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Supplementary figures and tables – TOPICAL trial 

 

Supplementary Figure 1: Forest plots according to patients who did or did not 

develop first cycle rash in relation to pre-specified subgroups (baseline 

characteristics). All HRs are for erlotinib with or without rash vs. placebo  
 

 
Overall survival 

 

Patients with erlotinib rash    Patients without erlotinib rash 

 

 
 
 
 
Progression-free survival 

 

Patients with erlotinib rash    Patients without erlotinib rash 

 



3 

 

 

Supplementary Figure 2: Overall survival (OS) and progression-free survival 

(PFS) according to whether patients on erlotinib developed first-cycle rash or not 

(E refers to number of events) - excluding EGFR mutant-positive.  

            a)  Overall Survival 

            b)  Progression Free Survival 
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Supplementary Table 1. Compliance to study drug 
 
 

Compliance (%)
1
            Erlotinib 

           (N=350) 

        Placebo 

         (N=320) 

   

Median (%)  (range) 88 (0-100) 86 (0-100) 

   

   

 >75%  (n %) 204 ( 58) 203 ( 63) 

<75%   (n %)  124 ( 35) 105 ( 33) 

unknown
2
  22 (   6)   12 (   4) 

   

   

 

Compliance Erlotinib rash 

 

Erlotinib no rash Placebo 

≥75% 62% 56% 63% 

<75% 34% 40% 33% 

    

 

1: Calculated by the total number of tablets taken (equivalent to number of days when taking study drug) 

as recorded in the case report form (CRF) divided by the time from randomization to either death, 

progression or when treatment was stopped early, and expressed as a percentage.   

 

2: Patients known to have started study drug but details of when it started or stopped were missing (17 

Erlotinib and 10 Placebo).
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Supplementary Table 2. Tumour Response  
 

 

 

 

 

 

 

 

                       

 

 

 

 

 

 

Overall Response Erlotinib 

(N=350) 

Placebo 

(N=320) 

 n    (%) n    (%) 

Complete Response  (CR)   3 (0.9)   0 

Partial Response (PR) 12 (3.4)   7 (2.2) 

Stable Disease (SD) 19 (5.4) 13 (4.1) 

Progressive Disease (PD) 261 (74.6) 242 (75.6) 

Not Evaluable   55 (15.7)               58 (18.1) 
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Supplementary Table 3. Quality of Life among all patients 
 

      QLQC-30 Erlotinib 

(N=350) 

 Placebo 

(N=320) 

Difference (99% CI) 

 

    

Global Health Status  50.87 50.18 0.69 (-2.05, 3.43) 

    

Functional Scales    

Physical Functioning  53.90 50.79 3.11 ( 0.48, 5.75)* 
Role Functioning  49.09 46.77 2.32 (-1.80, 6.44) 

Emotional Functioning  74.93 72.67 2.26 (-0.48, 5.00) 

Cognitive Functioning  77.96 74.28 3.68 ( 0.88, 6.49)* 
Social Functioning 66.50 65.53 0.97 (-2.97, 4.92) 

    

Symptom Scales    

Fatigue  50.38 49.92   0.46 (-2.87,  3.79) 

Nausea / Vomiting  12.18 10.10   2.08 (-0.38,  4.54) 

Pain  23.29 27.39  -4.10 (-7.49, -0.71)* 
Dyspnoea  48.18 55.15  -6.97 (-10.7, -3.25)* 
Insomnia  28.19 28.74  -0.55 (-4.32,  3.22) 

Appetite loss  39.31 31.73   7.58 ( 3.18, 11.99)* 
Constipation  16.42 25.81  -9.38 (-12.8, -5.97)* 
Diarrhea  24.30 9.22 15.08 (11.72,18.44)* 
Financial Problems  7.89 11.79  -3.90 (-6.40, -1.41)* 

    

Lung Specific symptoms (LC-14)   

    

Sore Mouth  16.04 9.61  6.43  ( 3.04, 9.82)* 

Coughing 41.29 41.85   -0.56  (-3.73, 2.62) 

Coughing up blood 5.77 3.83       1.94   (-0.13, 4.02) 

Dyspnoea 41.01 44.38 -3.37  (-6.58,-0.17)* 

Dysphagia 9.26 9.33 -0.08  (-2.66, 2.50) 

Hoarsness 16.86 20.52     -3.66  (-7.16,-0.16)* 

Perhiperal neuropathy 12.95 12.72      0.23   (-2.16, 2.63) 

Pain in chest 12.86 18.72     -5.86  (-8.87,-2.84)* 

Hair Loss 17.26 4.66      12.59 ( 9.83,15.36) 

Upset by hair loss 59.58 35.93      23.65 (-13.8,61.09) 

 

*statistically significant at the 1% level 

 

Scores range from 0 to 100 for QLQC-30 and LC-14 endpoints. For the global health and functional 

scales 0 indicates poor health and 100 good health. For all other scales, 0 indicates no symptoms and 100 

high level of symptoms. 

 

For the global health and functional scales a positive difference indicates improvement in QoL for 

erlotinib compared with placebo.  For all other scales, a negative difference indicates improvements in 

QoL with erlotinib compared to placebo. 

 

There was a treatment by time interaction for global health stats (p=0.01), role functioning (p=0.08), 

social functioning (P=0.04) and diarrhea (p=0.01). 
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Supplementary Table 4. Adverse events among patients who started erlotinib, and 

whether or not they developed first cycle rash 
 

 Erlotinib+Rash 

 

 

(N=178)# 

n (%) 

Erlotinib  

+No Rash 

 

 (N=124)# 

n (%) 

Placebo 

 

 

(N=278)# 

n (%) 

P-value 

 

E+R
1
   E+NR

2
 

 

Any Adverse event (maximum 

grade) 

    

1 1 (0.6) 12 (10) 15 (5)  

2 9 (5) 15 (12) 30 (11)  

3 85 (48) 44 (36) 98 (35)  

4 83 (47) 37 (30) 119 (43)  

Any (grade 1-4) 178 (100) 108 (87) 262 (94)     0.002    0.12 

Any (grade 3-4) 168 (94) 81 (65) 217 (78)     0.29      0.16 

     

Any (grade 3-4)  - excluding Rash 

& Diarrhea 

88 (49) 73 (59) 213 (77)     <0.001  <0.01       

     

Rash (first cycle)     

No rash / Grade 0 observed 

 

0 

 

    124 (100) 

      

263 (95) 

 
 

A (erythema alone) 54( 30) 0 13 (5) 0.001     0.11 

B (erythema with papules) 64( 36) 0  2 (1) <0.001    0.32 

C (erythema with papules &   

    pustules) 

52( 29) 0         0 <0.001    0.80 

D (erythema with papules &  

     confluent pustules) 

8(5) 0         0 <0.001    0.13 

     

Dyspnoea     

Grade 3 (dyspnoea on walking 

≤100 yards) 

59( 33) 32( 26) 87( 31)  

Grade 4 (dyspnoea on mild 

exertion) 

72( 40) 33( 27) 112( 40)  

Grade 3 – 4 130( 73) 66( 53) 199( 72) 0.58    0.004 

     

Specific adverse events (grade 3 

or 4 only) 

    

Fatigue 53(30) 24( 19) 72( 26)  

Diarrhea 20( 11) 8( 6) 4( 1) <0.001    0.006 

Anorexia 14( 8) 3( 2) 15( 5)  

Anaemia 4( 2) 2( 7) 3( 1)  

Nausea 3( 2) 2( 7) 6( 2)  

Pneumonitis 5( 3)        0  1( 0.4)  

Rigor chills 2( 1) 2( 2) 0  

Stomatitis 3( 2) 1( 2) 0  

Ocular 3( 2)         0 0  

Constipation 1( 0.6)         0 5( 2) 0.26    0.13 

Headache        0         0 2( 0.7)  

1: E+Rash Vs Placebo   2: E+Non Rash vs Placebo 

    E+Rash: Erlotinib + Rash;  E+Non Rash: Erlotinib and No Rash 

# Of the 334 Erlotinib patients known to have started study drug (Table 2), 32 had died before the 

assessment of 1st cycle could be made and are therefore excluded from the above table (leaving 302 

patients, of which 178 had first cycle rash and 124 did not).Similarlyfor 35 patients among the 313 on 

Placebo (leaving 278 for the above analyses).   
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Supplementary Table 5. Distribution of the number of adverse events per patient; 

overall and according to rash / non rash (based on those who started study drug) 
 

 

 

Number of 

events 

Erlotinib (E) 

(N=334)# 

Placebo 

(N=313)# 

E+Rash 

(N=178)## 

E+No Rash 

(N=124)## 

Placebo  

(N=278)## 

 n (%) n (%) n (%) n (%) n (%) 

Any grade      

1  11 (3)  11 (4) 0  11 (9) 11 (4) 

2    8 (2)    7 (2) 1 (0.6)   7 (6)   7 (3) 

3  13 (4)   12 (4) 4 (2)   9 (7) 12 (4) 

>4  254 (76) 232 (74) 173 (97) 81 (65) 232 (83) 

      

Grades 3-4       

1  54 (16) 52 (17) 27 (15) 27 (22) 52 (19) 

2  39 (12) 40 (13) 23 (13) 16 (13) 40 (14) 

3 38 (11) 26 (8) 23 (13) 15 (12) 26 (9) 

>4  118 (35) 99 (32) 95 (53) 23 (19) 99 (36) 

      

Grades 3-4 

(excluding 1
st
 

cycle rash) 

     

1  53 (16) 52 (17) 26 (15) 27 (22) 52 (19) 

2  39 (12) 40 (13) 25 (14) 16 (13) 40 (14) 

3 38 (12) 26 (8) 26 (15) 15 (12) 26 (9) 

>4  107 (32) 99 (32) 84 (47) 23 (19) 99 (36) 

      

#Patients known to have started study drug (see Table 2) 

## Taken from Supplementary Table 4 
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Supplementary Table 6. Quality of Life among all patients, and according to 

whether or not they developed first cycle rash. The table shows the mean 

difference in QoL scores between erlotinib (E) and placebo 
 

      QLQC-30             Overall      E+Rash vs Placebo  E+No Rash Vs Placebo 

 Difference  (99% CI) 

 

Difference (99% CI) 

 

Difference (99% CI) 

 

Global Health Status  0.69 (-2.05, 3.43) 4.23 (-1.19, 9.64) -2.53 (-9.52, 4.47) 

    

Functional Scales    

Physical Functioning  3.11 ( 0.48, 5.75)* 1.29 (-6.28,8.86) -7.47 (-17.40, 2.45) 

Role Functioning  2.32 (-1.80, 6.44) 2.10 (-3.21,7.40) -0.81 ( -7.67, 6.06) 

Emotional Functioning  2.26 (-0.48, 5.00) 2.91 (-2.59,8.41)  2.16 ( -5.00, 9.31) 

Cognitive Functioning  3.68 ( 0.88, 6.49)* 0.10 (-7.69, 7.89) -3.18 (-13.18, 6.83) 

Social Functioning 0.97 (-2.97, 4.92) 0.63 (-4.41,5.67) -2.47 ( -9.05, 4.11) 

    

Symptom Scales    

Fatigue    0.46 (-2.87,  3.79)  -0.67 (-7.10,5.76)   4.93 (-3.40, 13.26) 

Nausea / Vomiting    2.08 (-0.38,  4.54)   3.26 (-1.54,8.05)   1.35 (-4.91, 7.62) 

Pain   -4.10 (-7.49, -0.71)*  -1.73 (-8.05,4.59)  -0.66 ( -8.88, 7.55) 

Dyspnoea   -6.97 (-10.7, -3.25)*  -9.29 (-16.21,-2.37)*   4.04 (-5.05,13.12) 

Insomnia   -0.55 (-4.32,  3.22)  -3.48 (-10.58,3.63)  13.17 ( 3.92,22.42)* 

Appetite loss    7.58 ( 3.18, 11.99)*   7.07 (-1.35,15.48)   8.02 (-2.95,18.99) 

Constipation   -9.38 (-12.8, -5.97)* -10.73 (-17.16,-4.30)* -10.27 (-18.68,-1.85)* 

Diarrhea  15.08 (11.72,18.44)*  17.79 ( 11.75,23.83)*  16.23 ( 8.30,24.15)* 

Financial Problems   -3.90 (-6.40, -1.41)*  -4.53 (-9.48,0.42)  2.67 ( -3.72, 9.06) 

    

    

Lung Specific symptoms (LC-14)   

    

Sore Mouth   6.43  ( 3.04, 9.82)* 8.18 (1.66, 14.70)* 5.30 (-3.26,13.86) 

Coughing -0.56  (-3.73, 2.62) -2.69 (-9.10, 3.72) 0.51 (-7.86,8.88) 

Coughing up blood 1.94   (-0.13, 4.02)  2.50 (-2.07, 7.07) 1.76 (-4.26, 7.78) 

Dyspnoea -3.37  (-6.58,-0.17)* -5.98 (-12.76, 0.81) 0.57 (-8.39, 9.54) 

Dysphagia -0.08  (-2.66, 2.50) 0.69 (-4.51, 5.88) 1.35 (-5.49, 8.18) 

Hoarsness -3.66  (-7.16,-0.16)* -4.11 (-11.31, 3.08) -2.77 (-12.10, 6.56) 

Perhiperal neuropathy 0.23   (-2.16, 2.63) -0.53 (-6.30, 5.25) 4.61 (-2.93, 12.15) 

Pain in chest -5.86  (-8.87,-2.84)* -6.72 (-12.68,-0.77)* -0.86 (-8.68,6.97) 

Hair Loss 12.59 ( 9.83,15.36) 10.60 (5.15, 16.05)* 6.01 (-1.19,13.21) 

Upset by hair loss 23.65 (-13.8,61.09) 26.23 (-34.74, 87.21) 21.48 (-47.68,90.65) 

 

*statistically significant at the 1% level 

 

Scores range from 0 to 100 for QLQC-30 and LC-14 endpoints. For the global health and functional 

scales 0 indicates poor health and 100 good health. For all other scales, 0 indicates no symptoms and 100 

high level of symptoms. 

 

For the global health and functional scales a positive difference indicates improvement in QoL for 

erlotinib compared with placebo.  For all other scales, a negative difference indicates improvements in 

QoL with erlotinib compared to placebo. 

 

There was a treatment by time interaction for global health stats (p=0.01), role functioning (p=0.08), 

social functioning (P=0.04) and diarrhea (p=0.01). 
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Supplementary Table 7. Hazard ratios (compared to placebo) for OS and PFS 

according to histology and gender  
 

                   Erlotinib+Rash                   Erlotinib +No Rash 

 HR 95%CI P-value HR 95%CI P-value 

       

Adenocarcinoma       

OS       

Females 0.55 0.34-0.88 0.014 1.12 0.71-1.78 0.605 

Males 0.53 0.33-0.86 0.010 1.61 0.94-2.76 0.08 

       

PFS       

Females 0.47 0.29-0.76 0.0019 1.06 0.68-1.67 0.78 

Males 0.52 0.32-0.84 0.007 1.61 0.94-2.76 0.08 

       

       

Non-adenocarcinoma      

OS       

Females 0.76 0.49-1.15 0.19 1.36 0.85-2.17 0.20 

Males 0.82 0.72-1.29 0.82 1.48 1.04-2.10 0.027 

       

PFS       

Females 0.55 0.36-0.85 0.007 0.94 0.59-1.49 0.79 

Males 0.88 0.66-1.18 0.41 1.30 0.92-1.84 0.13 

 

*all HRs compared to placebo 

 


