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Background (EORTC 24971/TAX 323) 

� Concurrent chemoradiation now standard 
therapy for LAHNC

� Induction chemotherapy (cisplatin based) has 
been associated with OS gain

� Most active Cisplatin with 5 -FU (standard � Most active Cisplatin with 5 -FU (standard 
arm) (PF)

� In phase II studies TPF maybe more active 
than PF

� Phase III study comparing TPF with PF 
(EORTC 24971/TAX323)



Patients and methods

� Open-label, randomized, phase III

� 37 institutions, 15 countries

� 18-70 years

St III or IV and no distant metastases LAHNC� St III or IV and no distant metastases LAHNC

� Previously untreated and locoregional 
advanced disease

� Considered unresectable

� No nasopharynx or (para)nasal cavities
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Patient characteristics



PFS and OS

PF        TPF

PFS median 8.2 11.0

HR  0.72 (0.57-0.91)

OS median 14.5      18.8

HR 0.73 (0.56-0.94)



Response to treatment



Toxicity



� QoL collected through 
EORTC QLQ-C30 (version 3.0) 
EORTC QLQ H&N35

� QoL was assessed 

QoL design

QoL was assessed 
-at baseline (prior randomization)
-at end of cycle 2, and 4 
-at 6 and 9 months after completion of 

radiotherapy

� PSS-HN, assessed by the clinician
Pain thermometer (visual analogue scale)



Primary QoL scales

Global QoL
Pain
Swallowing
Speech
Coughing

Hypotheses: 
-The TPF arm will be  superior to the PF arm in low ering 

symptom levels.
-Due to the expected higher toxicity of the experim ental 

arm, no significant difference in global QoL is 
anticipated



QoL compliance

Assessment Lower bound Upper bound

Baseline 14 days before randomization
14 days after randomization

but <= start of chemotherapy

At end of cycle 2
3 weeks before 

but > start of cycle 2
3 weeks after but

<=start of cycle 3 or start of radiotherapy

QoL windows

At end of cycle 4 3 weeks before 
but > start of cycle 3

3 weeks after
but <= start of radiotherapy

At 6 months after 
radiotherapy**

3 months* before 1.5 month after

At 9 months after 
radiotherapy**

1.5 month before 1.5 months after

*1 month=365.25/12 days=30.4375 days
**6 months and 9 months after the end of radiothera py



QoL compliance

Forms expected Forms received Percentage Difference
Baseline 358 346 97 0.225

C-5FU-DOC 177 169 95.5
C-5FU 181 177 97.8

End of cycle 2 328 282 86 0.340
C-5FU-DOC 164 144 87.8
C-5FU 164 138 84.2

End of cycle 4 255 193 76 0.545
C-5FU-DOC 136 105 77.2
C-5FU 119 88 74.0

At 6 months 198 108 55 0.794At 6 months 
after RT

198 108 55 0.794

C-5FU-DOC 112 62 55.4
C-5FU 86 46 53.5

At 9 months 
after RT

170 76 45 0.443

C-5FU-DOC 95 40 42.1
C-5FU 75 36 48.0

QoL analysis restricted to data up to 6 months afte r RT

Note: 1/3 data less for the H&N35 module due to the  non availability of 
translated questionnaires (Slovak Republic, Serbia and Hungary)



Interpretation:
� Level of statistical significance of 0.01 for the  

primary QoL scales
� Minimum clinically meaningful change in QoL of 10 

points

QoL results

points
� Other QoL scales examined on an exploratory basis

Method of analysis : a mixed-model with an undefined 
covariance structure was fitted to longitudinal QoL  
data to test for differences between the two 
treatment arms



QoL results

QoL-C30 – Global quality of life

Assessment
Time TPF PF

Treatment
difference

P-value
Overall 0.1873

Baseline 61.5 (SD=1.69) 61.1 (SD=1.64) 0.8646

End of cycle 2 69.3 (SD=1.73) 66.8 (SD=1.75) 0.3290

End of cycle 4 70.7 (SD=1.91) 65.6 (SD=2.05) 0.0695

6 M after RT 68.9 (SD=2.39) 59.4 (SD=2.73) 0.0092



QoL results

H&N35 – Pain

Assessment
Time TPF PF

Treatment
difference

P-value
Overall 0.8578

Baseline 29.3 (SD=2.26) 27.6 (SD=2.28) 0.5907

End of cycle 2 16.5 (SD=1.97) 18.1 (SD=2.09) 0.5931

End of cycle 4 17.9 (SD=2.17) 18.2 (SD=2.6) 0.9291

6 M after RT 28 (SD=3.59) 25.7 (SD=4.27) 0.6773



QoL results

H&N35 – Swallowing 

Assessment
Time TPF PF

Treatment
difference

P-value
Overall 0.0163

Baseline 25.7 (SD=2.41) 28.6 (SD=2.42) 0.4079

End of cycle 2 10.2 (SD=2.05) 18.4 (SD=2.18) 0.0066

End of cycle 4 11.7 (SD=2.22) 19.1 (SD=2.64) 0.0335

6 M after RT 26.3 (SD=3.61) 31.4 (SD=4.23) 0.3611



QoL results

H&N35 – Speech

Assessment
Time TPF PF

Treatment
difference

P-value
Overall 0.2940

Baseline 20.6 (SD=2.37) 23.3 (SD=2.38) 0.4149

End of cycle 2 11.7 (SD=1.84) 15.5 (SD=1.96) 0.1623

End of cycle 4 9.5 (SD=1.54) 12.9 (SD=1.76) 0.1520

6 M after RT 17.8 (SD=3.19) 23.3 (SD=3.62) 0.2541



QoL results

H&N35 – Coughing

Assessment
Time TPF PF

Treatment
difference

P-value
Overall 0.2934

Baseline 30.9 (SD=2.36) 30.4 (SD=2.39) 0.8666

End of cycle 2 18.3 (SD=2.22) 23.1 (SD=2.32) 0.1357

End of cycle 4 20.2 (SD=2.63) 24.2 (SD=3.16) 0.3261

6 M after RT 23.4 (SD=3.96) 26.6 (SD=4.72) 0.6099



Other QoL scales

QoL-C30 - Appetite loss

Assessment
Time TPF PF

Treatment
difference

P-value
Overall 0.0383

Baseline 22.7 (SD=2.33) 21.8 (SD=2.29) 0.7867

End of cycle 2 19.6 (SD=2.39) 25.4 (SD=2.44) 0.0907

End of cycle 4 20.1 (SD=2.79) 30.4 (SD=3.02) 0.0134

6 M after RT 18.5 (SD=3.39) 31.5 (SD=3.93) 0.0131



Other QoL scales

H&N35 – Weight loss

Assessment
Time C-5FU-DOC C-5FU

Treatment
difference

P-value
Overall 0.0030

Baseline 42.4 (SD=4.6) 52.7 (SD=4.64) 0.1164

End of cycle 2 22.9 (SD=4.33) 26.6 (SD=4.62) 0.5641

End of cycle 4 15.4 (SD=4.67) 40.5 (SD=5.58) 0.0007

6 M after RT 36.1 (SD=7.86) 40.3 (SD=8.93) 0.7293



Performance status scale for H&N



Pain thermometer



Conclusion

� Global HRQOL increased during induction 
chemotherapy in both treatment arms in LAHNC 
while symptoms levels decreased

� Besides improvement of PFS and OS and reduction � Besides improvement of PFS and OS and reduction 
of toxicity, there was a trend towards improved glo bal 
HRQOL during the treatment period. Six months after  
the end of radiotherapy, global HRQOL was higher in  
the TPF arm than in the PF arm (mean difference of 
9.5 points, p=0.0092). 



Conclusion

� However, the low compliance does not allow 
to draw definitive conclusions. 

� Swallowing problems decreased more in the 
TPF arm than in the PF arm at the end of cycle 
2 but to a limited extent2 but to a limited extent
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