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BACKGROUND

(QLQ-C30) score: global health status EORTC QLQ-C30 questionnaire

OBJECTIVES Figure 1 : Study Design TPE Neck Dsecton L Surgery for 1 Figure 2. Effect on quality of life questionnaire C30 Table 3a: Analysis of compliance

Cispla}tin. an_d 5-fluorouracil (5-FU) (PE) in Inthe EORTC 24971 Phas_e 11 trial, the addition of » The primary aim of the study was to evaluate the ~  _———~_" residual disease |
combination Is the current standard neoadjuvant _docetaxel (Taxoter_e®) to C|spl_at|n and 5-FU (TPF) efficacy and safety of neoadjuvant TPF versus PF in TXT+CDDP+5FU U east square mean OLO-C30 score [99% CI T|me PF TPF
chemotherapy for locally advanced SCCHN (Ref.1).  improvedprogression-freesurvival(HR0.74[95%ClI, patients with locally advanced, inoperable SCCHN. it agion 4x3 weeks - Window  (N=181) (N=177)
Althc_)ugh_ neo_adjuvar)t PF can improv_e long-term  0.59 — 0.95], p=Q.O15; median 11.0 vs 8.2 months) - AR FO"gf)mﬁtﬁ;'ery ] jz : % { } Ny Compliance: N1:in TW Compliance:
survival in patients with unresectable disease (Ref.  and overall survival (HR 0.72 [95%CI, 0.56 — 0.93], * The secondary objectives were to compare the Turmour Site . i o I i[ I N1:in TW N2/N1(%) (No. of pts) N2/N1(%)
2—4) there is a need for chemotherapy regimens p=0.0052; median 18.6 vs 14.2 months) at a median effects of neoadjuvant TPF versus PF on QoL and CDDP+5FU z 50-
which further improve efficacy outcomes without follow-up of 33.7 months (Ref.5). Results of the QoL clinical benefit. 4x3 weeks % 40- TPF vs PF: p=0.01 (1) (2) (1) (2)
negatively impacting on patients’ quality of life (QoL). assessments are presented. : """""""""""""""""""" » : ‘ZS Baseline 181 96.69 177 94.39
- PFE NeokDissection® TW 1 167 78.44 164 79.27
i i § g 0 TW 2 136 67.65 143 72.73
METHODS g g TPF(N=143) 122 - 63 o TW 3 111 45.05 136 50.00
: : | | PF (N= 142 ) 125 89 47 40
Study design Key eligibility criteria * World Health Organization (WHO) performance status <1 g g Cycle 2 Cycle 4 6 mths post RT 9 mths post RT TW 4 90 47.78 113 40.71
Phase Ill, randomized, open-label study,  Histologically or cytologically confirmed « No prior chemotherapy or radiotherapy; no prior surgery e Overall 685 71.68 733 70.26
conducted at 37 centers across Europe. nonmetastgtic, unresectable Stage |II/IV | for SCCHN ;Z:ngg;mem E;:ng‘;;mem g:;sfgg;mem ;;:;gg;mem Ci- confidence interval. RT= Radiotherany g; LN ;zfnp;f;:iyc%yrf'ei so(g(;/;/l())’t%yedneu‘r‘n (bTeVrVggscadludaubrliggqLﬂﬁivg;]unpaﬁzgcz?/g\gfe3n%§n le\vﬁ)aow)
The StUdy schema is shown In F|gure 1. SCCHN, with at least one measurable lesion e No tumors of the nasopharynx or nasal/paranasal i i i | over the number of expected questionnaires.
uni- or bidimensional " —_———————s
( ) CaVItIeS . 6 - 12 wks 3—-6wks 7 wks 12 wks
* Age 18-70 years * Adequate organ function. * Plus 2 weeks if neck dissection Table 3b: Analysis of compliance - Performance status scale
PF : Cisplatin 100 mg/m2 over 1 h on Day 1, 5-FU 1000 mg/m2/day for 5 days, every 3 weeks for 4 Table 2 - Clinical benefit assessment by the Perfomance status for Head and Neck (PSS_HN)
.- : cycles. Treatment discontinued in case of progressive disease, unacceptable toxicity, or refusal; dose ' Time PF TPF
Assessments Statistical an aIyS|S modifications allowed in case of predefined toxicities. Scale for Head and Neck (PSS-HN) Window (N=181) (N=177)
Five primary QoL domains: Global health status/QoL (EORTC Quality Patients with a baseline assessment and =21 post-baseline evaluation were included in the TPF : Docetaxel 75 mg/m2 over 1 h on Day 1, Cisplatin 75 mg/m2 over 1 h on Day 1, 5-FU 750 mg/m2/ 6 -
of Life Questionnaire C30 [QLQ-C30], version 3.0), and pain, swallowing analyses day for > days, every 3 weeks for 4 cycles. Difference In least square mean between treatment arms N1 in Ty compliance: N1:in TW - Compliance:
’ ’ ’ ' RT: Locoregional radiotherapy (conventional fractionation or accelerated/ hyperfractionated regimen) over i : 0 0
speech, and Cough (EORTC QLQ head and neck module [QLQ'H&N35]) R ted ixed effect VS| £ - ANOVA del d t 7 weeks within 4—7 weeks of chemotherapy. cTotal dose: 66—70 Gy (conventional), 70 Gy (accelerated), Parameter Treatment Mean basaellne =nd of =nd of P-Value® N2/N ( A)) (NO' of ptS) N2/N ( A))
self-administered by patients at each study center. epeate measur:es’ mixed eriect, analysis of variance ( ) Mo e S were use O 74 Gy (hyperfractionated); surgery permitted before (neck dissection) or 3 months after radiotherapy score treatment follow-up (1) (2) (1) (2)
analyze the evolution of QLQ-C30, QLQ-H&N35, and PSS-HN scores over time and treatment (residual disease), at discretion of investigator. \ diet TPF 76.0 - 68 0 0064¢ _
Clinical benefit included 3 subscales (normality of diet, eating in public, differences. Docetaxel premedication included dexamethasone and ciprofloxacin; for cisplatin included hydration and ormal die PF 72 0 : : : Baseline 181 97.24 177 99.44
: antiemetics. Primary prophylaxis with granulocyte colony stimulating factor (G-CSF) was not allowed,; _ _
and speech disturbance) of the performance status scale (grade 0 [worst] Treatment effects on WHO performance status were analyzed using generalized estimating secondary G-CSF prophylaxis permitted if indicated. Speech 1PF )23 3.7 3.9  <0.0001° iw ; 13(73 32 gg 12; 38 g;
to 100 [best]) for head and neck cancer patients (PSS-HN), and evaluation . hodo! A oratory Kanlan_Me Ve I Hertakon t uat PF 390 6 - -
of changes in WHO performance status as assessed by the physician at equations methodology. An expioratory Rapian—iieleranalysis was also undertaken to evaiuate TPE 37 5 TW3 111 54.05 136 61.76
scheduled visits. time to first deterioration of WHO performance status. Deterioration was defined as an increase Public eating DE 31 '7 6.0 17.3 0.0002° TW 4 90 52.22 113 55.75
of 21 point at two consecutive evaluations. | —— Overall 685 76.50 733 79 26
Assessmentsweremadepriorto randomization, duringChemOtherapy(after ' ' ' ' ' et seorediiom D norsh o 0D esh T Hxed modetinduding, ravers TF (1) TW: respectively cycle 2 (TW1), cycle 4 (TW2) and during follow-up period (TW3 and TW4).
cycles 2 and 4), and 6 and 9 months after completion of radiotherapy. Hazara ratlo_s and 95% contidence intervals (Cl) were obtained from a proportlon_al hazards Table 1 : Patient demographics and characteristics at baseline (2) The compliance corresponds to the number of evaluable PSS-HN ?15)patient/time window) over the
Cox regression model, and the log-rank test was used for between-group comparisons. A 2- number of expected HSS-HN scale.
sided 5% significance level was applied to all tests, unless otherwise indicated. Characteristic PF TPF
(n=181) (n=177)
RESULTS I\/Iale, N (%) 162 (895) 159 (898) CONCLUS|ON
Median age (range), years 52 (30 - 70) 53 (30 - 69) Figure 3. Time to first deterioration in WHO performance status The addit ¢ docetaxel t di ¢ cisplati 4 5-FU
Patients Health-related QoL Clinical benefit WHO performance status, n (%) = ClRlOlOT @I olPBishEl 1o SOElol|ChiEls Giflieltin eliel ©=
| | | | | | o 0 91 (50.3) 90 (50.8) 1.0- PF ------ pE|[ 1.0 (TPF)resultedinimprovedclinical efficacy outcomes compared
Between April 1999 and March 2002, a total of Overall compliance with the QLQ-C30 was 70% with TPF and 72% Overallcompliance withPSS-HNwas similar | | C oo 0.9 with PF in patients with locallv advanced. inoperable SCCHN
- - - - % and 1 90 (49.7) 86 (48.6) = - _ pa y a , INOP M-
358 patlgnts were rapdqmlzed (177 TPF, 181 with PF (Table 3a). .Global health status scoreg .|r.1 thg two arm§ were between the TPF and PF arms (79% a " ) 06 3 os T " 0.8 Treatment with TPF was superior to PF in terms of median
PF). Patient characteristics were well balanced comparable at baseline (61.8 TPF; 60.6 PF)and initially improved in both /7%, respectively, Table 3b). Speech and | | (0.6) o °7 o Cengored 85 (%) 72 (45 07 progression-free survival (primary endpoint; p=0.007) and
(Table 1). arms. While scores remained stable with TPF overtime, they deteriorated eating disturbances were greater in the PF Site of primary tumour, n (%) o oo *, SN SR 06 median overall survival (p=0.013), with mana,geable toxicity*
| | with PF after radiotherapy, resulting in a significant treatment difference arm (Table 2). Rypopharynx 52 (28.7) 53 (29.9) = 0% %, osnpEen DO 0 T
Both groups received a median of four cycles (p=0.01) (Figure 2). Larynx 13 (7.2) 12 (6.8) g o ey 04 Health-related QoL and clinical benefit outcomes generally
of chemotherapy; the median relative dose Median time to first deterioration of WHO Oral cavity 32 (17.7) 31 (17.5) =03 T e : 0 favored TPF over PF.
intensity was greater than 0.90 for all drugs. Overall compliance rates with the QLQ-H&N35 were 48% for TPF and performance status was significantly longer Oropharynx 84 (46.4) 81 (45.8) - Zj zi
| | 46% or PF and therefore, the QLQ-H&N35 analyses were descriptive in the TPF arm than the PF arm (Figure 3). Number of organs involved, n (%) . . Roforences
Chemotherapy completion rates (per protocol): only. In general, pain, swallowing, speech, and coughing worsened 1 23 (12.7) 18 (10.2) TPE] 163 i 25 . : Ref 1. Posner MR. The Oncologist 2005;10(Suppl. 3):11-19.
70.1% with TPF and 61.9% with PF; mainreason TN - ’
170 | _ 20N ’ _ over time in both treatment arms, though TPF-treated patients generally 2 143 (79.0) 153 (86.4) pE 172 39 21 7 _ Ref 2. Paccagnella A, et al. J Natl Cancer Inst 1994;86:265-272.
for discontinuation was disease progression reported better scores than PF-treated patients. >3 12 (6.6) 5 (2.8) 0 6 12 18 24 20 26 42 48 Ref 3. Zorat PL, et al. J Natl Cancer Inst 2004;96:1714-1717.
(13.6% TPF; 11.0% PF). = ' ' TIME TO FRST DETERIORATION OF WHD PERFORMANCE STATUS Ref 4. Schrijvers D, et al. Ann Oncol 2004;15:638—645.
WHO = World Health Organization Ref 5. Remenar E, Van Herpen C, Germa Lluch J, et al. Poster presented at the
2006 ASCO Annual Meeting, June 2—-6, 2006, Atlanta, Georgia, USA (abs. 5516).




