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Starter question



Starter question

A cancer patient wants to try cannabis / cannabis-related medicine to

manage their cancer pain. A new cannabinoid oral capsule has a
reported NNT of 6, whilst a new cannabinoid sublingual spray has a

reported NNT of 4. What would you recommend:

❖ Cannabis (from local dealer)

❖ Cannabinoid capsule

❖ Cannabinoid spray

❖ Unsure

❖ Pregabalin



Overview

❖ Introduction 

❖ Data interpretation

❖ Assessment / re-assessment

❖ Conclusion
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Introduction



Introduction

“We also do cut-glass sherry decanters complete with six glasses on a

silver-plated tray that your butler can serve you drinks on, all for £4.95.
People say, "How can you sell this for such a low price?", I say,

"because it's total crap”

Ratner, 1991



Introduction 



Introduction

“Our drugs don’t work on most patients…The vast majority of drugs –

more than 90 per cent – only work in 30 or 50 per cent of the people”

Roses, 2003



Introduction



Introduction

“Pleasure and freedom from pain

are the only things desirable as

ends”

John Stuart Mills



Introduction

“Cancer pain can be controlled with simple treatments in more than

80% of cases. In the remaining 20%, it is important to use a
multidimensional approach that includes a careful reassessment of the

pain syndrome and the use of second line agents and / or

nonpharmacological interventions”.

Bruera & Kim, 2003



Introduction

“Nearly one of two patients with cancer pain is under-treated. The

percentage is high, but consists of a large variability of undertreatment
across studies and settings.”

Deandra et al, 2008



Introduction

❖ Is freedom from cancer pain a

realistic goal for all patients?

❖ Is “acceptable” pain control a

much more realistic goal for all

patients?



Data interpretation



Data interpretation



Data interpretation

Systematic 
reviews

Randomised 
controlled trials

Cohort studies

Case control studies

Case series, case reports

Expert opinion



Data interpretation

“NNTs (number needed to treat) calculated from systematic reviews of

randomised controlled trials provide the highest level of evidence
because systematic reviews contain all the relevant information and

the largest numbers of patients available for analysis”

Moore, 2009



Data interpretation

NNT = 1 / (IMPact/TOTact) – (IMPcon/TOTcon)

IMPact = number of patients given active treatment achieving the

target

TOTact = total number of patients given the active treatment

IMPcon = number of patients given a control treatment achieving the

target

TOTcon = total number of patients given the control treatment



Data interpretation

Example:

Treatment A (“new” treatment) – 50 / 100 patients “respond”

Treatment B (“old” treatment / placebo) – 25 / 100 patients “respond”

NNT = 1/ (50 ÷ 100) – (25 ÷ 100)

NNT = 1 / (0.5) – (0.25)

NNT = 1 / 0.25

NNT = 4



Data interpretation

Example:

NNT = 4

I in 4 patients will respond to Treatment A



Data interpretation

Example:

NNT = 4

Need to treat 4 patients with Treatment A (versus Treatment B) to get 1

extra patient to “respond”



Data interpretation

Example:

NNT = 4

1 in 2 patients will respond to Treatment A



Data interpretation

NNT 1 – everyone responds to treatment (and no one responds to

control)

NNT -1 – no one responds to treatment (and everyone responds to

control)

NNT ∞ - no difference in response



Data interpretation

NNT 2-4 – “very effective” treatment 

[NNTs for prophylaxis generally greater than NNTs for treatment] 



Data interpretation 

“A correctly defined NNT must always specify the comparator, the

therapeutic outcome, the duration of treatment necessary to achieve
that outcome and the 95% confidence interval (CI)”.

Moore, 2009



Data interpretation

Study endpoints in systematic review

comparing triple therapy versus

histamine antagonists for treating

peptic ulcer

Number needed to treat

Helicobacter pylori eradicated at 6-10 

weeks

1.1 (1.08-1.15)

Ulcer healed at 6-10 weeks 4.9 (4.0-6.4)

Ulcer still healed at 1 year 1.8 (1.6-2.1)



Data interpretation

“(the) variability in the intrinsic meaning of pain scales can make it

difficult to interpret the clinical or scientific importance of differences
between groups reported using summary statistics that report the

central tendency (i.e. mean or median).

Farrar et al, 2006



Data interpretation

“The average human has one breast and one testicle”. 

Des McHale



Data interpretation

Farrar et al, 2006



Data interpretation

❖ 10-20% PID – “minimally important changes”

❖ 30% PID – “at least moderate clinically important differences” 

(2 points on 11 point NRS)

❖ 50% PID – “substantial improvements” 

(Used in Cochrane Collaboration systematic reviews)

Dworkin et al, 2008

(Farrar et al, 2001) 



Data interpretation

Farrar et al, 2006



Assessment / re-assessment



Assessment / re-assessment

“Medicine is not only a science; it
is also an art. It does not consist of
compounding pills and plasters; it
deals with the very processes of
life, which must be understood
before they may be guided”.

Paracelsus



Assessment / re-assessment

Adequate

Assessment

Adequate 

Re-
assessment

Appropriate

Treatment



Assessment / re-assessment

Outcome measures:

❖ Pain intensity

❖ Pain relief

❖ Satisfaction 

❖ Function

❖ Quality of life

❖ Other

❖ (Multiple) 



Assessment / re-assessment

Pain outcome measure Criteria for “inadequate” 

treatment

Patients with “inadequate” 

treatment

(n = 313)

Pain intensity

(average)

> 5 / 10 on 11 point NRS 59.9%

Pain intensity 

(worst)

> 5 / 10 on 11 point NRS 90.8%

Pain relief “No relief” or “worsening

of pain” on 6 point VRS

16.2%

Patient satisfaction “Somewhat dissatisfied” or

“very dissatisfied on 5

point VRS)

32.1%

de Wit et al, 1999



Assessment / re-assessment

Outcome measures in research studies:

❖ Pain intensity

❖ Physical functioning

❖ Emotional functioning

❖ Overall improvement (global impression of change)

Dworkin et al, 2008



Assessment / re-assessment



Assessment / re-assessment

Outcome measures in clinical practice:

❖ Patient reported outcome measure(s) (PROMs)

❖ Personalised Pain Goal(s) (PPGs)

❖ Relevant 

❖ Practical (easy to use, easy to understand)



Assessment / re-assessment

❖ Pain intensity 

- variable (“worst”, “least”, “average”, “right now”)

- changeable (“as bad as you can imagine”)

❖ Pain relief

- recall issues

❖ Satisfaction

- lack of correlation with other measures



Assessment / re-assessment

Clinical practice:

❖ Different outcome measures for different pains

❖ (Exclude pre-existing chronic pains)

❖ Different outcome measure for background pain

❖ Different outcome measure for breakthrough pain



Assessment / re-assessment



Assessment / re-assessment



Assessment / re-assessment

Case 1 - Patient with spontaneous BTcP 

Baseline – gets four episodes /day, which are 9/10 in intensity (worse
pain), and which last 60 min (takes oral morphine). Rx – prescribe
sublingual fentanyl

Follow up – gets four episodes / day, which are 9/10 in intensity (worse
pain), and which last 15 min (takes sublingual fentanyl)

BTcP better controlled, but no change in frequency or intensity (but
change in duration)



Assessment / re-assessment



Assessment / re-assessment

Case 1 - Patient with incident BTcP 

Baseline – gets four episodes /day, which are 7/10 in intensity (worse
pain), and which come on after walking 10m (and relieved after few
minutes of rest). Rx – titrate background opioid.

Follow up – gets four episodes / day, which are 7/10 in intensity (worse
pain), and which come on after walking 500m (and relieved after a
few minutes of rest).

BTcP better controlled, but no change in frequency or intensity (but
change in precipitant / function)



Conclusion 



Conclusion

“Expect analgesic failure; pursue analgesic success…Most analgesic

drugs work well but in only a small percentage of people”

Moore et al, 2013



Conclusion

“Chronic cancer pain is different to acute cancer pain, and similar to

chronic non-malignant pain, and as such may be less responsive to
conventional analgesic medication”.



Conclusion

“Currently, it is unrealistic to expect that all cancer patients will achieve

freedom from pain, but the majority of cancer patients should be able
to achieve acceptable levels of pain and pain-related dysfunction”.



Conclusion


