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Prospective non-randomised study of 944 cancer patients 

Each patient was treated with one of five combinations

Daily titrations up to 14 weeks

Pain intensity measured



“given the limitations of the evidence available, it 

would inappropriate if current estimates of the 

patients in whom the ladder results in adequate 

analgesia are used to set treatment goals. If the 

ladder is accepted without critical and rigorous 

evaluations, then attention could be diverted from 

finding more effective methods pf either replacing or 

complementing the ladder”



Straight to step three appears safe……





The second step.....

 In many countries (for a variety of reasons) step two is still 
used routinely

Particularly outside specialist palliative care

 50% of patients needed to move from step 2 to step 3 after 
2weeks due to lack of analgesic efficacy

Use of strong opioids supported in opioid-naïve patients





Trial Arms
 Two step arm: Participants commenced an approved strong 

opioid and this was titrated as per local practice. 

 Three step arm: Participants commenced an approved weak 
opioid. If pain control is not achieved on this (average pain> 4) 
participants commenced a strong opioid. 



Trial Design



Inclusion Criteria

18 years of age.

Patient has a cancer diagnosis (based on radiological, histological, 
cytological, or operative evidence). Those with haematological 
malignancies are eligible.

Cancer related pain – which in the opinion of the clinician is caused by the 
presence of tumour or metastases. 

Average pain score > 4, on a numerical rating scale from 0-10, requiring 
step 2 analgesia (weak opioid).

Patient is able to comply with trial procedures.



Exclusion Criteria

 Received chemotherapy or radiotherapy in the preceding six 
weeks that is likely to affect pain during the trial.

 Expected to have a change in anti-cancer therapy during the 
period of the trial that is likely to alter pain during the trial.

 Pain due to surgery in the preceding 4 weeks.

 Life expectancy less than two months (based on clinical 
impression)

 Patients with psychotic disorders or cognitive impairment.

 Patients who have received regular doses (scheduled doses –
NOT as required dosing) of weak or strong opioids in the 
preceding two weeks.

 Patients using immediate release opioids > 2 doses/24 hours, in 
the previous 24 hours. 



Choice of opioids (oral only)

Weak Opioids

Codeine 240mg 

Tramadol 400mg

Strong Opioids

Morphine

Oxycodone



Baseline/Endpoint Assessments

Worst/Average pain in last 24 hours

Brief Pain Inventory 

NCCN Distress Thermometer

Analgesic Use (previous, current)

Non-analgesic Medication (previous, current)

Opioid Toxicity and Side-effects Questionnaire 

EQ-5D



During the trial....

Every day

Average pain, worst pain, analgesic use

Every 2nd Day

Non-analgesic medication, side-effects

Day 10, 20

NCCN, EQ-5D, BPI



Measures of Efficacy

 The primary outcome was time to achieving stable pain control, where 
stable pain control was defined as the first day of three consecutive days 
with average pain score ≤3 on an NRS 

Secondary outcome measures were mean of daily average pain scores, 
mean of daily worst pain scores, percentage of days with average pain 
score ≥6, percentage days with worst pain score ≥6, pain intensity, pain 
relief and pain interference scores at day ten and 20, and patient distress 
score at day ten and 20.

Side-effects were also measured.  Primary measures were a symptom 
score of one or more reported during the trial for each of ten symptoms.  
Secondary measures were the frequency of reporting a symptom score of 
one or more for each of the ten symptoms, the worst daily score for each of 
the symptoms, and the number of days in which a symptom was present. 



Demographics

Songs of experience







Randomised n=153

Treatment Arm 
(straight to strong 

opioid)

n=77

Control Arm (weak 
opioid)

n=76

Remained on weak 
opioid (n=40)

Required strong 
opioid to achieve 

pain control

(n=36)

36/76 (47%) of patients who were commenced on a weak 

opioid required to switch to a strong opioid to achieve pain 

control. 

No difference in side effects (p>0.05)





Summary
 In opioid naïve patients with moderate to severe cancer pain, 

commencing a strong opioid is as effective as using a weak opioid 
first. 

However, using a weak opioid first is not as effective as using a 
strong opioid first, as more than half of patients required to switch 
to a strong opioid to achieve stable pain control.

Contrary to a popular notion, those commenced directly on a 
strong opioid (omitting the weak opioid step), had fewer (rather 
than more) opioid-related side-effects. 

 The cost of the experimental arm was less than the control arm, 
the latter being standard care. 
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