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ABSTRACT

Background and Objectives :

Surgery with postoperative radiotherapy has been the standard treatment for locally advanced

head and neck squamous cell carcinoma (HNSCC). However, the prognosis still remains dismal. To increase survival rate and
organ preservation rate, alternative approach is needed. Incorporating the taxane regimen into the treatment of HNSCC, the new
treatment strategy of sequential therapy has been introduced. The purpose of this study is to determine the efficacy of neoadjuvant
chemotherapy, followed by concurrent chemoradiotherapy for the HNSCC. Subjects and Method : Between January 2001 and
June 2005, 19 patients with HNSCC were treated with neoadjuvant chemotherapy, followed by concurrent chemoradiotherapy. The
sites of primary tumors were hypopharynx in eight patients, oropharynx in six patients, and larynx in five patients. Neoadjuvant che-
motherapy included 70 mg/m* of docetaxel on day 1, 70 mg/m? of cisplantin on day 2 and 800 mg/m? of 5-fluorouracil on day
2—4. The cycles were repeated every three weeks. Concurrent chemoradiotherapy starts after two cycles of neoadjuvant chemo-
therapy. Radiation dose was 200 cGy/day X 5/week with a total of 6,000—7,000 cGy, and the concurrent chemotherapy of 20

mg/m? of docetaxel or 20 mg/m® of cisplantin was given weekly. Results :

The median follow-up was 21 months. The overall 2-

year survival rate was 70.1% and the 2-year organ preservation rate was 59.4%. The survival rate and organ preservation rate of
larynx cancer patients were higher than those of hypopharynx and oropharynx cancer patients, but it was not statistically signifi-
cant (p=0.09, 0.16) . The patients of the lower stage showed higher survival rate and organ preservation rate, but it was not stati-
stically significant (p=0.19, 0.48). The most common Grade 3 or 4 toxicities of neoadjuvant chemotherapy were leukopenia,
anorexia, nausea and vomiting, whereas the most common Grade 3 or 4 toxicities during concurrent chemoradiotherapy were mu-
cositis, stomatitis, and leukopenia. One patient died due to sepsis during treatment. Conclusion : Neoadjuvant chemotherapy with
three combined regimens followed by concurrent chemoradiotherapy might be effective treatment modality for HNSCC. Further
studies with large number of patients and longer follow-up will be needed. (Korean J Otolaryngol 2007;50:327-34)
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Registration

‘ Neoadjuvant chemotherapy X2 cycles ‘

CR/PR / \ No response

Surgery
L +/— Postoperative radiotherapy

‘ Concurrent chemoradiotherapy ‘

‘ Salvage surgery for primary site and neck ‘

Fig. 1. The freatment scheme of study. CR : complete remission,
PR : partial remission.
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Table 1. Patient and tumor characteristics

Number (%)

Registered patients 19
Gender
Male 17
Female

Performance status
0 17
1

Age (years)

Median 62.2
Range 41-75
Follow up (months) 21 (4-36)

Tumor primary site
Hypopharynx 8
Oropharynx
Larynx
Tstage
T 3 (16%)
T2 6 (32%)
Ts 8 (43%)
Ts 2 (11%)
N stage
No 5 (26%)
Ny 1( 6%)
N2 13 (68%)
Overall stage
Il 3 (16%)
1l 3 (16%)
\% 13 (68%)

cer (AJCC) ®7REFAAlel whet ERsi3ick A5 2] 1
7= AARARRE SFUAE 27 9 Aitsl G529, A
718D, e FAE AFEIGSY IS Eds
sto] E5sIGth $xke] TH7|9F NW7]= Table 13 2
gkom, THZ|oM= T37F 8alZ 71 wkar, N 7]elA
+ N27} 1392 7P @tk ¥7] 17F 34, W7] 7t
39, 7] V7} 1392 Stage IV7} 718 @k (Table 1).
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Fig. 2. Response to neoadjuvant chemotherapy and concurrent

chemoradiotherapy. CR : complete remission, PR : partial res-
ponse, SD : stable disease.

Table 2. Treatment outcomes of the patients

Sto |>§_|-§‘|-REHI_II> O.jim §|.6H:|U\H_{ EA‘E_H-I

2 slehAbd A S Al 49 F 391(16%)
A WSOl ISl 5 HEA X7t Al th(Fig. 2,
Table 2)

WES

i 199 5 7ed9] AT AFESES o, Kaplan—Meier
method® 7A4FeE A4 gk2ke] 2\ AEEL 70.1% R
2d A7 HESS 59 4% A} (Fig. 3).

AP E SR, 7RI, 7= vHro] vlwsels o
FotellA 2d BEST 7| HEE0) i‘”o‘/} EAA 9
o= AT AEE p=009, 2d W|HEE p=0.16)
(Fig. 4). W7]ol w2} vl Beks wel= W77 sher
= 2 BEEY Y| RESo] kot TAIA 99)= ¢ldd
th2d A2 p=0.19, 2d BIHEE p=0.48) (Fig. 5).
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Response of neoadjuvant Response of concurrent

No Sex Age Site Stage ey e Salvage operation
1 M 75 Hypopharynx [\ PR CR
2 M 72 Oropharynx \'% CR CR
3 M 72 Hypopharynx [\ PR PR
4 M 71 Hypopharynx [\ PR CR
5 M 71 Hypopharynx 1l SD SD
6 M 68 Oropharynx \'% PR CR
7 M 67 Hypopharynx 1l PR CR
8 M 67 Hypopharynx 1 PR CR O (Afterrecurrence)
9 M 66 Larynx Il PR CR
10 M 66 Larynx Il PR CR
11 M 65 Oropharynx [\ SD SD
12 M 65 Hypopharynx v PR PR O (After CCRT)
13 M 61 Larynx Il PR CR
14 M 59 Larynx I\ CR CR
15 M 55 Hypopharynx [\ PR CR O (Afterrecurrence)
16 F 49 Larynx v SD CR
17 M 46 Oropharynx \'% PR CR
18 M 45 Oropharynx \'% PR CR
19 F 4] Oropharynx [\ SD SD

Salvage operation : Total pharyngolaryngectomy with jejunal free flap. CR : complete remission, PR : partial response, SD : stable

disease, CCRT : concurrent chemoradiotherapy
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0 10 20 30 40 0 10 20 30 40 | Kaplan-Meire method). A : Overall
@ Months Months survival curve, B : Organ preserva-
fion curve.
""""" Larynx ————= Hypopharynx Orpharynx
1.0 e +F - 1.0 Aiad
[
0.8 5087 | L
9 064 i ¢ 0.6
3 = O —
§ 0.4 §, 0.4
0.2 § 0.2 Fig. 4. Comparison of the survival
* and organ preservation curve ac-
00 ‘ ‘ ‘ 00 ‘ ‘ ‘ cording to primary site. A @ Survi-
0 10 20 30 40 0 10 20 30 40 | val curve according to primary site
(p=0.09). B : Organ preservation
@ Months Months curve accrding to primary site (p=
0.16).
""""" Stage IV ————= Stage Ill — Stagell
1.0 ‘ 3 =+ 1.0
0.8 I 5 087 I
_ -H+ ————— »-++w+ -+ g + +
9 064 @ 0.6 N ‘
z o ;
2 f:l [SP— +
§ 0.4 % 0.4
€
0.2 3 02
Fig. 5. Comparison of the survival
00 ‘ ‘ ‘ 00 ‘ ‘ ‘ and organ preservation curve ac-
' 0 10 20 30 40 ’ 0 10 20 30 40 cording to stage. A : Survival curve
according to stage (p=0.19). B :
Months Months

o

Organ preservation curve accor-
ding to stage (p=0.48).

331



iy

z%

I

|
T

Table 3. Acute toxicity of neoadjuvant chemotherapy (NCI Com-
mon Toxicity Criteria version 3.0)

Grade

0 1 2 8 4
Leukopenia 1 3 7 6 2
Thrombocytopenia 18 1 0 0 0
Nephrotoxicity 18 1 0 0 0
Nausea 2 13 2 2 0
Vomiting 2 12 3 3 0
Stomatitis/Mucositis 12 0 0 0
Diarrhea 17 0 0 0

Table 4. Acute toxicity of concurrent chemoradiotherapy (NCI
Common Toxicity Criteria version 3.0)

Grade

0 1 2 3 4
Leukopenia 8 2 1 6 1
Thrombocytopenia 17 1 1 0 0
Nephrotoxicity 19 0 0 0 0
Nausea 10 9 0 0 0
Vomiting 17 2 0 0 0
Stomatitis/Mucositis 0 1 6 6 6
Diarrhea 16 3 0 0 0
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