online © ML Comm
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to Systemic Chemotherapy in Metastatic
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Joo Ho Lee, MD', Hong-Gyun Wu, MD, PhD"**, Dae Seog Heo, MD, PhD’

Department of Radiation Oncology' and Internal Medicne’ and Cancer Research Institue,’
Seoul National University College of Medicine, Seoul, Korea
Institute of Radiation Medicine,” Medical Research Center, Seoul National University, Seoul, Korea

97 Aol7t BarE M ATAN GG F
AR S 8O Bl B F2AR 4T : Fe
Agrfeh ojzbojst s FsiEAL Walskaal? ot Ta,” A Tist ofstT e Apofstel e
oln! - FF - B
-2RZE-
B2 00l MR BN FAH Az GUL 14 YDA Fabsfolger. 22l 4399 B
shala) e HQIESL 8 & BE Aol A AR WS wolu, A w 1) 24 o7t 24
o BA7} HICk 2 AR A4 o] H @A 198 8 Eek, B 2 2719 chd Aot 301t B
deretavio R el AHE EATh olF Fast FAstehiAl e Skl A 30709 3t g e ol
770l 8 v o4 T3 FUBFSPAA K] Gao] thoto] A 1S Fof Lofshur Tk,
FA BH0f 1 w]QIEe} - 92 o] - FPABFSPPAA M,
However, aggressive chemotherapy including cisplatin
Introduction achieves substantial major and complete response of 70%

Most patients with nasopharyngeal cancer(NPC) present
with non-metastatic stage.” The standard treatment as chemo-
radiotherapy(CRT) can achieve a high probability of disease
control rate up to 70% even in locally advanced NPC.” How-
ever, 6% of patients with NPC have distant metastasis at pre-
sentation.” The main treatment for patients with metastasis

is limited in palliative chemotherapy.”
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and 20% in metastatic NPC.** As response increase due to the
development of effective chemotherapy, locoregional con-
trol can be a valuable issue for patients showing major or com-

plete response after initial systemic treatment.™”

We report
on a case with metastatic NPC who underwent aggressive
systemic treatment followed by concurrent CRT with defini-
tive aim, and suggest a possibility of this approach for a cure

in the responsive subgroup of metastatic NPC.

Case Report

An 18-year-old male patient presented with palpable mass
in the left neck area. He was previously healthy without comor-
bidities. He first noticed the slowly growing mass two years
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prior to visiting the otolaryngologist. On physical examina-
tion, multiple enlarged lymph nodes were palpated. On the
laryngoscopic examination, an exophytic mass was observed
in the nasopharynx. A punch biopsy was performed, and
the mass was diagnosed as nasopharyngeal undifferentiated
carcinoma with positive Epstein-Barr virus. A neck comput-
ed tomography(CT) scan with contrast and fluorine-18 fluo-
rodeoxyglucose(F-18 FDG) positron emission tomography
(PET)/CT scan were performed to evaluate the extent of dis-
ease (Fig. 1). A slightly enhanced mucosal thickening without

invasion to adjacent structure was observed in the naso-

pharynx. The multiple enlarged lymph nodes were observed
in the bilateral neck area including supraclavicular fossa,
and the length of the largest lymph node was 6.2 cm. Increased
FDG uptakes were observed at the same lesion on the CT
scan. In addition, abnormal absorption of the F-18 FDG up-
takes existed in the liver, left upper lung, portocaval lymph
node, skeletal bones including skull base, spines, sacrum,
sternum, pelvic bones. An abdomen CT scan with contrast
also confirmed the metastatic lesions observed in PET/CT
scan. According to the American Joint Committee on Cancer

staging system 7" edition, this case was classified as stage

Fig. 1. Fluorine-18 fluorodeoxyglucose(F-18 FDG) at positron emission tomography(PET)/Computed tomography scan at diagnosis.
Abnormal F-18 FDG uptakes in the right nasopharynx(A), neck nodes(B) and distant organs(C) were observed.

Fig. 2. Fluorine-18 fluorodeoxyglucose(F-18 FDG) at positron emission tomography(PET)/Computed tomography scan after é cycles
of chemotherapy with docetaxel, cisplatin, and 5-flucrouracil(A). Faint F-18 FDG uptakes remained at the neck lymph nodes(B).
However, the other abnormal uptakes of distant metastatic lesions were disappeared after chemotherapy.



IVC, NPC. Chemotherapy was performed after initial diag-
nosis. The first chemotherapy regimen consisted of intrave-
nous docetaxel(75 mg/m®) and cisplatin(75 mg/m?). After
the first chemotherapy, the size of the largest neck lymph
node was decreased from 6.2 cm to 5.6 cm on the following
neck CT scan. To enhance treatment efficacy, 5- fluorouracil
was added to chemotherapy regimen. Additional 6 cycles of
chemotherapy were performed with docetaxel(70 mg/m?),
cisplatin(40 mg/m?), and 5-fluorouracil(1,200 mg/m®)(TPF)
in 3 daily doses for each cycle. A PET/CT scan was repeated
to evaluate the treatment response after one cycle of DP and
six cycles of TPF chemotherapy. The maximal length of the
residual lymph nodes was 2.4 cm. Abnormal F-18 FDG up-
takes were decreased at nasopharynx and bilateral neck
lymph node. The metastatic lesions were disappeared, and
any abnormal uptake was not found except primary and re-
gional lymph nodes(Fig. 2). Re-evaluation through a fine nee-
dle aspiration to residual neck nodes was performed, and the
pathologic result was negative. His case was discussed at the
head and neck oncology multidisciplinary meeting, where it
was decided consolidation concurrent CRT to the nasophar-
ynx and regional area. The patient was simulated in a supine
position with a thermoplastic head mask. The gross tumor
volume (GTV) encompassed the gross residual lesion at na-
sopharynx and neck lymph nodes. Clinical target volume-re-
duced field(CTV-RF) comprised GTV plus 15 mm isotropic
margin. Clinical target volume-large field(CTV-LF) encom-
passed the nasopharynx, para-nasopharynx, skull base, pter-
ygopalatine fossa, nasal cavity, posterior one-third of the sphe-
noid sinus, posterior maxillary sinus, and bilateral neck nodes
level I1, 111, TV, V. Additional margin 3 mm from CTV-LF was
adopted for planning target volume-large field(PTV-LF), and
additional margin from CTV-RF was not for planning target
volume-reduced field(PTV-RF). Simultaneous integrated
boost technique with intensity modulated radiotherapy was
applied to him. The dose fractionation was 2.25 Gy/fraction
for PTV-RF and 1.8 Gy/fraction for PTV-LF with 30 fraction-
ations. The concurrent chemotherapy was intravenous cispl-
atin 35 mg/m” every week. Grade 3 acute mucositis occurred
during concurrent CRT. However, he completed concurrent
CRT as scheduled. In the 30 months of follow-up since the
initiation of chemotherapy, there have been no signs of recur-
rence, and no abnormal lesion has been observed on image

studies.

Discussion

The present case with undifferentiated NPC had bulky tu-

mor size and multiple metastases at the presentation but
achieved complete response after combination chemothera-
py with TPF. NPC, especially undifferentiated type, is more
responsive to chemotherapy than other upper aerodigestive
tract cancer.”” In addition, neoadjuvant TPF chemotherapy
achieved a high level of major response with about 90% in
locally advanced NPC® and better survival ourcome than
the combination of cisplatin and fluouracil in squamous cell
carcinoma of the head and neck.” The substantial patients
who received aggressive chemotherapy for metastatic NPC
could have a period with clinically disease-free status.” Fan-
di and colleagues presented a small cohort of 20 patients with
metastatic NPC could have long-term disease free survival
(82 to 190 months) after complete response of chemothera-
py.” The data of Fandi et al. suggested a subgroup with com-
plete response could be cured despite initial advanced stage.
Those who have responsive nature to anti-cancer treatment
might need intensive approach to enhance a cure rate.

The present case underwent aggressive chemotherapy fol-
lowed by CRT to nasopharynx and regional area. After ma-
jor response after chemotherapy, we recommended local
CRT because initial bulky tumor size was reported as a prog-
nosticator predicting worse locoregional control.'” In addi-
tion, the patient with young age, good performance, and no
comorbidity was expected to have long survival time if na-
sopharyngeal cancer is controlled. When distant disease
control can be secured after chemotherapy in selected patients
with metastatic NPC, local control in those patients could be
a notable issue to maintain long-term disease control.

Two retrospective studies suggested the potential role of
local disease control for metastatic NPC.* The first retro-
spective study studied 105 patients with metastatic NPC.®
The all patients underwent radiotherapy following systemic
chemotherapy. However, the practice of radiotherapy was
heterogeneous, and additional local treatment to metastatic
foci was followed by the physicians’ discretion. The data re-
ported that radiation dose greater than 65 Gy to the primary
region was prognostic factor for overall survival(5-year over-
all survival, 50% versus 17%), but multivariate analysis was
not performed. The second retrospective study compared che-
motherapy alone with chemotherapy followed by radiother-
apy.” It concluded additional radiotherapy is independent
prognostic factor for overall survival(5-year overall survival
38% versus 0%). However the criteria of patient selection for
additional local treatment were not described in those two
studies. Statistical bias might affect the results due to the na-
ture of retrospective methods. Although those studies sug-
gested the potential role of local disease control for metastat-



ic nasopharyngeal cancer, aggressive local treatment for
curative aim could not be a reasonable option unless system-
ic disease is controlled with systemic chemotherapy.

Patient selection might be crucial to find patients who might
gain benefit from additional local CRT. In the other types of
chemosensitive and radiosensitive tumors, consolidation ra-
diotherapy with or without concurrent chemotherapy has
been applied to patients showing good response to initial che-
motherapy. This response-based consolidation radiotherapy
presented significant benefit of disease control or survival in
small cell lung cancer, lymphoma, and germ cell tumor."™
In Hodgkin’s lymphoma, the benefit of consolidation radio-
therapy was particularly profound in patients with high risk
of local recurrence such as bulky tumor size'” as the present
case. The residual risk of local recurrence, as well as treat-
ment response, general health status of patients, and the oth-
er risk factors™'" might also need to be considered for the
patient selection. However, evidence is insufficient for con-
solidation treatment based on response in metastatic NPC,
and retrospective studies described above had no clue for the
patient selection.

Based on this case, we suggest a possibility that local CRT
following chemotherapy for metastatic NPC might be bene-
ficial to patients showing good response after initial chemo-
therapy. Prospective studies are necessary to evaluate this ap-
proach as a standard treatment strategy and to search the
appropriate criteria of patient selection for aggressive local
treatment.
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