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The randomized phase |l study: TREMPLIN

Response evaluation by endoscopy and CT scan
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3 cycles, 1 cycle g3weeks

T=75mg/m*onday 1
P=75mg/m?*onday 1
F=750mg/m?*onday 1to5

<PR

cetuximab 400 mg/m?* 1 wk prior to RT
then 250 mg/m*weeklyon wks 1 to 7

Total laryngectomy
+ post-op RT

P = cisplatin, F = 5-fluorouracil, T = docetaxel, TL = total laryngectomy, PR = partial response

RT = radiotherapy, CT = computed tomography, Tx = treatment Py ASCQ. ,\,{ ?uali 11
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Demographics

Cisplatin ERBITUX
n =60 n=>56

Gender, n
Male 52 55

Female 8 1

Mean age, years 57 (45 -73) 57 (44 -70)

PS
0
1
Missing data

Primary site
Larynx
hypopharynx

Stage
2

3
4




Compliance to treatment

cisplatinarm
60 pts

Not done 2"
Mean dose (Gy) 69 (24**-74)

Radiotherapy

Nb. of cycles administered c's%l;t:t‘:m

* 1 refusal and 1 rapid evolution
** another rapid evolution
** 3 infusion-related reactions

cetuximab arm
56 pts

0
69.5 (56-76)

cetuximab arm
56 pts
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Acute toxicity during RT

cisplatin arm cetuximab arm p value
58 pts* 56 pts

Grade 3 mucositis 25 (43 %) 24 (43 %)
Grade 4 mucositis 2 1
Grade 3 in field skin toxicity 14 (24 %) 29 (52 %)
Grade 4 in field skin toxicity 1 3

Other toxicities, any grade, justifying a protocol

modification
Renal toxicity 9 (15.5 %) 0
Hematological toxicity 8 (14 %) 0
Poor general condition 7 (12 %) 1(1.7 %)
Infusion-related reaction 0 3(5%)

Protocol modification due to acute toxicity 33 (57 %) 19 (29 %)

*2 patients did not start the treatment in the cisplatin arm



Severe Toxicities per Treatment Period

Induction TPF (n=35)

RT-cetuximab(n=33)

G3-4

G3-4 G5

No. (%)

No. (%) No. (%)

Anaemia

Thrombocytopenia

Neutropenia

11 (31.4%)

Febrile neutropenia

2 (5.7%)

Hepatic toxicity

1(2.8%)

Infection

Cetuximab infusion reaction

1 (3%)

Acneiform rash

2 (6%)

Nail toxicity

6 (18%)

Radiodermatitis

16 (48%)

Mucositis

11 (33%)

Dysphagia

4 (12%)




Late toxicity

cisplatin arm cetuximab arm
58 pts* 56 pts

Residual renal dysfuntion at last evaluation (all grade 1) 13 (22.4 %) 0
1 cycle of cisplatin during RT

2 cycles of cisplatin during RT
3 cycles of cisplatin during RT

Grade 3-4 mucosal toxicity 2 (3.5%) 1(1.8%)
Grade 3-4 osteoradionecrosis 1(1.7%) 1(1.8 %)
Grade 3-4 xerostomia 6 (10.3 %) 5 (8.9 %)
Grade 3-4 subcutaneous fibrosis 4 (7 %) 1(2%)
Grade 3-4 neuropathy 2(3.5%) 0

Grade 3-4 laryngoesophageal toxicity 5 (8.6 %)

*2 patients did not start the treatment in the cisplatin arm




Endpoints (ITT):

Primary endpoint cisplatin arm

(3 months after end of Tx) 60 pts
Larynx preservation (larynx in place without tumor) 57/60
(95 %)
Secondary endpoints cisplatin arm
(18 months after end of Tx) 60 pts
Larynx function preservation (larynx in place without tumor/ 52/60
trach/feeding tube) (87 %)

NB: at 18 months or at death

Overall survival 92 %
NB: since randomization

NB: 1 pt lost to FU in the cisplatin arm is considered as failure

cetuximab arm p value
56 pts
52/56 0.63
(93 %)

cetuximab arm

56 pts

46/56 0.68

(82 %)

89 % Log-rank: 0.44



Clinical situation at randomization

cisplatinarm cetuximab arm
60 pts 56 pts
Larynx mobility
Normal
Still impaired
Missing data

Primary site
CR
PR

Nodal status
No palpable LN
PR
SD
PD
Missing data

CR = Complete Response, PR = Partial Response, SD = Stable Disease, PD = Progressive Disease
LN = Lymph Node
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e TPF followed by cisplatin-containing regimens are difficult
to deliver because of their high levels of toxicity, while
induction chemotherapy followed by bioradiation is more
feasible
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Bioradiation is probably a better option than chemoradiation
during the second phase of sequential treatments for organ
and function preservation programs



