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Abstract

A 56-year-old woman had noticed the erosion of oral mucosa and tongue 8
years ago. The mucosal lesions had been initially diagnosed as oral lichen
planus and resistant to various treatments with prednisolone, etretinate and
mizoribine and so on. One year ago, rapidly growing verrucous lesion oc-
curred on her upper lip. Although we administered intralesional radiation
therapy, the tumor recurred and new whitish lesions on the buccal mucosa
and hard palate occurred 9 months after treatment. We confirmed an ana-
tomical blood supply to the tumors by a fluorescent real-time imaging system
and subsequently administered the intra-arterial infusion of peplomycin
through retrograde catheters from bilateral superficial temporal arteries un-
der the final diagnosis as oral florid papillomatosis (OFP). The tumors were
dramatically shrunk and did not recur 16 months after treatment. OFP is
known as clinically multiple whitish and verrucous lesions over the oral cavi-
ty and lip and a subtype of SCC with high differentiation. We suppose that an
intra-arterial infusion therapy of peplomycin should be considered as the
curative treatment for OFP.

Keywords

Oral Florid Papillomatosis, Selective Intra-Arterial Infusion, Peplomycin
Sulfate

1. Introduction

Oral florid papillomatosis (OFP) is a clinicopathologic variant of a well-differentiated

squamous cell carcinoma, verrucous carcinoma, and refers to a neoplastic lesion
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of the oral mucosa [1] [2]. The clinical course of OFP is commonly slow and lo-
calized without distant metastases, but relentless [2]. Although several treatment
options are considered to manage OFP, most of them are often insufficient to
cure. We present here an intractable case of OFP successfully treated with selec-

tive intra-arterial infusion of peplomycin.

2. Case Presentation

A 56-year-old woman noticed ulcerations on the buccal mucosa and tongue
from around 2011. Although her tongue, upper and lower lip, and mucous
membrane lesions were biopsied four times, no specific findings were found, so
she was referred to our department in 2015. Upon an initial diagnosis as lichen
planus, she had been administered with conservative oral drugs such as predni-
solone, etretinate, mizoribine all of which were insufficient to cure. Even after
we applied 60 Gy/10 fr of interstitial radiotherapy to the upper lip under the di-
agnosis as squamous cell carcinoma, the whitish plaque and concave expanded
from the inside of the oral cavity to hard palate (Figure 1(a) and Figure 1(b)).
Laboratory finding showed a slight increase in inflammatory response at CRP
0.33 mg/dl (normal; less than 0.2), or HbAlc 6.3% (normal ranged from 4.6 to
6.2), including no increase in tumor markers at SCC 1.7 ng/ml (normal; less
than 2), and no other significant items were noted. No findings of lymph node
metastasis or distant metastasis were observed upon contrast-enhanced CT.
Histopathological findings on the upper lip at the time of recurrence revealed
dense inflammatory cell infiltration in the upper dermis along with individual
cell necrosis and mild cell atypia in the papillomatous elongated epidermis

(Figure 1(c) and Figure 1(d)). The patient was finally diagnosed with oral florid

Figure 1. Clinical feature of multiple white-verrucous lesions overlying upper lid to hard
palate (a) and left buccal mucosa (b); (c) Low power magnification view of H and E
staining showed papillomatous hyperplasia of epidermis; (d) High power magnification
view of the frame in (c) showed papillomatous highly differentiated squamous lesions
proliferated into the dermis. The substantial cell atypia was mild. Each scale bar in (c) and
(d) indicates 100 pum; (e) The live imaging system clearly visualized a blood supply from
branches of the left external carotid artery. Three visions were simultaneously displayed
and the upper left and right panel denote monochrome and green fluorescent view, re-
spectively. Complete tumor remission on the upper lid (f); hard palate (g); and left buccal
mucosa (h) was obtained 3 months after treatment.
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papillomatosis (OFP) based on the histopathological and clinical findings. We
decided to apply a selective chemotherapy to cure multiple oral lesions all
together. First, head angiography CT confirmed that the tumor was kept under
control by the facial artery and mandibular artery which were branches of
external carotid artery, thereafter, a catheter was retrogradely placed from the
superficial temporal artery on both sides to the main carotid artery. A puncture
was made from the superficial temporal artery, under general anesthesia, and
once a catheter was placed in the external carotid artery, the catheter was fixed
to the lateral temporal region at the position where the facial artery and the
mandibular artery were imaged. Two weeks after placing the catheter, imaging
with the near infrared light camera system was performed to confirm the imag-
ing range of the catheter. Just 10 seconds after slowly injecting 1 ml (5 mg) of
indocyanine green fluorescent dye, it was confirmed by the live-captured camera
that the region, which turned green on one side of the upper and lower lip buc-
cal mucosa to the hard palate, covered the whole area of tumor lesions (Figure
1(e)). Subsequently, peplomycin sulfate was administered daily on both sides, 5
mg each day for a total of 14 days (10 mg/day, for a total dose of 140 mg). Tu-
mor necrosis began 4 days after initiation and all nodules in the lip and mouth
disappeared 2 months after the completion of administration (Figures 1(f)-(h)).
No signs of recurrence and metastasis are observed 16 months after treatment.

3. Discussion

Oral florid papillomatosis (OFP) is a clinicopathologic variant of a well-differentiated
squamous cell carcinoma, verrucous carcinoma, and refers to a neoplastic lesion
of the oral mucosa [1] [2]. The clinical image indicates a characteristic caulif-
lower-like appearance, with a rough and white surface, and having a papillary
shape. Smoking, poor oral hygiene, nonconforming dentures, and dental caries
were considered as the cause of occurrence. In contrast, the evidence of HPV in-
fection in OFP is still obscure [3]. There was no history of smoking and HPV
staining was also negative in the present case. Because stomatitis occurred fre-
quently after wearing dentures, a dental material and metal patch test was con-
ducted and found positive for composite resin.

Although the first choice of treatment for OFP is surgical treatment, laser ab-
lation treatment, cryosurgery treatment, treatment with retinoids, etc. are also
considered [2]. Curative surgical treatment was extremely difficult in this case
because the tumor was wholly located in the oral cavity from the lip and mouth
where severe dysfunction after excision and complicated reconstruction were
expected. While high dose radiation therapy presents another viable option, the
risk of anaplastic transformation should be warranted after irradiation [4]. Since
this case had already been treated with highly-concentrated intratumoral irradi-
ation, we chose selective intra-arterial chemotherapy, which is a conservative
treatment option. In the report of Fujimura et al., the intraoral injection of 20 to
110 mg of peplomycin sulfate at a bolus dose of 5 to 10 mg/day, for 24 squamous

cell carcinomas of the lip, resulted in 3 cases of local recurrence and 3 cases of
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lymph node metastasis; however, it was reported that a complete response or
partial response was maintained for 5 years in 19 cases [5]. Because peplomycin
sulfate is a derivative of bleomycin, its antitumor effects are stronger than those
of bleomycin and the blood concentration can be maintained for a long time, al-
lowing the tissue concentration to be maintained high. Furthermore, the inci-
dence of pulmonary fibrosis, which is mentioned as a serious side effect of
bleomycin, is reported to be low in vivo [6]. Because the antitumor effect is
known to be time-dependent, it is most effective to maintain the concentration
above a certain level for a long time, with continuous administration most suita-
ble as the administration method. It is acceptable that higher concentration of
the drug can be obtained compared to intravenous injection therapy, as long as
intra-arterial injection is administered via the external carotid artery [7].

Based on these findings, we conducted selective intra-arterial infusion therapy
with peplomycin sulfate. Methods for intra-arterial injection of anticancer agents
include 2 types; conventional method is to place a catheter in the external caro-
tid artery and another is an intra-arterial injection from the femoral artery using
the Seldinger method. While the Seldinger method can be used for reliable injec-
tion into the feeding artery of the tumor, the problem is that catheterization
through the common carotid artery is required, potentially causing serious ad-
verse events such as cerebrovascular disease and arterial rupture. Therefore, the
conventional method was selected in this case, resulting in that insertion into a

catheter was easy and continuous administration was possible.

4. Conclusion

It was possible to visualize arterially-controlled mucous membrane regions, as
extremely clear and accurate real-time imaging. Furthermore, we were able to
treat multiple squamous lesions, for which curative operation was not adequate,
by intra-arterial infusion of peplomycin sulfate and archived almost no func-
tional impairment after treatment. Referring to the present case, we emphasize
that this selective chemotherapy could be a curable and preserved treatment op-
tion for OFP without surgical adaptation and that the real-time imaging system
is practically useful to achieve an accurate delivery of peplomycin to the multiple
OFP lesions.
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Abbreviation

OFP: Oral Florid Papillomatosis
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