Walsh, D., Mahmoud, F., Sarhill, N., Rivera, N., Davis, M., Lagman, R., 
Legrand, S., Lasheen, Wael, Walsh, Declan, Mahmoud, Fade, Sarhill, Nabeel, Rivera, Nilo, 
Davis, Mellar, Lagman, Ruth, and Legrand, Susan. The intravenous to oral relative milligram 
potency ratio of morphine during chronic dosing in cancer pain. Palliative Medicine 24[1], 9-
16. 2010.  
Excl reason: Not in PICO  

Lauretti, G. R., Oliveira, G. M., and Pereira, N. L. Comparison of sustained-release morphine 
with sustained-release oxycodone in advanced cancer patients. British Journal of Cancer 
89[11], 2027-2030. 2003.  
Excl reason: Duplicate  
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Lauretti, G. R., Oliveira, G. M., and Pereira, N. L. Comparison of sustained-release morphine 
with sustained-release oxycodone in advanced cancer patients. SO: British journal of cancer 
89[11], 2027-2030. 2003.  
Excl reason: Included in Caraceni et al. (2010)  

Lauretti, G. R., Oliveira, G. M., Pereira, N. L., Lauretti, G. R., Oliveira, G. M., and Pereira, N. 
L. Comparison of sustained-release morphine with sustained-release oxycodone in advanced 
cancer patients. British Journal of Cancer 89[11], 2027-2030. 1-12-2003.  
Excl reason: Duplicate  

Lazarus, H., Fitzmartin, R. D., Goldenheim, P. D., Lazarus, H., Fitzmartin, R. D., and 
Goldenheim, P. D. A multi-investigator clinical evaluation of oral controlled-release morphine 
(MS Contin tablets) administered to cancer patients. Hospice Journal - Physical, 
Psychosocial, & Pastoral Care of the Dying 6[4], 1-15. 1990.  
Excl reason: Duplicate  

Lazarus, H., Fitzmartin, R. D., Goldenheim, P. D., Lazarus, H., Fitzmartin, R. D., and 
Goldenheim, P. D. A multi-investigator clinical evaluation of oral controlled-release morphine 
(MS Contin tablets) administered to cancer patients. Hospice Journal - Physical, 
Psychosocial, & Pastoral Care of the Dying 6[4], 1-15. 1990.  
Excl reason: Not in PICO  

Le, Loet, X, Pavelka, K., Richarz, U., Le Loet, Xavier, Pavelka, Karel, and Richarz, Ute. 
Transdermal fentanyl for the treatment of pain caused by osteoarthritis of the knee or hip: an 
open, multicentre study. BMC Musculoskeletal Disorders 6, 31. 2005.  
Excl reason: Not in PICO  

Leary, A. Relative bioavailability of two formulations of buprenorphine spray compared with 
sublingual tablets (Temgesic). British Journal of Clinical Pharmacology 
Conference[var.paging], 297-298. 2009.  
Excl reason: Not in PICO  

LeBon, B., Zeppetella, G., and Higginson, I. J. Effectiveness of topical administration of 
opioids in palliative care: a systematic review (Structured abstract). SO: Journal of pain and 
symptom management 37[5], 913-917. 2009.  
Excl reason: Not in PICO  

Lee, M., Kern, S. E., Kisicki, J. C., Egan, T. D., Lee, Maureen, Kern, Steven E., Kisicki, James 
C., and Egan, Talmage D. A pharmacokinetic study to compare two simultaneous 400 microg 
doses with a single 800 microg dose of oral transmucosal fentanyl citrate. Journal of Pain & 
Symptom Management 26[2], 743-747. 2003.  
Excl reason: Not in PICO  

Lemmens, H. J., Wada, D. R., Munera, C., Eltahtawy, A., Stanski, D. R., Lemmens, 
Hendrikus J. M., Wada, D. Russell, Munera, Catherine, Eltahtawy, Ahmed, and Stanski, 
Donald R. Enriched analgesic efficacy studies: an assessment by clinical trial simulation. 
Contemporary Clinical Trials 27[2], 165-173. 2006.  
Excl reason: Not in PICO  

Lennernas, B., Hedner, T., Holmberg, M., Bredenberg, S., Nystrom, C., and Lennernas, H. 
Pharmacokinetics and tolerability of different doses of fentanyl following sublingual 
administration of a rapidly dissolving tablet to cancer patients: a new approach to treatment of 
incident pain. British Journal of Clinical Pharmacology 59[2], 249-253. 2005.  
Excl reason: Not in PICO: fentanyl v fentanyl but RCT?  

Lennernas, B., Hedner, T., Holmberg, M., Bredenberg, S., Nystrom, C., Lennernas, H., 
Lennernas, B., Hedner, T., Holmberg, M., Bredenberg, S., Nystrom, C., and Lennernas, H. 
Pharmacokinetics and tolerability of different doses of fentanyl following sublingual 
administration of a rapidly dissolving tablet to cancer patients: a new approach to treatment of 
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incident pain. British Journal of Clinical Pharmacology 59[2], 249-253. 2005.  
Excl reason: Not in PICO  

Lennernas, B., Frank-Lissbrant, I., Lennernas, H., Kalkner, K. M., Derrick, R., Howell, J., 
Lennernas, Bo, Frank-Lissbrant, Ingela, Lennernas, Hans, Kalkner, Karl Mikael, Derrick, Rob, 
and Howell, Julian. Sublingual administration of fentanyl to cancer patients is an effective 
treatment for breakthrough pain: results from a randomized phase II study. Palliative Medicine 
24[3], 286-293. 2010.  
Excl reason: Not in PICO  

Lennernäs, B., Frank, Lissbrant, I, Lennernäs, H., Kälkner, K. M., Derrick, R., and Howell, J. 
Sublingual administration of fentanyl to cancer patients is an effective treatment for 
breakthrough pain: results from a randomized phase II study. SO: Palliative medicine 24[3], 
286-293. 2010.  
Excl reason: Not in PICO: sublingual fentanyl v placebo  

Leslie, S. T., Rhodes, A., Black, F. M., Leslie, S. T., Rhodes, A., and Black, F. M. Controlled 
release morphine sulphate tablets--a study in normal volunteers. British Journal of Clinical 
Pharmacology 9[5], 531-534. 1980.  
Excl reason: Not in PICO  

Levine, A. M. and Burdick, R. K. Controlled-release oxycodone. Journal of the American 
Academy of Orthopaedic Surgeons 13[1], 1-4. 2005.  
Excl reason: Not in PICO  

Levine, J. D. and Gordon, N. C. Influence of the method of drug administration on analgesic 
response. SO: NATURE 312[5996], 755-756. 1984.  
Excl reason: Not in PICO   

Libretto, S. E. Use of transdermal fentanyl in patients with continuous non-malignant pain - A 
case report series. Clinical Drug Investigation 22[7], 473-483. 2002.  
Excl reason: Not in PICO  

Liguori, S., Gottardi, M., Micheletto, G., Bruno, L., Liguori, S., Gottardi, M., Micheletto, G., and 
Bruno, L. Pharmacological approach to chronic visceral pain. Focus on oxycodone controlled 
release: an open multicentric study. European Review for Medical & Pharmacological 
Sciences 14[3], 185-190. 2010.  
Excl reason: Not in PICO  

Likar, R., Griessinger, N., Sadjak, A., Sittl, R., Likar, Rudolf, Griessinger, Norbert, Sadjak, 
Anton, and Sittl, Reinhard. [Transdermal buprenorphine for treatment of chronic tumor and 
non-tumor pain]. [German]. Wiener Medizinische Wochenschrift 153[13-14], 317-322. 2003.  
Excl reason: Not in PICO  

Likar, R., Kayser, H., Sittl, R., Likar, Rudolf, Kayser, Hubertus, and Sittl, Reinhard. Long-term 
management of chronic pain with transdermal buprenorphine: a multicenter, open-label, 
follow-up study in patients from three short-term clinical trials. Clinical Therapeutics 28[6], 
943-952. 2006.  
Excl reason: Not in PICO  

Likar, R., Lorenz, V., Korak-Leiter, M., Kager, I., Sittl, R., Likar, Rudolf, Lorenz, Violetta, 
Korak-Leiter, Maria, Kager, Ingo, and Sittl, Reinhard. Transdermal buprenorphine patches 
applied in a 4-day regimen versus a 3-day regimen: a single-site, Phase III, randomized, 
open-label, crossover comparison. Clinical Therapeutics 29[8], 1591-1606. 2007.  
Excl reason: Duplicate  

Likar, R., Lorenz, V., Korak-Leiter, M., Kager, I., Sittl, R., Likar, Rudolf, Lorenz, Violetta, 
Korak-Leiter, Maria, Kager, Ingo, and Sittl, Reinhard. Transdermal buprenorphine patches 
applied in a 4-day regimen versus a 3-day regimen: a single-site, Phase III, randomized, 
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open-label, crossover comparison. Clinical Therapeutics 29[8], 1591-1606. 2007.  
Excl reason: Not in PICO: buprenorphine transdermal patch changes every 3 v 4 days  

Likar, R., Lorenz, V., Korak-Leiter, M., Kager, I., Sittl, R., Likar, Rudolf, Lorenz, Violetta, 
Korak-Leiter, Maria, Kager, Ingo, and Sittl, Reinhard. Transdermal buprenorphine patches 
applied in a 4-day regimen versus a 3-day regimen: a single-site, Phase III, randomized, 
open-label, crossover comparison. Clinical Therapeutics 29[8], 1591-1606. 2007.  
Excl reason: Duplicate  

Likar, R., Vadlau, E. M., Breschan, C., Kager, I., Korak-Leiter, M., and Ziervogel, G. 
Comparable analgesic efficacy of transdermal buprenorphine in patients over and under 65 
years of age. Clinical Journal of Pain 24[6], 536-543. 2008.  
Excl reason: Not in PICO  

Ling, W., Huber, A., Chariuvastra, A. C., and Klett, J. Buprenorphine: liquid vs table 
formulation. SO: NIDA Research Monograph 180, 161. 2000.  
Excl reason: Not in PICO  

Lintzeris, N., Bammer, G., Rushworth, L., Jolley, D. J., and Whelan, G. Buprenorphine dosing 
regime for inpatient heroin withdrawal: a symptom-triggered dose titration study. SO: Drug 
and Alcohol Dependence 70[3], 287-294. 2003.  
Excl reason: Not in PICO  

Ljuca, D. and Husic, S. Treatment of Severe Cancer Pain by Transdermal Fentanyl. Bosnian 
Journal of Basic Medical Sciences 10[2], 158-164. 2010.  
Excl reason: Not in PICO  

Ljuca, D. and Husic, S. The effects of oral morphine in "titration phase" of carcinoma pain 
treatment. Healthmed 4[2], 434-440. 2010.  
Excl reason: Not RCT  

Lo, Presti C., Roscetti, A., Muriess, D., Mammucari, M., Lo Presti, Claudio, Roscetti, 
Alessandro, Muriess, Davide, and Mammucari, Massimo. Time to pain relief after immediate-
release morphine in episodic pain: the TIME study. Clinical Drug Investigation 30 Suppl 2, 49-
55. 2010.  
Excl reason: Not RCT  

Lorvidhaya, V., Sr. Evaluation of safety and efficacy of transdermal therapeutic system-
fentanyl in adult patients with gynecological cancer-related pain. Journal of the Medical 
Association of Thailand 87[3], 319-325. 2004.  
Excl reason: Not RCT  

Loughlin, J. E., Cole, J. A., Dodd, S. L., Schein, J. R., Thornhill, J. C., and Walker, A. M. 
Comparison of resource utilization by patients treated with transdermal fentanyl and long-
acting oral opioids for nonmalignant pain. Pain Medicine 3[1], 47-55. 2002.  
Excl reason: Not in PICO  

Lugo, Goytia G., Esquivel, V., Gutierrez, H., and Hernandez, Rayon A. Total intravenous 
anesthesia with propofol and fentanyl: a comparison of target-controlled versus manual 
controlled infusion systems. SO: Revista Mexicana de Anestesiologia 28[1], 20-26. 2005.  
Excl reason: Not in PICO  

Lundorff, L., Peuckmann, V., and Sjogren, P. Pain management of opioid-treated cancer 
patients in hospital settings in Denmark. Acta Anaesthesiologica Scandinavica 52[1], 137-
142. 2008.  
Excl reason: Not RCT  

Lvovschi, V., Aubrun, F., Bonnet, P., Bouchara, A., Bendahou, M., Humbert, B., Hausfater, P., 
and Riou, B. Intravenous morphine titration to treat severe pain in the ED. American Journal 
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of Emergency Medicine 26[6], 676-682. 2008.  
Excl reason: Not RCT/not in PICO  

Lynch, P. M., Butler, J., Huerta, D., Tsals, I., Davidson, D., and Hamm, S. A pharmacokinetic 
and tolerability evaluation of two continuous subcutaneous infusion systems compared to an 
oral controlled-release morphine. SO: Journal of Pain & Symptom Management 19[5], 348-
356. 2000.  
Excl reason: Not in PICO  

Lynch, P. M., Butler, J., Huerta, D., Tsals, I., Davidson, D., and Hamm, S. A pharmacokinetic 
and tolerability evaluation of two continuous subcutaneous infusion systems compared to an 
oral controlled-release morphine. SO: Journal of Pain & Symptom Management 19[5], 348-
356. 2000.  
Excl reason: Duplicate  

Lyseng-Williamson, K. A. and Lyseng-Williamson, Katherine A. Fentanyl pectin nasal spray: 
in breakthrough pain in opioid-tolerant adults with cancer. CNS Drugs 25[6], 511-522. 1-6-
2011.  
Excl reason: Narrative review  

Lyseng-Williamson, K. A. Fentanyl pectin nasal spray: In breakthrough pain in opioid-tolerant 
adults with cancer. CNS Drugs 25[6], 511-522. 2011.  
Excl reason: Duplicate  

Ma, K., Jiang, W., Zhou, Q., and Du, D. P. The efficacy of oxycodone for management of 
acute pain episodes in chronic neck pain patients. International Journal of Clinical Practice 
62[2], 241-247. 2008.  
Excl reason: Population not in PICO (chronic neck pain)  

Ma, K., Jiang, W., Zhou, Q., Du, D. P., Ma, K., Jiang, W., Zhou, Q., and Du, D. P. The efficacy 
of oxycodone for management of acute pain episodes in chronic neck pain patients. 
International Journal of Clinical Practice 62[2], 241-247. 2008.  
Excl reason: Not in PICO  

Maccarrone, C. Single dose pharmacokinetics of Kapanol a new oral sustained-release 
morphine formulation. Drug Investigation 7[5], 262-274. 1994.  
Excl reason: Not in PICO  

MacDonald, S., Dudgeon, D. J., Bruera, E., Gagnon, B., Watanabe, S., Allan, S., Warr, D., 
Savage, C., and Pate, J. A phase III double-blind equivalence study of two different 
formulations of slow-release morphine followed by a randomization between 
dextromethorphan or placebo plus Statex SR for chronic cancer pain relief in terminally ill 
patients [abstract]. SO: Proceedings of the American Society of Clinical Oncology 21 (Pt 1), 
381a, Abstract. 2002.  
Excl reason: Not in PICO  

Maddocks, I., Somogyi, A., Abbott, F., Hayball, P., Parker, D., Maddocks, I., Somogyi, A., 
Abbott, F., Hayball, P., and Parker, D. Attenuation of morphine-induced delirium in palliative 
care by substitution with infusion of oxycodone. Journal of Pain & Symptom Management 
12[3], 182-189. 1996.  
Excl reason: Not in PICO  

Maier, C., Hildebrandt, J., Klinger, R., Henrich-Eberl, C., Lindena, G., MONTAS Study Group., 
Maier, Christoph, Hildebrandt, Jan, Klinger, Regine, Henrich-Eberl, Christine, Lindena, 
Gabriele, and MONTAS Study Group. Morphine responsiveness, efficacy and tolerability in 
patients with chronic non-tumor associated pain - results of a double-blind placebo-controlled 
trial (MONTAS). Pain 97[3], 223-233. 2002.  
Excl reason: Not in PICO  
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Maier, C., Hildebrandt, J., Klinger, R., Henrich, Eberl C., Lindena, G., and -MONTAS-Study-
Group. Morphine responsiveness, efficacy and tolerability in patients with chronic non-tumor 
associated pain - results of a double-blind placebo-controlled trial (MONTAS). SO: Pain 97[3], 
223-233. 2002.  
Excl reason: Not in PICO: sustained-release morphine v placebo; population?  

Malinoff, H. L., Barkin, R. L., Wilson, G., Malinoff, Herbert L., Barkin, Robert L., and Wilson, 
Geoffrey. Sublingual buprenorphine is effective in the treatment of chronic pain syndrome. 
American Journal of Therapeutics 12[5], 379-384. 2005.  
Excl reason: Not in PICO  

Manara, A. R., Shelly, M. P., Quinn, K. G., Park, G. R., Manara, A. R., Shelly, M. P., Quinn, K. 
G., and Park, G. R. Pharmacokinetics of morphine following administration by the buccal 
route. British Journal of Anaesthesia 62[5], 498-502. 1989.  
Excl reason: Not in PICO  

Manara, A. R., Shelly, M. P., Quinn, K. G., Park, G. R., Manara, A. R., Shelly, M. P., Quinn, K. 
G., and Park, G. R. Pharmacokinetics of morphine following administration by the buccal 
route. British Journal of Anaesthesia 62[5], 498-502. 1989.  
Excl reason: Duplicate  

Manco, L., Messina, J., and Portenoy, R. A randomized, placebo-controlled study of fentanyl 
effervescent buccal tablets for breakthrough pain in opioid-tolerant patients with cancer. 
Oncology Nursing Forum 33[2], 215. 2006.  
Excl reason: Not in PICO  

Mandema, J. W., Kaiko, R. F., Oshlack, B., Reder, R. F., Stanski, D. R., Mandema, J. W., 
Kaiko, R. F., Oshlack, B., Reder, R. F., and Stanski, D. R. Characterization and validation of a 
pharmacokinetic model for controlled-release oxycodone. British Journal of Clinical 
Pharmacology 42[6], 747-756. 1996.  
Excl reason: Not in PICO  

Marcus, D. A., Glick, R. M., Marcus, Dawn A., and Glick, Ronald M. Sustained-release 
oxycodone dosing survey of chronic pain patients. Clinical Journal of Pain 20[5], 363-366. 
2004.  
Excl reason: Not in PICO  

Marier, J. F., Lor, M., Potvin, D., Dimarco, M., Morelli, G., and Saedder, E. A. 
Pharmacokinetics, tolerability, and performance of a novel matrix transdermal delivery system 
of fentanyl relative to the commercially available reservoir formulation in healthy subjects. SO: 
Journal of clinical pharmacology 46[6], 642-653. 2006.  
Excl reason: Not in PICO  

Marier, J. F., Lor, M., Potvin, D., Dimarco, M., Morelli, G., Saedder, E. A., Marier, Jean 
Francois, Lor, Mary, Potvin, Diane, Dimarco, Marika, Morelli, Gaetano, and Saedder, Eva 
Aggerholm. Pharmacokinetics, tolerability, and performance of a novel matrix transdermal 
delivery system of fentanyl relative to the commercially available reservoir formulation in 
healthy subjects. Journal of Clinical Pharmacology 46[6], 642-653. 2006.  
Excl reason: Not in PICO  

Marier, J. F., Lor, M., Morin, J., Roux, L., Di, Marco M., Morelli, G., Saedder, E. A., Marier, 
Jean Francois, Lor, Mary, Morin, Josee, Roux, Lionel, Di Marco, Marika, Morelli, Gaetano, 
and Saedder, Eva Aggerholm. Comparative bioequivalence study between a novel matrix 
transdermal delivery system of fentanyl and a commercially available reservoir formulation. 
British Journal of Clinical Pharmacology 63[1], 121-124. 2007.  
Excl reason: Not in PICO  

Marier, J. F., Lor, M., Morin, J., Roux, L., Di, Marco M., Morelli, G., Saedder, E. A., Marier, 
Jean Francois, Lor, Mary, Morin, Josee, Roux, Lionel, Di Marco, Marika, Morelli, Gaetano, 
and Saedder, Eva Aggerholm. Comparative bioequivalence study between a novel matrix 
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transdermal delivery system of fentanyl and a commercially available reservoir formulation. 
British Journal of Clinical Pharmacology 63[1], 121-124. 2007.  
Excl reason: Duplicate  

Markenson, J. A., Croft, J., Zhang, P. G., and Richards, P. Treatment of persistent pain 
associated with osteoarthritis with controlled-release oxycodone tablets in a randomized 
controlled clinical trial. Clinical Journal of Pain 21[6], 524-535. 2005.  
Excl reason: Not in PICO: controlled-release oxycodone versus placebo in osteoarthritis  

Markenson, J. A., Croft, J., Zhang, P. G., Richards, P., Markenson, Joseph A., Croft, Joseph, 
Zhang, P. G., and Richards, Patricia. Treatment of persistent pain associated with 
osteoarthritis with controlled-release oxycodone tablets in a randomized controlled clinical 
trial. Clinical Journal of Pain 21[6], 524-535. 2005.  
Excl reason: Not in PICO  

Marshall, D. A., Strauss, M. E., Pericak, D., Buitendyk, M., Codding, C., Torrance, G. W., 
Marshall, Deborah A., Strauss, Marcie E., Pericak, Dan, Buitendyk, Melanie, Codding, 
Christine, and Torrance, George W. Economic evaluation of controlled-release oxycodone vs 
oxycodone-acetaminophen for osteoarthritis pain of the hip or knee. American Journal of 
Managed Care 12[4], 205-214. 2006.  
Excl reason: Not in PICO  

Maves, T. J., Barcellos, W. A., Maves, T. J., and Barcellos, W. A. Management of cancer pain 
with transdermal fentanyl: phase IV trial, University of Iowa. Journal of Pain & Symptom 
Management 7[3 Suppl], S58-S62. 1992.  
Excl reason: Not in PICO  

Mayyas, F., Fayers, P., Kaasa, S., and Dale, O. A systematic review of oxymorphone in the 
management of chronic pain (Structured abstract). Journal of Pain and Symptom 
Management 39[2], 296-308. 2010.  
Excl reason: Not in PICO: SR of oxymorphone (check)  

Mazzocato, C., Buclin, T., and Rapin, C. H. The effects of morphine on dyspnea and 
ventilatory function in elderly patients with advanced cancer: a randomized double-blind 
controlled trial. SO: Annals of oncology : official journal of the European Society for Medical 
Oncology / ESMO 10[12], 1511-1514. 1999.  
Excl reason: Not in PICO  

McAleer, S. D., Mills, R. J., Polack, T., Hussain, T., Rolan, P. E., Gibbs, A. D., Mullins, F. G. 
P., and Hussein, Z. Pharmacokinetics of high-dose buprenorphine following single 
administration of sublingual tablet formulations in opioid naive healthy male volunteers under 
a naltrexone block. SO: Drug & Alcohol Dependence 72[1], 75-83. 2003.  
Excl reason: Not in PICO  

McCaffery, M. Ferrell. Nurses' personal opinions about patients' pain and their effect on 
recorded assessments and titration of opioid doses. Pain Management Nursing 1[3], 79-87. 
2000.  
Excl reason: Not RCT  

McIlwain, H. Ahdieh. Safety, tolerability, and effectiveness of oxymorphone extended release 
for moderate to severe osteoarthritis pain: A one-year study. American Journal of 
Therapeutics 12[2], 106-112. 2005.  
Excl reason: Not RCT  

McKenna, F., Richarz, U., and Langford, R. Effects of transdermal fentanyl on functioning in 
patients with knee and hip osteoarthritis: Results from a randomised, double-blind, placebo-
controlled trial. Annals of the Rheumatic Diseases 64, 526-527. 2005.  
Excl reason: Not in PICO  
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McNamara, P. and McNamara, Paul. Opioid switching from morphine to transdermal fentanyl 
for toxicity reduction in palliative care. Palliative Medicine 16[5], 425-434. 2002.  
Excl reason: Not in PICO  

McQuinn, R. L., Kvam, D. C., Maser, M. J., Miller, A. L., and Oliver, S. Sustained oral mucosal 
delivery in human volunteers of buprenorphine from a thin non-eroding mucoadhesive 
polymeric disk. SO: Journal of Controlled Release. 34[3], 243-250. 1995.  
Excl reason: Not in PICO  

McShane, A. J. and Blunnie, W. P. Respiratory and analgesic effects of sustained release 
oral morphine [abstract]. SO: Ir-J-Med-Sci 154[8], 324. 1985.  
Excl reason: Not in PICO  

Menahem S. Continuous subcutaneous delivery of medications for home care palliative 
patients-using an infusion set or a pump? Supportive Care in Cancer 18[9], 1165-1170. 2010.  
Excl reason: Not in PICO  

Menefee, L. A., Frank, E. D., Crerand, C., Jalali, S., Park, J., Sanschagrin, K., and Besser, M. 
The effects of transdermal fentanyl on driving, cognitive performance, and balance in patients 
with chronic nonmalignant pain conditions. Pain Medicine 5[1], 42-49. 2004.  
Excl reason: Not in PICO  

Mercadante S.Ferrera. The use of fentanyl buccal tablets as breakthrough medication in 
patients receiving chronic methadone therapy: An open label preliminary study. Supportive 
Care in Cancer 19[3], 435-438. 2011.  
Excl reason: Not RCT  

Mercadante S.Gebbia. Tools for Identifying Cancer Pain of Predominantly Neuropathic Origin 
and Opioid Responsiveness in Cancer Patients. Journal of Pain 10[6], 594-600. 2009.  
Excl reason: Not RCT  

Mercadante S.Popper. Efficacy and patient preference for intranasal fentanyl spray (INFS) 
versus oral transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain - An open-
label crossover trial. European Journal of Cancer, Supplement Conference[var.pagings], 254. 
2009.  
Excl reason: Not in PICO: Same as Mercadante (2009)?  

Mercadante S.Popper. Efficacy and patient preference for intranasal fentanyl spray (INFS) 
versus oral transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain - An open-
label crossover trial. European Journal of Cancer, Supplement Conference[var.pagings], 254. 
2009.  
Excl reason: Duplicate  

Mercadante S.Radbruch. Efficacy of intranasal fentanyl spray (INFS) versus oral 
transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain: Open-label crossover 
trial. European Journal of Pain Conference[var.pagings], September. 2009.  
Excl reason: Not in PICO: Same as Mercadante (2009)?  

Mercadante S.Radbruch. Efficacy of intranasal fentanyl spray (INFS) versus oral 
transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain: Open-label crossover 
trial. European Journal of Pain Conference[var.pagings], September. 2009.  
Excl reason: Duplicate  

Mercadante S.Radbruch. Ease of use and preference for intranasal fentanyl spray (INFS) 
versus oral transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain. European 
Journal of Pain Conference[var.pagings], September. 2009.  
Excl reason: Not in PICO: Same as Mercadante (2009)?  

Mercadante S.Radbruch. Ease of use and preference for intranasal fentanyl spray (INFS) 
versus oral transmucosal fentanyl citrate (OTFC) for breakthrough cancer pain. European 
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Journal of Pain Conference[var.pagings], September. 2009.  
Excl reason: Duplicate  

Mercadante S.Villari. Safety and effectiveness of intravenous morphine for episodic 
(breakthrough) pain using a fixed ratio with the oral daily morphine dose. Journal of Pain and 
Symptom Management 27[4], 352-359. 2004.  
Excl reason: Not RCT  

Mercadante S.Villari. Transmucosal fentanyl vs intravenous morphine in doses proportional to 
basal opioid regimen for episodic-breakthrough pain. British Journal of Cancer 96[12], 1828-
1833. 2007.  
Excl reason: Not in PICO: RCT? intravenous morphine v oral transmucosal fentanyl citrate  

Mercadante, S., Casuccio, A., Agnello, A., Serretta, R., Calderone, L., and Barresi, L. 
Morphine versus methadone in the pain treatment of advanced-cancer patients followed up at 
home. SO: Journal of clinical oncology : official journal of the American Society of Clinical 
Oncology 16[11], 3656-3661. 1998.  
Excl reason: Not in PICO: sustained-release morphine v methadone  

Mercadante, S., Casuccio, A., Agnello, A., Barresi, L., Mercadante, S., Casuccio, A., Agnello, 
A., and Barresi, L. Methadone response in advanced cancer patients with pain followed at 
home. Journal of Pain & Symptom Management 18[3], 188-192. 1999.  
Excl reason: Not RCT  

Mercadante, S. and Portenoy, R. K. Opioid poorly-responsive cancer pain. Part 3. Clinical 
strategies lo improve opioid responsiveness. Journal of Pain and Symptom Management 
21[4], 338-354. 2001.  
Excl reason: Narrative review  

Mercadante, S., Porzio, G., Ferrera, P., Fulfaro, F., Aielli, F., Ficorella, C., Verna, L., Tirelli, 
W., Villari, P., Arcuri, E., Mercadante, Sebastiano, Porzio, Gianpiero, Ferrera, Patrizia, 
Fulfaro, Fabio, Aielli, Federica, Ficorella, Corrado, Verna, Lucilla, Tirelli, Walter, Villari, 
Patrizia, and Arcuri, Edoardo. Low morphine doses in opioid-naive cancer patients with pain. 
Journal of Pain & Symptom Management 31[3], 242-247. 2006.  
Excl reason: Not RCT  

Mercadante, S. and Bruera, E. Opioid switching: A systematic and critical review. Cancer 
Treatment Reviews 32[4], 304-315. 2006.  
Excl reason: Not in PICO  

Mercadante, S., Villari, P., Ferrera, P., Porzio, G., Aielli, F., Verna, L., Casuccio, A., 
Mercadante, Sebastiano, Villari, Patrizia, Ferrera, Patrizia, Porzio, Giampiero, Aielli, Federica, 
Verna, Lucilla, and Casuccio, Alessandra. Safety and effectiveness of intravenous morphine 
for episodic breakthrough pain in patients receiving transdermal buprenorphine. Journal of 
Pain & Symptom Management 32[2], 175-179. 2006.  
Excl reason: Not RCT  

Mercadante, S., Villari, P., Ferrera, P., Casuccio, A., Mercadante, Sebastiano, Villari, Patrizia, 
Ferrera, Patrizia, and Casuccio, Alessandra. Opioid-induced or pain relief-reduced symptoms 
in advanced cancer patients? European Journal of Pain: Ejp 10[2], 153-159. 2006.  
Excl reason: Not RCT  

Mercadante, S. Opioid titration in cancer pain: a critical review. European Journal of Pain 
11[8], 823-830. 2007.  
Excl reason: Narrative review  

Mercadante, S., Porzio, G., Fulfaro, F., Aielli, F., Verna, L., Ficorella, C., Casuccio, A., Riina, 
S., Intravaia, G., and Mangione, S. Switching from Transdermal Drugs: An Observational "N 
of 1" Study of Fentanyl and Buprenorphine. SO: Journal of pain and symptom management 
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34[5], 532-538. 2007.  
Excl reason: Not RCT  

Mercadante, S., Villari, P., Ferrera, P., Casuccio, A., Mangione, S., and Intravaia, G. 
Transmucosal fentanyl vs intravenous morphine in doses proportional to basal opioid regimen 
for episodic-breakthrough pain. SO: British journal of cancer 96[12], 1828-1833. 2007.  
Excl reason: Duplicate  

Mercadante, S., Porzio, G., Ferrera, P., Fulfaro, F., Aielli, F., Verna, L., Villari, P., Ficorella, 
C., Gebbia, V., Riina, S., Casuccio, A., and Mangione, S. Sustained-release oral morphine 
versus transdermal fentanyl and oral methadone in cancer pain management. SO: European 
journal of pain (London, England) 12[8], 1040-1046. 2008.  
Excl reason: Duplicate  

Mercadante, S., Porzio, G., Ferrera, P., Fulfaro, F., Aielli, F., Verna, L., Villari, P., Ficorella, 
C., Gebbia, V., Riina, S., Casuccio, A., Mangione, S., Mercadante, Sebastiano, Porzio, 
Giampiero, Ferrera, Patrizia, Fulfaro, Fabio, Aielli, Federica, Verna, Lucilla, Villari, Patrizia, 
Ficorella, Corrado, Gebbia, Vittorio, Riina, Salvatore, Casuccio, Alessandra, and Mangione, 
Salvatore. Sustained-release oral morphine versus transdermal fentanyl and oral methadone 
in cancer pain management. European Journal of Pain: Ejp 12[8], 1040-1046. 2008.  
Excl reason: Included in Bekkering et al. (2011) oral sustained-release morphine v oral 
methadone v transdermal fentanyl (for background pain)  

Mercadante, S., Intravaia, G., Villari, P., Ferrera, P., Riina, S., Mangione, S., Mercadante, 
Sebastiano, Intravaia, Giuseppe, Villari, Patrizia, Ferrera, Patrizia, Riina, Salvatore, and 
Mangione, Salvatore. Intravenous morphine for breakthrough (episodic-) pain in an acute 
palliative care unit: a confirmatory study. Journal of Pain & Symptom Management 35[3], 307-
313. 2008.  
Excl reason: Not RCT  

Mercadante, S., Porzio, G., Ferrera, P., Fulfaro, F., Aielli, F., Verna, L., Villari, P., Ficorella, 
C., Gebbia, V., Riina, S., Casuccio, A., Mangione, S., Mercadante, Sebastiano, Porzio, 
Giampiero, Ferrera, Patrizia, Fulfaro, Fabio, Aielli, Federica, Verna, Lucilla, Villari, Patrizia, 
Ficorella, Corrado, Gebbia, Vittorio, Riina, Salvatore, Casuccio, Alessandra, and Mangione, 
Salvatore. Sustained-release oral morphine versus transdermal fentanyl and oral methadone 
in cancer pain management. European Journal of Pain: Ejp 12[8], 1040-1046. 2008.  
Excl reason: Duplicate  

Mercadante, S., Porzio, G., Ferrera, P., Fulfaro, F., Alelli, F., Verna, L., Villari, P., Ficorella, 
C., Gebbia, V., Riina, S., Casuccio, A., and Mangione, S. Sustained-release oral morphine 
versus transdermal fentanyl and oral methadone in cancer pain management. European 
Journal of Pain 12[8], 1040-1046. 2008.  
Excl reason: Included in Bekkering et al. (2011) 2B  

Mercadante, S., Radbruch, L., Davies, A., Poulain, P., Sitte, T., Perkins, P., Colberg, T., and 
Camba, M. A. A comparison of intranasal fentanyl spray with oral transmucosal fentanyl 
citrate for the treatment of breakthrough cancer pain: an open-label, randomised, crossover 
trial. SO: Current medical research and opinion 25[11], 2805-2815. 2009.  
Excl reason: Not in PICO: intranasal fentanyl spray v oral transmucosal fentanyl citrate  

Mercadante, S., Radbruch, L., Davies, A., Poulain, P., Sitte, T., Perkins, P., Colberg, T., 
Camba, M. A., Mercadante, S., Radbruch, L., Davies, A., Poulain, P., Sitte, T., Perkins, P., 
Colberg, T., and Camba, M. A. A comparison of intranasal fentanyl spray with oral 
transmucosal fentanyl citrate for the treatment of breakthrough cancer pain: an open-label, 
randomised, crossover trial. Current Medical Research & Opinion 25[11], 2805-2815. 2009.  
Excl reason: Duplicate  

Mercadante, S., Porzio, G., Ferrera, P., Aielli, F., Verna, L., Tirelli, W., Villari, P., and 
Casuccio, A. Low Doses of Transdermal Buprenorphine in Opioid-Naive Patients With Cancer 
Pain: A 4-Week, Nonrandomized, Open-Label, Uncontrolled Observational Study. Clinical 
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Therapeutics 31[10], 2134-2138. 2009.  
Excl reason: Not RCT  

Mercadante, S., Porzio, G., Ferrera, P., Aielli, F., Verna, L., Tirelli, W., Villari, P., and 
Casuccio, A. Low Doses of Transdermal Buprenorphine in Opioid-Naive Patients With Cancer 
Pain: A 4-Week, Nonrandomized, Open-Label, Uncontrolled Observational Study. Clinical 
Therapeutics 31[10], 2134-2138. 2009.  
Excl reason: Not RCT  

Mercadante, S., Villari, P., Ferrera, P., Mangione, S., and Casuccio, A. The Use of Opioids for 
Breakthrough Pain in Acute Palliative Care Unit by Using Doses Proportional to Opioid Basal 
Regimen. Clinical Journal of Pain 26[4], 306-309. 2010.  
Excl reason: Duplicate  

Mercadante, S., Tirelli, W., David, F., Arcara, C., Fulfaro, F., Casuccio, A., and Gebbia, V. 
Morphine versus oxycodone in pancreatic cancer pain: a randomized controlled study. SO: 
The Clinical journal of pain 26[9], 794-797. 2010.  
Excl reason: Included in Bekkering et al. (2011) 2A  

Mercadante, S., Porzio, G., Ferrera, P., Aielli, F., Adile, C., Ficorella, C., Mercadante, 
Sebastiano, Porzio, Gianpiero, Ferrera, Patrizia, Aielli, Federica, Adile, Claudio, and Ficorella, 
Corrado. Low doses of transdermal fentanyl in opioid-naive patients with cancer pain. Current 
Medical Research & Opinion 26[12], 2765-2768. 2010.  
Excl reason: Not RCT  

Mercadante, S., Tirelli, W., David, F., Arcara, C., Fulfaro, F., Casuccio, A., Gebbia, V., 
Mercadante, Sebastiano, Tirelli, Walter, David, Fabrizio, Arcara, Carlo, Fulfaro, Fabio, 
Casuccio, Alessandra, and Gebbia, Vittorio. Morphine versus oxycodone in pancreatic cancer 
pain: a randomized controlled study. Clinical Journal of Pain 26[9], 794-797. 2010.  
Excl reason: Duplicate  

Mercadante, S., Porzio, G., Ferrera, P., Aielli, F., Adile, C., Ficorella, C., Mercadante, 
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extended-release morphine sulfate capsules (AVINZA) to twice-a-day controlled-release 
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Reeves, M. Does the provision of pre-prepared morphine solution alter the administration of 
opioids to patients in the recovery room? SO: Anaesthesia and intensive care 32[1], 31-32. 
2004.  
Excl reason: Not in PICO  



DRAFT 

Opioids in palliative care]: NICE clinical guideline DRAFT appendix D (March 2012]) 
          Page 109 of 144 

Reid, C. M., Martin, R. M., Sterne, J. A. C., Davies, A. N., and Hanks, G. W. Oxycodone for 
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Journal of Palliative Medicine 10[2], 465-475. 2007.  
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Luzzani, Massimo, Maltoni, Marco, De Conno, Franco, and MERITO Study Group. Normal-
release oral morphine starting dose in cancer patients with pain. Clinical Journal of Pain 25[5], 
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Vilar, A., Rosenthal, Murray, Moore, Polly, Groves, Eric, Iwan, Tad, Schlosser, Lisa 
Greenberg, Dziewanowska, Zofia, and Negro-Vilar, Andres. Sleep improves when patients 
with chronic OA pain are managed with morning dosing of once a day extended-release 
morphine sulfate (AVINZA): findings from a pilot study. Journal of Opioid Management 3[3], 
145-154. 2007.  
Excl reason: Not in PICO  

Ross, E. L. H. KADIAN (morphine sulfate extended-release) Capsules for treatment of 
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Rapoport, R. J., Rutstein, J., and Lacouture, P. G. Around-the-clock, controlled-release 
oxycodone therapy for osteoarthritis-related pain: placebo-controlled trial and long-term 
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chronic pain. International Journal of Clinical Practice 64[6], 763-774. 2010.  
Excl reason: Not in PICO  

Sasaki, J., Weil, A. J., Ross, E. L., and Nicholson, B. D. Effectiveness of polymer-coated 
extended-release morphine sulfate capsules in older patients with persistent moderate-to-
severe pain: A subgroup analysis of a large, open-label, community-based trial. Current 
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two transdermal fentanyl systems following single and repeat applications. Current Medical 
Research & Opinion 21[12], 1961-1968. 2005.  
Excl reason: Duplicate  

Sathyan, G., Guo, C., Sivakumar, K., Gidwani, S., Gupta, S., Sathyan, Gayatri, Guo, Cindy, 
Sivakumar, Krishna, Gidwani, Shalini, and Gupta, Suneel. Evaluation of the bioequivalence of 
two transdermal fentanyl systems following single and repeat applications. Current Medical 
Research & Opinion 21[12], 1961-1968. 2005.  
Excl reason: Not in PICO  

Savarese, J. J., Goldenheim, P. D., Thomas, G. B., Kaiko, R. F., Savarese, J. J., Goldenheim, 
P. D., Thomas, G. B., and Kaiko, R. F. Steady-state pharmacokinetics of controlled release 
oral morphine sulphate in healthy subjects. Clinical Pharmacokinetics 11[6], 505-510. 1986.  
Excl reason: Not in PICO  

Sawe, J., Dahlstrom, B., Rane, A., Sawe, J., Dahlstrom, B., and Rane, A. Steady-state 
kinetics and analgesic effect of oral morphine in cancer patients. European Journal of Clinical 
Pharmacology 24[4], 537-542. 1983.  
Excl reason: Not in PICO  

Schmid-Grendelmeier, P., Pokorny, R., Gasser, U. E., Richarz, U., Schmid-Grendelmeier, 
Peter, Pokorny, Rolf, Gasser, Urs E., and Richarz, Ute. A comparison of the skin irritation 
potential of transdermal fentanyl versus transdermal buprenorphine in middle-aged to elderly 
healthy volunteers. Current Medical Research & Opinion 22[3], 501-509. 2006.  
Excl reason: Not in PICO  



DRAFT 

Opioids in palliative care]: NICE clinical guideline DRAFT appendix D (March 2012]) 
          Page 112 of 144 

Schmitz S. Transdermal buprenorphine in patients with cancer-related pain in oncological 
practice. Journal of Applied Therapeutic Research 6[4], 20-31. 2008.  
Excl reason: Not RCT  

Schobelock, M. J. S. Multiple-dose pharmacokinetic evaluation of two formulations of 
sustained-release morphine sulfate tablets. Current Therapeutic Research - Clinical and 
Experimental 56[10], 1009-1021. 1995.  
Excl reason: Not in PICO  

Schoedel, K. A., McMorn, S., Chakraborty, B., Zerbe, K., Sellers, E. M., Schoedel, Kerri A., 
McMorn, Stephen, Chakraborty, Bijan, Zerbe, Kathleen, and Sellers, Edward M. Reduced 
cognitive and psychomotor impairment with extended-release oxymorphone versus 
controlled-release oxycodone. Pain Physician 13[6], 561-573. 2010.  
Excl reason: Not in PICO  

Scholes, C. F. G. Methadone titration in opioid-resistant cancer pain. European Journal of 
Cancer Care 8[1], 26-29. 1999.  
Excl reason: Not RCT  

Schonhofer, B., Kohler, D., Schonhofer, B., and Kohler, D. [Value of orally administered retard 
morphine for therapy of severe pulmonary emphysema of the pink-puffer type. A pilot study]. 
[German]. Deutsche Medizinische Wochenschrift 123[48], 1433-1438. 27-11-1998.  
Excl reason: Not in PICO  

Schonhofer, B., Suchi, S., Haidl, P., and Kohler, D. Epidemiology concerning the effect of oral 
administration of morphine in patients with emphysema from pink puffer type. Medizinische 
Klinik 96[6], 325-330. 2001.  
Excl reason: Not in PICO  

Schriek, P. Treatment of cancer-related pain with transdermal buprenorphine: a report of 
three cases. Supportive Care in Cancer 12[12], 882-884. 2004.  
Excl reason: Not in PICO  

Schutter, U., Ritzdorf, I., Heckes, B., Schutter, Ulf, Ritzdorf, Ingrid, and Heckes, Birgit. 
[Treatment of chronic osteoarthritis pain: effectivity and safety of a 7 day matrix patch with a 
low dose buprenorphine]. [German]. MMW Fortschritte der Medizin 150 Suppl 2, 96-103. 26-
6-2008.  
Excl reason: Not in PICO  

Schutter, U., Ritzdorf, I., Heckes, B., Schutter, Ulf, Ritzdorf, I., and Heckes, B. [The 
transdermal 7-day buprenorphine patch--an effective and safe treatment option, if tramadol or 
tilidate/naloxone is insufficient. Results of a non-interventional study]. [German]. MMW 
Fortschritte der Medizin 152[31-33], 49. 12-8-2010.  
Excl reason: Not RCT  

Schutter, U., Grunert, S., Meyer, C., Schmidt, T., and Nolte, T. Innovative pain therapy with a 
fixed combination of prolonged-release oxycodone/naloxone: a large observational study 
under conditions of daily practice. Current Medical Research and Opinion 26[6], 1377-1387. 
2010.  
Excl reason: Not in PICO  

Setnik, B., Roland, C. L., Cleveland, J. M., Webster, L., Setnik, Beatrice, Roland, Carl L., 
Cleveland, Jody M., and Webster, Lynn. The abuse potential of Remoxy([REGISTERED]), an 
extended-release formulation of oxycodone, compared with immediate- and extended-release 
oxycodone. Pain Medicine 12[4], 618-631. 2011.  
Excl reason: Not in PICO  

Sevaik, P. Transdermal fentanyl in the treatment of chronic non-cancer pain (results of the 
Czech and Slovak trial). Bolest 5[1], 38-42. 2002.  
Excl reason: Not in PICO  



DRAFT 

Opioids in palliative care]: NICE clinical guideline DRAFT appendix D (March 2012]) 
          Page 113 of 144 

Sevaik, P. Hakl. Transdermal fentanyl in the treatment of chronic non-cancer pain (results of 
the Czech and Slovak trial). Bolest 5[1], 38-42. 2002.  
Excl reason: Duplicate  

Sevcik, R., Hakl, M., Hrib, R., Dejmkova, H., Lejcko, J., Kozak, J., and Richarz, U. 
Transdermal fentanyl for osteoarthritis pain: Sub-group analysis of a randomised, double-
blind, placebo-controlled trial in the Czech Republic. Annals of the Rheumatic Diseases 64, 
526. 2005.  
Excl reason: Not in PICO  

Shaiova, L., Lapin, J., Manco, L. S., Shasha, D., Hu, K., Harrison, L., and Portenoy, R. K. 
Tolerability and effects of two formulations of oral transmucosal fentanyl citrate (OTFC; 
ACTIQ) in patients with radiation-induced oral mucositis. SO: Supportive care in cancer : 
official journal of the Multinational Association of Supportive Care in Cancer 12[4], 268-273. 
2004.  
Excl reason: Not in PICO  

Shaiova, L., Lapin, J., Manco, L. S., Shasha, D., Hu, K., Harrison, L., Portenoy, R. K., 
Shaiova, Lauren, Lapin, Jeanne, Manco, Lorraine S., Shasha, Daniel, Hu, Kenneth, Harrison, 
Louis, and Portenoy, Russell K. Tolerability and effects of two formulations of oral 
transmucosal fentanyl citrate (OTFC; ACTIQ) in patients with radiation-induced oral mucositis. 
Supportive Care in Cancer 12[4], 268-273. 2004.  
Excl reason: Not in PICO  

Shaiova, L., Lapin, J., Manco, L. S., Shasha, D., Hu, K., Harrison, L., Portenoy, R. K., 
Shaiova, Lauren, Lapin, Jeanne, Manco, Lorraine S., Shasha, Daniel, Hu, Kenneth, Harrison, 
Louis, and Portenoy, Russell K. Tolerability and effects of two formulations of oral 
transmucosal fentanyl citrate (OTFC; ACTIQ) in patients with radiation-induced oral mucositis. 
Supportive Care in Cancer 12[4], 268-273. 2004.  
Excl reason: Not in PICO  

Shear, M. L., Adler, J. N., Shewakramani, S., Ilgen, J., Soremekun, O. A., Nelson, S., 
Thomas, S. H., Shear, Melissa L., Adler, Jonathan N., Shewakramani, Sanjay, Ilgen, Jon, 
Soremekun, Olanrewaju A., Nelson, Sara, and Thomas, Stephen H. Transbuccal fentanyl for 
rapid relief of orthopedic pain in the ED. American Journal of Emergency Medicine 28[8], 847-
852. 2010.  
Excl reason: Not in PICO  

Shepard, K. V., Chmielewski, D. H., and Brewton, E. S. Bioequivalency of multiple doses of 
sustained release morphine tablets: Roxanol SR vs. MS Contin [abstract]. SO: Proceedings of 
the American Society of Clinical Oncology 7, 297, Abstract. 1988.  
Excl reason: Not in PICO  

Shepard, K. V., Chmielewski, D., and Brewton, E. Lack of effect of food on the bioavailability 
of morphine sulphate slow release tablets, (Roxanol SR) [abstract]. SO: Proceedings of the 
American Society of Clinical Oncology 10, 121, Abstract. 1991.  
Excl reason: Not in PICO  

Shi, L., Xiong, H. H., Yang, L., and Yu, S. Y. [Analgesic effect of oxycodone-acetaminophen 
tablets in patients with cervical cancer]. SO: Chinese Journal of New Drugs 17[21], 1884-
1885. 2008.  
Excl reason: Not in PICO  

Shomaker, T. S., Zhang, J., Ashburn, M. A., Shomaker, T. S., Zhang, J., and Ashburn, M. A. 
Assessing the impact of heat on the systemic delivery of fentanyl through the transdermal 
fentanyl delivery system. Pain Medicine 1[3], 225-230. 2000.  
Excl reason: Not in PICO  

Sigmon, S. C., Wong, C. J., Chausmer, A. L., Liebson, I. A., Bigelow, G. E., Sigmon, Stacey 
C., Wong, Conrad J., Chausmer, Allison L., Liebson, Ira A., and Bigelow, George E. 
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Evaluation of an injection depot formulation of buprenorphine: placebo comparison. Addiction 
99[11], 1439-1449. 2004.  
Excl reason: Not in PICO  

Silvestri, B., Bandieri, E., Del Prete, S., Ianniello, G. P., Micheletto, G., Dambrosio, M., 
Sabbatini, G., Endrizzi, L., Marra, A., Aitini, E., Calorio, A., Garetto, F., Nastasi, G., 
Piantedosi, F., Sidoti, V., and Spanu, P. Oxycodone controlled-release as first-choice therapy 
for moderate-to-severe cancer pain in Italian patients - Results of an open-label, multicentre, 
observational study. Clinical Drug Investigation 28[7], 399-407. 2008.  
Excl reason: Duplicate  

Silvestri, B., Bandieri, E., Del, Prete S., Ianniello, G. P., Micheletto, G., Dambrosio, M., 
Sabbatini, G., Endrizzi, L., Marra, A., Aitini, E., Calorio, A., Garetto, F., Nastasi, G., 
Piantedosi, F., Sidoti, V., and Spanu, P. Oxycodone controlled-release as first-choice therapy 
for moderate-to-severe cancer pain in Italian patients: results of an open-label, multicentre, 
observational study. Clinical Drug Investigation 28[7], 399-407. 2008.  
Excl reason: Not RCT  

Silvestri, B., Bandieri, E., Del, Prete S., Ianniello, G. P., Micheletto, G., Dambrosio, M., 
Sabbatini, G., Endrizzi, L., Marra, A., Aitini, E., Calorio, A., Garetto, F., Nastasi, G., 
Piantedosi, F., Sidoti, V., Spanu, P., Silvestri, Barbara, Bandieri, Elena, Del Prete, Salvatore, 
Ianniello, Giovanni Pietro, Micheletto, Giuseppe, Dambrosio, Mario, Sabbatini, Giovanni, 
Endrizzi, Luigi, Marra, Alessandro, Aitini, Enrico, Calorio, Angioletta, Garetto, Ferdinando, 
Nastasi, Giuseppe, Piantedosi, Francovito, Sidoti, Vincenzo, and Spanu, Piergiorgio. 
Oxycodone controlled-release as first-choice therapy for moderate-to-severe cancer pain in 
Italian patients: results of an open-label, multicentre, observational study. Clinical Drug 
Investigation 28[7], 399-407. 2008.  
Excl reason: Duplicate  

Sima, L. Wu, X. Oxycodone/acetaminophen addition to constant opioids in metastatic bone 
pain: A randomized, double-blinded, controlled, multicenter trial. Journal of Clinical Oncology 
Conference[var.pagings]. 2010.  
Excl reason: Not in PICO: adding oxycodone 5 mg/acetaminophen 325 mg combination tablet 
on time could improve pain in pts already receiving strong opioids v placebo; RCT? 
Intervention  

Simmonds, M. A. and Richenbacher, J. Transdermal Fentanyl - Long-Term Analgesic 
Studies. Journal of Pain and Symptom Management 7[3], S36-S39. 1992.  
Excl reason: Narrative review  

Simmonds, M. A. and Simmonds, M. A. Transdermal fentanyl: clinical development in the 
United States. Anti-Cancer Drugs 6 Suppl 3, 35-38. 1995.  
Excl reason: Narrative review  

Simmonds, M. A. Oral transmucosal fentanyl citrate produces pain relief faster than 
medication typically used for breakthrough pain in cancer patients. SO: Proc-Annu-Meet-Am-
Soc-Clin-Oncol . 1997.  
Excl reason: Preliminary report of Christie (1998)  

Simmonds, M. A. Management of breakthrough pain due to cancer. Oncology-New York 
13[8], 1103-1108. 1999.  
Excl reason: Narrative review  

Simpson, D., Messina, J., and Xie, F. Fentanyl buccal tablet (FBT) for the treatment of 
breakthrough pain in opioid-tolerant patients with neuropathic pain: Efficacy and patient 
preference outcomes from a double-blind, placebo-controlled study. Neurology 68[12], A69. 
2007.  
Excl reason: Not in PICO: Fentanyl buccal tablet (FBT) for the treatment of breakthrough pain 
in opioid-tolerant patients with neuropathic pain v placebo; abstract  
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Simpson, D. M., Messina, J., Xie, F., and Hale, M. Fentanyl buccal tablet for the relief of 
breakthrough pain in opioid-tolerant adult patients with chronic neuropathic pain: a 
multicenter, randomized, double-blind, placebo-controlled study. SO: Clinical therapeutics 
29[4], 588-601. 2007.  
Excl reason: Duplicate  

Simpson, D. M., Messina, J., Xie, F., and Hale, M. Fentanyl buccal tablet for the relief of 
breakthrough pain in opioid-tolerant adult patients with chronic neuropathic pain: a 
multicenter, randomized, double-blind, placebo-controlled study. SO: Clinical therapeutics 
29[4], 588-601. 2007.  
Excl reason: Not in PICO: Popiulation? neuropathic pain, Fentanyl buccal tablet v placebo  

Simpson, R. K., Jr., Edmondson, E. A., Constant, C. F., Collier, C., Simpson, R. K. J., 
Edmondson, E. A., Constant, C. F., and Collier, C. Transdermal fentanyl as treatment for 
chronic low back pain. Journal of Pain & Symptom Management 14[4], 218-224. 1997.  
Excl reason: Not in PICO  

Sittl, R., Griessinger, N., Likar, R., Sittl, Reinhard, Griessinger, Norbert, and Likar, Rudolf. 
Analgesic efficacy and tolerability of transdermal buprenorphine in patients with inadequately 
controlled chronic pain related to cancer and other disorders: a multicenter, randomized, 
double-blind, placebo-controlled trial. Clinical Therapeutics 25[1], 150-168. 2003.  
Excl reason: Duplicate  

Sittl, R., Griessinger, N., Likar, R., Sittl, Reinhard, Griessinger, Norbert, and Likar, Rudolf. 
Analgesic efficacy and tolerability of transdermal buprenorphine in patients with inadequately 
controlled chronic pain related to cancer and other disorders: a multicenter, randomized, 
double-blind, placebo-controlled trial. Clinical Therapeutics 25[1], 150-168. 2003.  
Excl reason: Not in PICO  

Sittl, R., Griessinger, N., and Likar, R. Analgesic efficacy and tolerability of transdermal 
buprenorphine in patients with inadequately controlled chronic pain related to cancer and 
other disorders: a multicenter, randomized, double-blind, placebo-controlled trial. SO: Clinical 
therapeutics 25[1], 150-168. 2003.  
Excl reason: Not in PICO: 3 available dosages of buprenorphine transdermal delivery system 
v placebo  

Sittl, R. Changes in the prescribed daily doses of transdermal fentanyl and transdermal 
buprenorphine during treatment of patients with cancer and noncancer pain in germany: 
Results of a retrospective cohort study. Clinical Therapeutics 27[7], 1022-1031. 2005.  
Excl reason: Not RCT  

Sittl, R., Likar, R., Nautrup, B. P., Sittl, Reinhard, Likar, Rudolf, and Nautrup, Barbara 
Poulsen. Equipotent doses of transdermal fentanyl and transdermal buprenorphine in patients 
with cancer and noncancer pain: results of a retrospective cohort study. Clinical Therapeutics 
27[2], 225-237. 2005.  
Excl reason: Not RCT  

Sittl, R. Transdermal buprenorphine in cancer pain and palliative care. Palliative Medicine 
20[SUPPL. 1], s25-s30. 2006.  
Excl reason: Narrative review  

Skaer, T. L. Practice guidelines for transdermal opioids in malignant pain. Drugs 64[23], 2629-
2638. 2004.  
Excl reason: Guideline/narrative review  

Skaer, T. L. Transdermal opioids for cancer pain. Health and Quality of Life Outcomes 4. 
2006.  
Excl reason: Narrative review  
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Slatkin, N., Xie, F., Segal, T., and Messina, J. A double-blind, randomized, placebo-controlled 
study of fentanyl buccal tablet (FBT) in opioid-tolerant patients with chronic cancer pain and 
breakthrough pain [abstract]. SO: Journal of Clinical Oncology : ASCO annual meeting 
proceedings 25[18S Part I], 507. 2007.  
Excl reason: Not in PICO:  placebo-controlled study of fentanyl buccal tablet  

Slatkin, N., V. Fentanyl buccal soluble film (FBSF) demonstrates dose-proportional fentanyl 
exposure and favorable efficacy and tolerability in the management of breakthrough pain in 
opioid tolerant cancer patients. Pain Practice Conference[var.pagings], March. 2009.  
Excl reason: Not in PICO: Fentanyl buccal soluble film v placebo  

Slatkin, N., V. Fentanyl buccal soluble film (FBSF) demonstrates dose-proportional fentanyl 
exposure and favorable efficacy and tolerability in the management of breakthrough pain in 
opioid tolerant cancer patients. Pain Practice Conference[var.pagings], March. 2009.  
Excl reason: Duplicate  

Slatkin, N. E., Xie, F., Messina, J., and Segal, T. J. Fentanyl buccal tablet for relief of 
breakthrough pain in opioid-tolerant patients with cancer-related chronic pain. SO: The journal 
of supportive oncology 5[7], 327-334. 2007.  
Excl reason: Duplicate  

Slatkin, N. E., Xie, F., Messina, J., Segal, T. J., Slatkin, Neal E., Xie, Fang, Messina, John, 
and Segal, Thalia J. Fentanyl buccal tablet for relief of breakthrough pain in opioid-tolerant 
patients with cancer-related chronic pain. The Journal of Supportive Oncology 5[7], 327-334. 
2007.  
Excl reason: Not in PICO: Fentanyl buccal tablet  v placebo  

Slatkin, N. E., Rhiner, M. I., Gould, E. M., Ma, T., and Ahdieh, H. Long-term tolerability and 
effectiveness of oxymorphone extended release in patients with cancer. SO: Journal of opioid 
management 6[3], 181-191. 2010.  
Excl reason: Not RCT  

Sloan, P. A., Moulin, D. E., and Hays, H. A clinical evaluation of transdermal therapeutic 
system fentanyl for the treatment of cancer pain. SO: Journal of pain and symptom 
management 16[2], 102-111. 1998.  
Excl reason: Not RCT  

Sloan, P. A., Moulin, D. E., Hays, H., Sloan, P. A., Moulin, D. E., and Hays, H. A clinical 
evaluation of transdermal therapeutic system fentanyl for the treatment of cancer pain. 
Journal of Pain & Symptom Management 16[2], 102-111. 1998.  
Excl reason: Not RCT  

Sloan, P. A. B. Oxymorphone and oxymorphone extended release: A pharmacotherapeutic 
review. Journal of Opioid Management 4[3], 131-144. 2008.  
Excl reason: Narrative review  

Smeets, P. M. J. H., Beusmans, G. H. M. I., and Weber, W. E. J. Prospective study of home 
morphine infusion in 62 terminally ill patients. Journal of Pain and Symptom Management 
18[6], 390-400. 1999.  
Excl reason: Not in PICO  

Soares, L. G. L. Intravenous fentanyl for cancer pain: A "fast titration" protocol for the 
emergency room. Journal of Pain and Symptom Management 26[3], 876-881. 2003.  
Excl reason: Not RCT  

Solassol, I., Bressolle, F., Caumette, L., Garcia, F., Poujol, S., Culine, S., Pinguet, F., 
Solassol, Isabelle, Bressolle, Francoise, Caumette, Laetitia, Garcia, Frederic, Poujol, Sylvain, 
Culine, Stephane, and Pinguet, Frederic. Inter- and intraindividual variabilities in 
pharmacokinetics of fentanyl after repeated 72-hour transdermal applications in cancer pain 
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patients. Therapeutic Drug Monitoring 27[4], 491-498. 2005.  
Excl reason: Duplicate  

Solassol, I., Bressolle, F., Caumette, L., Garcia, F., Poujol, S., Culine, S., Pinguet, F., 
Solassol, Isabelle, Bressolle, Francoise, Caumette, Laetitia, Garcia, Frederic, Poujol, Sylvain, 
Culine, Stephane, and Pinguet, Frederic. Inter- and intraindividual variabilities in 
pharmacokinetics of fentanyl after repeated 72-hour transdermal applications in cancer pain 
patients. Therapeutic Drug Monitoring 27[4], 491-498. 2005.  
Excl reason: Not in PICO  

Sorge, J., Werry, C., and Pichlmayr, I. Strong opioids for treatment of chronic pain: A meta-
analysis. Schmerz 11[6], 400-410. 1997.  
Excl reason: Not in PICO. SR of mixed study designs  

Sorge, J., Sittl, R., Sorge, Jurgen, and Sittl, Reinhard. Transdermal buprenorphine in the 
treatment of chronic pain: results of a phase III, multicenter, randomized, double-blind, 
placebo-controlled study. Clinical Therapeutics 26[11], 1808-1820. 2004.  
Excl reason: Duplicate  

Sorge, J., Sittl, R., Sorge, Jurgen, and Sittl, Reinhard. Transdermal buprenorphine in the 
treatment of chronic pain: results of a phase III, multicenter, randomized, double-blind, 
placebo-controlled study. Clinical Therapeutics 26[11], 1808-1820. 2004.  
Excl reason: Not in PICO  

Staahl, C., Upton, R., Foster, D. J., Christrup, L. L., Kristensen, K., Hansen, S. H., Arendt-
Nielsen, L., Drewes, A. M., Staahl, Camilla, Upton, Richard, Foster, David J. R., Christrup, 
Lona Louring, Kristensen, Kim, Hansen, Steen Honore, Arendt-Nielsen, Lars, and Drewes, 
Asbjorn Mohr. Pharmacokinetic-pharmacodynamic modeling of morphine and oxycodone 
concentrations and analgesic effect in a multimodal experimental pain model. Journal of 
Clinical Pharmacology 48[5], 619-631. 2008.  
Excl reason: Not in PICO  

Stambaugh, J. E., Reder, R. F., and Stambaugh, M. Double-blind, randomized, two-period 
crossover efficacy and pharmacokinetic comparison of immediate-release oxycodone (IR) 
and controlled-release oxycodone (CR) in cancer patients with pain. Clinical Pharmacology & 
Therapeutics 61[2], II13. 1997.  
Excl reason: Same data as reported by Stambough 2001  

Stambaugh, J. E., Reder, R. F., Stambaugh, M. D., Stambaugh, H., Davis, M., Stambaugh, J. 
E., Reder, R. F., Stambaugh, M. D., Stambaugh, H., and Davis, M. Double-blind, randomized 
comparison of the analgesic and pharmacokinetic profiles of controlled- and immediate-
release oral oxycodone in cancer pain patients. Journal of Clinical Pharmacology 41[5], 500-
506. 2001.  
Excl reason: Duplicate  

Stambaugh, J. E. R. Double-blind, randomized comparison of the analgesic and 
pharmacokinetic profiles of controlled- and immediate-release oral oxycodone in cancer pain 
patients. Journal of Clinical Pharmacology 41[5], 500-506. 2001.  
Excl reason: Duplicate   

Steiner, D. The efficacy and safety of buprenorphine transdermal system (BTDS) in subjects 
with moderate to severe low back pain: A double-blind study. Journal of Pain 
Conference[var.pagings], S51. 2009.  
Excl reason: Not in PICO  

Stevens, M., Esler, R., Asher, G., Stevens, Marcia, Esler, Rosemary, and Asher, Gregg. 
Transdermal fentanyl for the management of acute pancreatitis pain. Applied Nursing 
Research 15[2], 102-110. 2002.  
Excl reason: Not in PICO  
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Strain, E. C., Moody, D. E., Stoller, K. B., Walsh, S. L., and Bigelow, G. E. Relative 
bioavailability of different buprenorphine formulations under chronic dosing conditions. SO: 
Drug & Alcohol Dependence 74[1], 37-43. 2004.  
Excl reason: Not in PICO  

Strassels S. Differences in rapid-acting opioid dosage forms for cancer-related BTP: A review 
of comparative effectiveness studies. Journal of Pain Conference[var.pagings], P5. 2011.  
Excl reason: Duplicate  

Strassels S. Differences in rapid-acting opioid dosage forms for cancer-related BTP: A review 
of comparative effectiveness studies. Journal of Pain Conference[var.pagings], P5. 2011.  
Excl reason: Duplicate  

Strassels S.Chandwani. Pharmacotherapy of cancer-related breakthrough pain: A review of 
drug-drug comparisons. Journal of Pain Conference[var.pagings], P5. 2011.  
Excl reason: systematic review, but no formal data synthesis/meta-analysis  

Strassels S.Chandwani. Differences in rapid-acting opioid dosage forms for cancer-related 
BTP: A review of comparative effectiveness studies. Journal of Pain Conference[var.pagings], 
P5. 2011.  
Excl reason: Not in PICO  

Streisand, J. B., Busch, M. A., Egan, T. D., Smith, B. G., Gay, M., and Pace, N. L. Dose 
proportionality and pharmacokinetics of oral transmucosal fentanyl citrate. SO: 
Anesthesiology 88[2], 305-309. 1998.  
Excl reason: Not in PICO  

Striebel, H. W., Koenigs, D., and Krämer, J. Postoperative pain management by intranasal 
demand-adapted fentanyl titration. SO: Anesthesiology 77[2], 281-285. 1992.  
Excl reason: Not in PICO  

Striebel, H. W., Pommerening, J., and Rieger, A. Intranasal fentanyl titration for postoperative 
pain management in an unselected population. SO: Anaesthesia 48[9], 753-757. 1993.  
Excl reason: Not in PICO  

Striebel, H. W., Romer, M., Kopf, A., Schwagmeier, R., Striebel, H. W., Romer, M., Kopf, A., 
and Schwagmeier, R. Patient controlled oral analgesia with morphine. Canadian Journal of 
Anaesthesia 43[7], 749-753. 1996.  
Excl reason: Not in PICO  

Striebel, W. H., Malewicz, J., Hermanns, K., and Castello, R. Intranasal meperidine titration 
for postoperative pain relief. SO: Anesthesia and analgesia 76[5], 1047-1051. 1993.  
Excl reason: Not in PICO  

Stuart-Harris, R., Joel, S. P., McDonald, P., Currow, D., Slevin, M. L., Stuart-Harris, R., Joel, 
S. P., McDonald, P., Currow, D., and Slevin, M. L. The pharmacokinetics of morphine and 
morphine glucuronide metabolites after subcutaneous bolus injection and subcutaneous 
infusion of morphine. British Journal of Clinical Pharmacology 49[3], 207-214. 2000.  
Excl reason: Not in PICO  

Suzuki, T., Morishita, M., Ito, E., Matsuura, M., Tanaka, R., Saito, T., Suzuki, Takahiro, 
Morishita, Miyuki, Ito, Eiki, Matsuura, Motoki, Tanaka, Ryoichi, and Saito, Tsuyoshi. Analgesic 
efficacy of controlled-release oxycodone in patients with uterine or ovarian cancer. American 
Journal of Therapeutics 15[1], 31-35. 2008.  
Excl reason: Duplicate  

Suzuki, T., Morishita, M., Ito, E., Matsuura, M., Tanaka, R., and Saito, T. Analgesic efficacy of 
controlled-release oxycodone in patients with uterine or ovarian cancer. American Journal of 
Therapeutics 15[1], 31-35. 2008.  
Excl reason: Not RCT  
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Tassain, V., Attal, N., Fletcher, D., Brasseur, L., Degieux, P., Chauvin, M., and Bouhassira, D. 
Long term effects of oral sustained release morphine on neuropsychological performance in 
patients with chronic non-cancer pain. Pain 104[1-2], 389-400. 2003.  
Excl reason: Not in PICO  

Tassinari, D., Fantini, M., Poggi, B., Scarpi, E., Nicoletti, S., Possenti, C., and Tamburini, E. 
May transdermal fentanyl represent an option in front-line treatment of severe cancer pain? 
Meta-analisys of randomized clinical trials. Annals of Oncology 17, XI74. 2006.  
Excl reason: Superceeded by Tassinari 2008  

Tassinari, D. Adverse effects of transdermal opiates treating moderate-severe cancer pain in 
comparison to long-acting morphine: A meta-analysis and systematic review of the literature. 
Journal of Palliative Medicine 11[3], 492-501. 2008.  
Excl reason: Duplicate   

Tassinari, D. and Sartori, S. Transdermal Opiates and Pain: Evidence for future trials and 
actual clinical practice Response. Journal of Palliative Care 25[4], 301. 2009.  
Excl reason: Comment  

Tassinari, D., Sartori, S., Tamburini, E., Scarpi, E., Tombesi, P., Santelmo, C., Maltoni, M., 
Tassinari, Davide, Sartori, Sergio, Tamburini, Emiliano, Scarpi, Emanuela, Tombesi, Paola, 
Santelmo, Carlotta, and Maltoni, Marco. Transdermal fentanyl as a front-line approach to 
moderate-severe pain: a meta-analysis of randomized clinical trials. Journal of Palliative Care 
25[3], 172-180. 2009.  
Excl reason: SR, same data for present purposes as reported by Tassinari 2008  

Tassinari, D. Systematic review on the role of transdermal fentanyl (TF) for moderate to 
severe cancer pain: An EPCRC opioid guidelines project. Palliative Medicine 
Conference[var.pagings], S120. 2010.  
Excl reason: SR w/o meta-analysis (abstract)  

Tassinari, D. Transdermal opioids as front line treatment of moderate to severe cancer pain: 
A systemic review. Palliative Medicine 25[5], 478-487. 2011.  
Excl reason: SR, but no meta-analysis  

Tawfik, M. O., Bryuzgin, V., Kourteva, G., FEN, I. N. T., Tawfik, Mohamed Omar, Bryuzgin, 
Vladimir, Kourteva, Galina, and FEN, I. N. T. Use of transdermal fentanyl without prior opioid 
stabilization in patients with cancer pain. Current Medical Research & Opinion 20[3], 259-267. 
2004.  
Excl reason: Duplicate  

Tawfik, M. O., Bryuzgin, V., Kourteva, G., FEN, I. N. T., Tawfik, Mohamed Omar, Bryuzgin, 
Vladimir, Kourteva, Galina, and FEN, I. N. T. Use of transdermal fentanyl without prior opioid 
stabilization in patients with cancer pain. Current Medical Research & Opinion 20[3], 259-267. 
2004.  
Excl reason: Not RCT  

Tawfik, M. O. B. Use of transdermal fentanyl without prior opioid stabilization in patients with 
cancer pain. Current Medical Research and Opinion 20[3], 259-267. 2004.  
Excl reason: Not RCT  

Taylor, D. Kutch. A randomized, double-blind study of OROS hydromorphone extended 
release (ER) compared to placebo in opioid-tolerant patients with moderate-to-severe 
osteoarthritis (OA) pain. Journal of Pain Conference[var.pagings], S49. 2010.  
Excl reason: Not in PICO: once-daily OROS hydromorphone ER v placebo in osteoarthritis  

Taylor, D. R., Webster, L. R., Chun, S. Y., Reinking, J., Stegman, M., Shoemaker, S., Fortner, 
B., Taylor, Donald R., Webster, Lynn R., Chun, Steven Y., Reinking, Jeffrey, Stegman, Mary, 
Shoemaker, Steven, and Fortner, Barry. Impact of breakthrough pain on quality of life in 
patients with chronic, noncancer pain: patient perceptions and effect of treatment with oral 
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transmucosal fentanyl citrate (OTFC, ACTIQ). Pain Medicine 8[3], 281-288. 2007.  
Excl reason: Not RCT  

Taylor, D. R. Fentanyl buccal tablet: rapid relief from breakthrough pain. Expert Opinion on 
Pharmacotherapy 8[17], 3043-3051. 2007.  
Excl reason: Narrative review  

Taylor, M., Bourke, J., Anderson, M., Davey, R., Kelly, A. M., Guthrie, B., Taylor, M., Bourke, 
J., Anderson, M., Davey, R., Kelly, A. M., and Guthrie, B. Titrated intravenous opioids from 
the same syringe: an infection risk? Journal of Accident & Emergency Medicine 14[1], 33-35. 
1997.  
Excl reason: Not in PICO  

Tessaro, L. Use of oxycodone controlled-release immediately after NSAIDs: A new approach 
to obtain good pain control. European Review for Medical and Pharmacological Sciences 
14[2], 113-121. 2010.  
Excl reason: Not in PICO   

Thirlwell, M. P., Sloan, P. A., Maroun, J. A., Boos, G. J., Besner, J. G., Stewart, J. H., Mount, 
B. M., Thirlwell, M. P., Sloan, P. A., Maroun, J. A., Boos, G. J., Besner, J. G., Stewart, J. H., 
and Mount, B. M. Pharmacokinetics and clinical efficacy of oral morphine solution and 
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