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FIGURE 1. Magretic resonance images
of a patient with of esthesioneurchlastoma
(A,B) before treatment and (C,D) after treat-
ment, The patient had cranial invasion and
received two cycles of combination chemg-
therapy, which consisted of ¢yclophospha-
mide, doxorubicin, and vincristine with con-
tinuous-infusion cisplatin and etoposide;
radiotherapy; and peripheral blood stem
cell trénsplantation.

In other reports, neoadjuvant chemotherapy was
used to treat adult esthesioneuroblastoma. Regimens
consisted of two or more cycles of a combination of
chemotherapies, such as CADO or the CVP regimen,
In these studies, the response rates were very low.?

We considered combining two regimens, admin-
istered concurrently, to improve the prognosis of adult
and adolescent patients with esthesioneuroblastoma.
Each dose was reduced to 80% of the European study
group regimen because of the high intensity of the
dose. Severe side effects did not occur in this first
patient. Moreover, irradiation followed by PBSCT led
to CR. In this patient, before PBSCT, MRI detected a
small lesion in the nasal cavity. When a transnasal
operation was performed, surgeons discovered that
the tumor had disappeared. We decided to use this
combination chemotherapy as the investigative regi-
men for advanced esthesioneuroblastoma in our de-
partment,

In the older patients, severe adverse effects were
observed. The total dose of CDDP was very high, and
almost all patients had imbalanced electrolytes in-

1

duced by the influence of CDDP on renal proximal
tubules. It was necessary to take care of the balance of
sodium, potassium, and calcium. In particular, hypo-
natremia often was observed. Elevated serum creati-
nine levels were not as remarkable as the adverse
effect; however, almost 20% of creatinine clearance
was decreased in patients who had severe renal dys-
function. Dose-modified chemotherapy combined
with a 50% dose of CDDP was administered safely to
the older patients. In the male patient age 66 years
who received dose-modified chemotherapy, hypona-
tremia appeared in the first cycle of chemotherapy. He
had water intoxication during the first cycle of treat-
ment; however, in the second cycle, adequate water
replacement protected him from severe adverse ef-
fects.

In this treatment regimen, one factor influencing
hyponatremia is SIADH. The male patient age 43 years
who had associated hyponatremia and subileus in-
duced by VCR had elevated serum levels of antidi-
uretic hormone (ADH). It was possible that SIADH was
induced by VCR, CDDP, and intracranial invasion of
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TABLE 3
Adverse Effects of Two Cycles of Cyclophosphamide, Doxorubicin, and Vincristine Administered in Combination with Continuous-Infusion
Cisplatin and Etoposide
Abnormal electrolyte levels
Na* K Ca?* it Diarrhea Hemotoxicity Pever
Patlent no. {mEq/L)* (mEg/L)® (mg/dL)* (mgimL)* Grade > 3 Grade 4 Grade > 3 Other
1
Course 1 - - - - - + + —
Course 2 - - - - - + + —
2
Course 1 126 - 6.4 200 + + Metabolic alkalosis
Course 2 - - - 139 + + - -
3
Course 1 112 - - 145 + - DOC, tetany
Course 2 - - - 100 + - -
4
Course 1 - - - - + + - -
Course 2 128 - - 113 + + - —
§
Course 1 127 - - - - + - -
6
Course 1 127 - - 1.05 + + Metabolic alkalosis
Course 2 - 23 69 - + + - -
7
Course 1 - - - - - + - -
Course 2 - - - - - + - -
8
Course 1 117 - - 13 - + SIADH, ileus
Course 2 121 - - - - + - —
9
Course 1 - 2.8 - - - + + —
10 :
Course 1 118 - - - - + - Water toxicity
Course 2 - - - - - + - —
11
Course 1 124 24 . - - + + -
Course 2 127 27 - - + - -
12
Course 1 - - - - - + - -
Course 2 - - - - - + - -

mEg: milliequivalents; DOC: disturbance of consciousness; SIADH: syndrame of inappropriate dilutional hyponatremia.

* Na* levels < 130.0 milliequivalents per liter are reported.
BK* Jevels < 3.0 milliequivalents per liter are Teported.
©Ca?* levels < 6.0 mp/dL are reported.

£Cr** Jevels > 1.0 mg/mL are reported,

the tumor. After treatment, serum levels of ADH were
improved. The possibility of SIADH in patients with
cranial invasion must be considered. Another cause of
electrolyte imbalances is diarrhea induced by mucosal
damage of VP-16. Grade 2-3 diarrhea was observed in
5 patients. With this regimen, the control of electrolyte
levels is critical in preventing adverse side effects.
From these studies, we determined the dose set-
tings for the regimen, as shown in Table 4. The first
section in Table 4 is adjusted for patients age < 35

years, and the second section in Table 4 is adjusted for
patients age > 35 years.

Four patients did not respond to chemotherapy.
In most of these patients, the interval from onset to
diagnosis had been > 6 months. It is possible that
slowly progressive esthesioneuroblastoma has less
chemosensitivity compared with rapidly progressing
tumors.

We found that the CADO-CVP regimen was be
very suitable for esthesioneuroblastoma, and dose in-
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TABLE 4

Dose adjustments for Cyclophosphamide, Doxorubicin, and
Vincristine Administered in Combination with Continuous-Infusion
Cisplatin and Etoposide for the Treatment of Esthesioneuroblastoma

Day
Regimen 1 2 3 1 s
Patients age < 30 yrs
Cyclophosphamide 240 mgfm? ! ! ) l Y
Doxorubicin 48 mgim? |
Vincristine 1.2 mg/m? 1 }
Cisplatin 32 mg/m? ! | ! ! 4
Etoposide 80 mg/m? i ! i ! i
Patients age > 35 yrs
Cyclaphosphamide 210 mg/m? 4 l i ) l
Doxorubicin 42 mg/m? 1
Vincristine 1.05 mg/m? | l
Cisplatin 20 mg/m?** } ! | } |
Etoposide 70 mg/m? ' { ! ! |

Arrows: administzation positive.
* Continuous infusion.

tensity was necessary to improve prognosis. Some less
toxic regimens have been reported. With those regi-
mens, six or more cycles are needed, and few patients
achieve a CR with only chemotherapy and radiother-
apy. Our combination chemotherapy with PBSCT pro-
duced a high rate of CR for patients without surgical
therapy. Furthermore, the duration of chemotherapy
could be shortened.

Autologous bone marrow transplantation has
been used for salvage therapy in patients with esthe-
sioneuroblastoma.'®?>28 It is possible to collect pe-
ripheral blood stem cells after chemotherapy with G-
CSF, and the risks for patients are less compared with
the risks associated with collecting from bone marrow.
Klaassen et al. reported that, in high-risk patients with
pediatric neuroblastoma, patients who underwent PB-
SCT fared significantly better compared both with a
bone marrow transplantation-alone group and with a
chemotherapy-alone groups.®” In our patients, pa-
tients who underwent PBSCT nearly. had achieved a
CR with chemotherapy and radiotherapy. Thus, it was
very difficult to conclude that PBSCT contributed to
the prolongation of disease-free survival,

If adequate doses are chosen and the electrolyte
balances are managed carefully, then this therapy may
be performed safely. The combination of chemother-
apy and radiotherapy prevents surgically caused cos-
metic damage and reduces the risk of recurrence.

Lengthier observation will be required before it
can be determined whether this treatment procedure
results in a longer prognosis compared with that re-
ported previously. The longest disease-free interval we

have observed to date is 3 years. Next, we will be
investigating at high-dose chemotherapy and PBSCT.
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Papillary thyroid carcinoma with retropharyngeal lymph node metastasis: Re-
port of 6 cases

Kouki MIURA, Iwao SUGITAN]I, Yoshihide FUIIMOT: 0, Kazuyoshi KAWABATA, Shin-etsu
KAMATA and Akio YANAGISAWA® from the Division of Head and Neck, and the Department of
Pathology®, Cancer Institute Hospital, Tokyo, Japan

Although papillary thyroid carcinoma (PTC) often shows widely spread cervical Iymph node
metastases, the retropharyngeal lymph node (RPN) is involved only rarely. We describe six patients
with PTC who underwent resection of RPN metastases at our institution. The resection was carried
out as part of the primary surgery in four patients, and as a second operation in the other two. On
admission, four of the patients had no symptoms such as RPN swelling, and the other two complained
of dysphagia. The RPN lesions were found by intraoral inspection and palpation in two of the patients.
Computed tomography revealed RPN metastasis in all patients. In all cases, the primary tumor was
located in the superior pole of the ipsilateral thyroid lobe, and metastatic lesions were found in the
superior jugular chain nodes. In four patients who belonged to the low-risk group, complete dissec-
tion of the RPN lesions was carried out by a cervical approach, and postoperative follow-up studies
revealed no recurrence,
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PROGNOSIS AND THERAPEUTIC STRATEGY FOR PATIENTS
WITH DISTANT METASTASIS OF PAPILLARY
THYROID CARCINOMA

Iwao SUGITANI, Kazuyoshi KAWABATA, Shin-etsu
KAMATA and Akio YANAGISAWA”®

Division of Head and Neck, Cancer Institute Hospital
*Department of Pathology, Cancer Institute

Although distant metastasis (M) represents the most important prognastic factor for
cancer-specific death of patients with papillary thyroid carcinoma (PTC), some patients display
extremely slow-growing M. Correctly predicting prognosis is extremely difficult in such cases.

Of 604 patients with PTC at our institution (1976-1998, excluding microcarcinoma), 32
patients (5.3%) displayed M at presentation and 26 patients (4.3%) developed M after primary
surgery. Of the 58 total patients with M, 28 (48.3%) died of the disease. Of these, 5 died from
local invasion of PTC or complications associated with treatment. Conversely, 7 patients with
M displayed complete response to radio-iodine therapy and/or resection of metastatic lesions.

Patients displaying rapid progression of M (n=24) were compared with patients (n=24) in
whom M demonstrated no change over 5-year observation. Age (<50 years old), smaller M
(<2-em diameter), lung metastasis without other M, and primary tumor predominantly
comprising well-differentiated components were associated with significantly improved survival.

In conclusion, local control of PTC is significant even in patients with M, particularly when
M appears to be slow-growing.
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Summary Elective Neck Dissection for tongue, laryngeal, and hypopharyngeal cancer:

Seiichi Yoshimoto, Hiroki Mitani, Hiroyuki Yonekawa, Shinetsu Kamata, Kazuyoshi Kawabata,
Tomohiko Nigauri, Kouki Miura, Takeshi Beppu, Hirofumi Fukushima, Tohru Sasaki, Yuichiro
Tada, and Yasuhiro Ebihara. Division of Head and Neck, Cancer Institute Hospital, Tokyo

We use CT, MRI, and ultrascund-guided fine needle aspiration cytology for the neck
examination of all cases with head and neck cancer. From 1997 to 2001, the occult metastasis
rate to the ipsilateral neck was 27% for T1/2 tongue cancer, 36% for T3/4 tongue cancer, 28%
for T3/4 laryngeal cancer, and 47% for T3/4 hypopharyngeal cancer. The occult metastasis rate
to the contralateral neck was 8% for stage I/ IV tongue cancer and 15% for T3/4
hypopharyngeal cancer. The overall metastasis rate to the area of ipsilateral level I, T, I,
IV, and V was 45%, 55%, 33%, 7%, and 4 % respectively for stage II/IV tongue cancer, and was
0%, 47%, 39%, 21%, and 6 % respectively for hypopharyngeal cancer. The disease-free rate was
91% for the cases with T1/2 tongue cancer who did not have elective neck dissection. Elective
neck dissection should be indicated on the basis of these data.

Key words : Elective Neck Dissection, Tongue Cancer, Laryngeal Cancer, Hypopharyngeal Cancer
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