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Summary The assessment of symptom palliation is an essential component of many treatment comparisons in clinical trials, yet an
extensive literature search revealed no consensus as to its precise definition, which could embrace relief of symptoms, time to their onset,
duration, degree, as well as symptom control and prevention. In an attempt to assess the importance of these aspects and to compare
different methods of analysis, we used one symptom (cough) from a patient self-assessment questionnaire (the Rotterdam Symptom
Checklist) in a large (>300 patient) multicentre randomized clinical trial (conducted by the Medical Research Council Lung Cancer Working
Party) of palliative chemotherapy in small-cell lung cancer. The regimens compared were a two-drug regimen (2D) and a four-drug regimen
(4D). No differences were seen between the regimens in time of onset of palliation or its duration. The degree of palliation was strongly related
to the initial severity: 90% of the patients with moderate or severe cough at baseline reported improvement, compared with only 53% of those
with mild cough. Analyses using different landmark time points gave conflicting results: the 4D regimen was superior at 1 month and at 3
months, whereas at 2 months the 2D regimen appeared superior. When improvement at any time up to 3 months was considered, the 4D
regimen showed a significant benefit (4D 79%, 2D 60%, P = 0.02). These findings emphasize the need for caution in interpreting results, and
the importance of working towards a standard definition of symptom palliation. The current lack of specified criteria makes analysis and
interpretation of trial results difficult, and comparison across trials impossible. A standard definition of palliation for use in the analysis of
clinical trials data is proposed, which takes into account aspects of onset, duration and degree of palliation, and symptom improvement,
control and prevention.
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Table 1 Patient sample for analysis

4D regimen 2D regimen Total
(n) (n) (n)

Total patients 154 156 310

No baseline data 16 29
Baseline completed too late (> 7 days) 1 1
No follow-up RSCLs completed 49 23
No cough at baseline 17 17

Remaining for analysis 71 86 157 (51%)
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Figure 1 Kaplan–Meier plot of duration of symptom improvement
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


Assessment of Quality of Life


          
      
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Table 2 Improvement according to initial severity of cough

Initial severity Total Not improved Improved to Total (%)
of cough Regimen patients no. (%)

Nil Mild Moderate

Severe 4D 16 0 (0) 8 4 4 16 (100)
2D 18 3 (17) 8 7 0 15 (83)

Moderate 4D 19 1 (5) 8 10 – 18 (95)
2D 15 3 (20) 9 3 – 12 (80)

Mild 4D 36 14 (39) 22 – – 22 (61)
2D 53 28 (53) 25 – – 25 (47)

Table 3 Improvement in severity of cough at different time points

Time from Patients Improvement
randomization Regimen assessed no. (%) P-value

1 month 4D 64 40 (62)
2D 76 31 (41) 0.02

2 months 4D 36 18 (50)
2D 50 30 (60) 0.50

3 months 4D 25 16 (64)
2D 32 12 (38) 0.09


       




Analyses















  


Aspects of palliation

          
        


Onset of symptom improvement

        
   
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



         


         





         
         


ab
          
         
        

           



    





         
          


Duration of improvement

         





P 



     
          

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Table 4 Analysis of palliation of cough, based on different definitions of palliation

Early deaths included
in the denominator

Patients palliated/ Patients palliated/
Definition of palliation Regimen assessed (%) P-value assessed (%) P-value

(i) Improvement at one or 4D 56/71 (79) 56/92 (61)
more assessments 2D 52/86 (60) 0.02 52/97 (54) 0.39

(ii) Disappearance at one or 4D 38/71 (54) 38/92 (41)
more assessments 2D 42/86 (49) 0.67 42/97 (43) 0.90

(iii) Improvement at two 4D 33/58 (57) 33/82 (40)
successive assessments 2D 27/65 (42) 0.13 27/78 (35) 0.58

(iv) Improvement of moderate 4D 30/35 (86) 30/47 (64)
or severe to mild or nil at 2D 27/33 (82) 0.92 27/37 (73) 0.51
one or more assessments

(v) Improvement of moderate or
severe to mild or nil at one
or more assessments, 4D 62/88 (70) 62/121 (51)
and mild or nil remaining 2D 66/103 (64) 0.44 66/115 (57) 0.41
at mild or nil at all assessments


      
         



Degree
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        

 

        
 


        





  


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Table 5 Proposed definition of palliation (based on two successive assessments in the first 3 months)

4D regimen (n) 2D regimen (n)

Total patients 154 156

Excluded from the analysis
No baseline data 16 29
Baseline completed >7 days
after randomization 1 1
Patients with inadequate
follow-up data 33 37

Remaining for the analysis 104 89

Palliated/assessed (%) Palliated/assessed (%)

Improvement
(from moderate 16/26 (62) 12/22 (55)
or severe to mild or nil)

Control
(mild, not getting worse) 24/29 (83) 29/40 (72)

Prevention
(nil, not getting worse) 5/12 (42) 8/13 (62)

Subtotal 45/67 (67) 49/75 (65) P = 0.96

Died without palliation 37 14

Total 45/104 (43) 49/89 (55) P = 0.14

P 

 



       

          







       
      
        
         
        
c

 










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









 




















Summary

      


      P  

          













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







          



         


            








          




           
 
        
      
         

         
          



         


        
        


        





         

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