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Abstract

We present a case of successful programmed death ligand 1 inhibi-
tor therapy of a recurrent exophytic bulky lip carcinoma. The frail, old-
old patient had been ineligible for radical tumor resection or curative
intended, high-dose chemoradiation. A palliative radiation therapy
led to a near complete remission, although the tumor recurred nine
months later. A checkpoint inhibition therapy has been initiated, which
led in six months to a complete remission. The malignancy did not re-
cur anymore. No immune mediated toxicity occurred. The patient died
in eleven months after start of the immunotherapy in a severe infec-
tious disease, uncorrelated to the malignancy. Although old and frail
patients were underrepresented in the landmark trials for checkpoint
inhibition, our case underlines that these patients could benefit from
this therapy, with a preferable quality of life.
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Introduction

Programmed death receptor-1 (PD-1) inhibition is an emerg-
ing therapeutic option for patients with recurrent and/or meta-
static squamous cell carcinoma of the head and neck (rmHNSCC)
and also for patients with advanced cutaneous squamous cell
carcinoma (aCSCC), who are not candidates for curative intend-
ed surgery or radiation therapy. Fragile elderly patients present
usually with high ECOG performance score (PS), while PS <1
had been an exclusion criterion in the pivotal trials. Therefore,
the available knowledge of efficacy and safety for these patient
cohort is insufficient. Hereby we report the therapy and favour-
able outcome of an old-old patient with a bulky lip tumor and
impaired therapy adherence.

Case presentation

A 91 years old caucasian male was referred to our tertiary
head and neck cancer center with a 8 x 4 x 4 cm bulky tumor
mass of the lower lip in the first year of the COVID-19 pandemic
[1], shown in Figure 1A. The tumor had been growing for about
two years. The patient turned to the general practitioner when
he developed severe eating difficulties.

Medical history consisted of diabetes mellitus type I, con-
trolled hypertension, abdominal aortic aneurysm (with a maxi-
mal diameter of 45 mm), a cerebral ischemic event about 30
years before and age-related weakness. Charlson comorbid-
ity index was 7, estimating a 10-years survival rate of 0%. Cur-
rent medication at the time of the first appointment was met-
amizole, taken irregularly for pain control. The patient ceased
all other medication on his own responsibility decades ago.

The patient presented in reduced general conditions and
normal nutrition status (76 kg, 176 cm, body mass index: 24.5,
PS: 2). Body temperature, heart rate, oxygen saturation, respi-
ratory rate and blood pressure were within normal limits. In-
traoral examination was hindered by maximal mouth opening
of 10 mm and revealed a poor dental status with strong fetor
oris. The exophytic tumor mass was not intended to be painful,
although impaired lip movement. Paroxysmal surface bleeding
was reported by the patient. No other suspect cervical mass
could be palpated.

Flexible laryngoscopy and biopsy were performed in our
Department of Oral-, Maxillofacial and Facial Plastic Surgery.
Histological examination showed an extensively necrotic, non-
keratinizing, moderately differentiated (G2) squamous cell car-
cinoma. Because of the actual tumor mass and lack of recall,
the initial tumor localization and the exact origin could not been
determined. Oral mucosa and skin of the lower lip came up with
comparable probability. CT scans of the head, thorax, and abdo-
men revealed no evidence of locoregional lymphatic or distance
metastases (Figure 1B). No cortical bone erosion of the jaw was
present.

Due to the reduced general condition, frailty, advanced age
and possible serious consequences of a radical resection, the
Interdisciplinary Tumor Board (IDT) recommended an upfront
palliative therapy [2]. The patient underwent a radiation thera-
py of the tumor manifestation incl. 5 mm anatomically adapted
clinical margin in an Intensity Modulated Arc Therapy (IMAT)
technique. Although 12 fractions of 3 Gy have been prescribed,

the patient ceased radiation therapy against medical advice af-
ter the 11th fraction, reaching a cumulative dose of 33 Gy. On
the last day of the radiation therapy the patient presented with
low-grade toxicity: radiodermatitis CTCAE grade 1, fatigue CT-
CAE grade 1 and pain CTCAE grade 1. The bulky tumor mass was
regredient with minimal residual finding (Figure 1C).

Nine months later the patient presented again, with a 4 x 3
x 3 cm large exophytic tumor mass on the left side of the lower
lip (Figure 2A,B), centered exactly at the localization of the resi-
due at the end of the former radiation therapy. A re-staging was
performed, no metastasis has been revealed. Expression of pro-
grammed death receptor ligand-1 (PD-L1) has been examined;
combined positivity score (CPS) was 90%. According to pallia-
tive situation and IDT advice, a checkpoint inhibitor therapy has
been initiated.

After nine cycles of pembrolizumab 200 mg g3w, a complete
remission (CR) was achieved (Figure 2C). No immune mediated
toxicity has been evolved; the patient reported no quality-of-
life alteration due to therapy. Although we intended to continue
the checkpoint inhibition therapy for a year, eleven months af-
ter start of the therapy the patient died due to a serious urosep-
sis, without any evidence of a recurrent or metastatic disease.
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Figure 1: Clinical presentation (A) and representative CT image (B)
of the bulky tumor mass of the lower lip before and after (C) the
\\palliative radiation therapy. j
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Figure 2: Recurrent lip tumor (A) and representative CT image (B)
at the initiation of the checkpoint inhibitor therapy and after nine
cycles of pembrolizumab (C)
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Discussion

Although the frail patient population was underrepresented
in the landmark trials, real world data showing same therapeu-
tic effect emerges [3,4]. Present case with a complete response
underlies latter findings. An oncologic tumor resection might
lead to relevant function loss and could require a comprehen-
sive reconstruction. In the frail population, in the COVID-19-
pandemic age an organ preserving approach could be feasible
and efficient.

The squamous cell carcinoma could not have been further
classified, both mucosal and cutaneous side of the lip could be
a possible origin. PD-1-inhibitors were available in both cases:
pembrolizumab (first line palliative therapy for rmHNSCC,
CPS>1) [5,6] or cemiplimab (first line palliative therapy for
aCSCC) [7]. We tended to recognize the tumor as of a mucosal
origin, IDT accordingly recommended pembrolizumab. The very
high PD-L1-expression level prognosed a favorable outcome.

As urogenital infection and urosepsis are not recognized as
immune mediated toxicities, we assumed no causality to the
cancer therapy. Although, the survival on immune checkpoint
inhibition has been eleven months, about the reported median
survival of the landmark trial.

Conclusions

PD-1-inhibition is a robust therapy modality, also eligible
for elderly and frail patients. Enabling an organ- and functional
preservation in the presented case with local recurrent lip car-
cinoma, the checkpoint inhibitor therapy was highly effective
while preserving the good quality of life.
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