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Fig. 1. Trial design for the VA laryngeal cancer study.

Table 1. Comparison of Neoadjuvant Chemotherapy Voice

Preservation Tricls

Study No of Svyear

group patients Tstage Node (+) sur)\//iv al

VA 332 13, 65% 48% Sy------ 45%
T4, 24% Chemo—42%

EORTC 194 T3, 76% 65% SU---—- 35%
T4, 3% Chemo—--30%

GETIEC 68 13, 100% 23% Suy----—-62%
Chemo--30%

Buzto] Q=4 oJB voice boxE HEE I Q=] o
%2 decision—making©ol} a1#3tojof & Q3 Alglolc]

Neoadjuvant Chemotherapy

1980thell cisplatin®] F35F¢toll fragto] YAEA,
FAANBE AA AJeH AR EE AA8HE neoadju-
vant chemotherapy 7} 8] 59 Department of Veterans
Affairs(VA)E 240 = laryngeal cancer A4 voice
preservation® Z& 02 ATEYHFig. 1).

o]9]o = EORTC, GETTEC %9 A7eAlix & 5
Hog A7E Agsigich 1 AHE 298t Ao] Table 2
olt}, VA, EORTCOME A& F = Ael7} ¢l voice
preservation®] -3t 43S B y3iglel 18y, GE-
TTECATAME IR BTN FEdol vt d4
3 BEAY stk Rusigich 12y, GETTEC 9
£ 97 o SASFE 2595 A94A da 27) FE5H
A7 2] Ao FAEE A7 skar itk

3714 9+ A#E meta—analysis® A4S o o}
3 e Axpz gokE gk

T FARle BAA FAAE glsle 5 BEEC] 6%

Table 2. Larynx preservation : patients’ status for disease-free

survival
Chemotherapy Control
(n=305) (n=297)
Type of first event
Recurrence or secondary primary* 51% 46%
Locoregional recurrence 25% 12%
Metastasis 14% 19%
Locoregional recurrence 3% 3%
and metastasis
Second primary 9% 12%
Death without recurrence or 19% 16%
second primary
Total proportion of events 70% 62%
Alive without recurrence or 30% 38%

second primary
«distribution of type of events was significantly different bet-
ween arms(p=0.001)
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2}0] (45% vs. 39%) & B3 tHp=0.10).

Concurrent Chemoradiation

Table 394 Be] 59|, neoadjuvant chemotherapy

100 = Events
Control 164
-=== Chemotherapy 199
80
8 60
s
2
3
12 40 —
20 A
0
f T T ¥ T 1 1
0 1 2 3 4 5 6
Years
Number of patients
Control 297 251 188 161 119 86 86
Chemotherapy 305 258 199 165 177 77 54

Fig. 2. Survival in frials comparing surgery plus radiotherapy with
neoadjuvant combination of cisplatin-fluorouracil follo-
wed by radiotherapy in responders or by radical surgery
plus radiotherapy in non-responders.

followed by radiotherapy 2] 2] 41732 locoregional
failure rate®] &) vlste] Hth= AHojt}. o] A& K
3171 sl A7 walE 7P @A A EEE con
current chemoradiotherapy©|th

Practice Guidelines

vl 2 AlEke NCCND) X & 3L g3 2
2187 (Stage I, V) FAFLAN <3 vz W
AHARE (7F53F concurrent radiotherapy) 7} EFX 82
who} {11 Qi

Stage II, IV laryngeal cancer (PDQ, NIH, NCI, U.S.A))

Standard treatment options :

1) Surgery with or without postoperative radiation the-
rapy

2) Definitive radiation therapy with surgery for sal-
vage of radiation failures

3) Chemotherapy administered concomitantly with
radiation therapy can be considered for patients who
would require total laryngectomy for control of disease.

Laryngectomy would be reserved for patients with less

Table 3. Meta-analysis of locoregional freatment with and without chemotherapy : effect on survival

st it
Trial category Hazard ratio (95% CI) - Chemotherapy effect (p) Heterogeneity (p) 2A ;zo e ben;f/lrs
Adjuvant 0.98(0.85-1.19) 0.74 0.35 1% 1%
Neoadjuvant 0.95(0.88-1.01) 0.10 0.38 2% 2%
Concomitant 0.81(0.76—-0.88) <0.0001 <0.0001 7% 8%
Total 0.90(0.85—0.94) <0.0001 <0.0001 4% 4%
ractics Hesd a0 Hetn Caous 108
o mmfﬁi’ﬂ'{%“ Cancer of the Supragtlottic Larynx S 5 At
CLINICAL STAGING TREATMENT OF PRIMARY AND NECK FOLLOW.UP
Mns-':’mw.
with Adguvant RY*
comprabensive ]
: w'mﬁ neck dissaction fock ot -:’I\?:‘l:a;l'cm.
.mm N+ neck mass selective vs > ﬂ?xf" e
« N cartilage vy 2.8
invasion or Primary site: > Years 3.5,
« Low-volume Completa ™ -, :,;ﬂ. ‘: mo
? " ent mepense {initigl]-~t- Obigarve ““)';;"} mo
Complete «Chest imaging
Conoureent FeEponge Obsarve annually, or earfer if
chen ! ’ of neck . or clinleally u,:zm
(preterrec) lu-md o ear Smasctor] | e maditod
selactive vs
Fﬂmﬂry site:; ]—‘ls-msmw +
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Fig. 6.
Site Op RT no CRrate Intent-to-treat
Nasopharynx o 105 7 68.3% 61.6% Overall survival according fo local modality
Oral cavity 23 19 8 75.0% 60.0% 10 Ty Survival functions
1 ! iy
Hypopharynx 3 33 5 55.6% 48.8% ° H P
7 . *T_l Neoadjuvant chemo—Surgery
Oropharynx 3 2 3 68.0% 54.8% g | Ty e —
Sinonasal 6 14 4 70.0% 58.3% Y
7 7 '
Larynx 3 13 5 64.3% 42.9% T 6 lLl——_‘L—F
> " v
3
38 209 32 67.4% 57.0% a2 5 — ;
E Neoadjuvant chemo—RT
O 4
Fig. 5. 3
° LOCAL
h 5 O 0/ h h 2 - d RT RT-censored
than b response to chemotherapy or who have per- .| T op + opoensored o000
sistent disease following radiation L
0
. « . 0 12 24 36 48 &0 72 84 96 168 120
Treatment options under clinical evaluation : os
1) Hyperfractionated radiation therapy to improve tu- Fig. 7
ig. 7.

mor control rates and diminish late toxicity to normal
tissue.

2) Clinical trials exploring chemotherapy, radiosensi-
tizers, or particle—beam radiation therapy.

A meta—analysis of 3 trials of patients with locally
advanced laryngeal carcinomas compared patients who
received standard radical surgery plus radiation thera-
py to patients who received neoadjuvant cisplatin and
fluorouracil, followed by radiation therapy alone in re-
sponders or radical surgery plus radiation therapy in

nonresponders. The meta—analysis demonstrated a

nonsignificant trend in favor of the control group who
received standard radical surgery plus radiation therapy
with an absolute negative effect in the chemotherapy
arm that reduced survival at 5 years by 6%. The possi-
bility of a slightly decreased survival must be balanced
by the retention of the larynx in those patients whose
disease was controlled.

3) Isotretinoin(13—cis—retinoic acid) daily for 1year
to prevent development of second upper aerodigestive

tract primary tumors.
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