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s u m m a r y

Objectives: Previous large studies have shown that solid organ transplant (SOT) patients have an
increased risk of developing malignancies. Few studies have compared the prognosis for SOT patients
who develop cancer with that of non-transplanted cancer patients. In this study we have investigated
the increased risk of oral and lip cancer in SOT patients and also compared the relative survival between
SOT patients and non-SOT patients with oral and lip cancer.
Patients and methods: From the patient registers at the Transplant Institute at Sahlgrenska University
Hospital, records of 4604 SOT patients from 1965 to 2010 were collected. These patient records were
linked to the nationwide Swedish Cancer Register and compared to those of the normal population
regarding the risk of developing oral and lip cancer, and also to non-SOT patients with lip and oral cancer.
A Poisson regression model was used to compare the relative survival between SOT and non-SOT patients
with oral and lip cancer.
Results: We observed 17 oral cancers (expected 2.69) and 34 lip cancers (expected 0.78) in the cohort.
The standardized incidence ratio (SIR) for oral cancer was 6.32 (95% CI, 3.7–10.1) and 43.7 (95% CI,
30.3–61.1) for lip cancer. Relative five-year survival for lip cancer was lower for SOT patients compared
to non-SOT patients (p < 0.001).
Conclusion: This study shows that SOT patients have a higher risk of developing both oral and lip cancer,
and in addition, that SOT patients with lip cancer have a worse prognosis.
� 2014 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY-NC-SA license

(http://creativecommons.org/licenses/by-nc-sa/3.0/).

Introduction

Previous large epidemiological studies have shown an increased
risk of developing a wide range of malignant tumours following
solid organ transplantation (SOT) [1–5]. Improvement in the clini-
cal management of SOT patients leads to an increase in long-term
survival, and that results in an increased risk of developing cancer
over time [5].

The overall risk for malignant diseases is increased by at least
twice after transplantation, but the risk varies with type of organ
and type of malignancy [2,5,6]. Most of the known infection-related

cancers – but also some non-infection related cancers – increase in
prevalence after transplantation [7]. Tumour diseases that show the
highest increase in prevalence in SOT patients are non-melanoma
skin cancers and post-transplant lymphoproliferative diseases
(PTLD) [2,8]. The increased risk of malignant diseases in SOT
patients is assumed to be a consequence of long-standing immuno-
suppression that leads to impaired immunosurveillance against
tumours. In addition, sun exposure is an important risk factor for
non-melanoma skin cancers. The overall cancer risk in SOT patients
has been shown to be higher amongst patients who received
thoracic organs compared to patients receiving abdominal organ
[4,6]. Also in the head-neck region there is an increase in cancer
incidence [9]. Head and neck cancers have been reported to consti-
tute 4–15% of all malignant tumours after transplantation [10–13].
An increased incidence of lip cancer has also been reported [14,15].
Treatment outcome of head and neck cancers in SOT patients seems
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to be worse than in non-SOT patients and has been ascribed to the
state of immunosuppression [9,12].

Long-term survival increases for SOT patients, which is mostly
attributed to improvements in the early post-transplant phase;
however, malignancies in the late post-transplantation phase are
an increasing problem and pose a threat to survival for SOT
patients [5,16]. This warrants a close follow-up of cancer epidemi-
ology in SOT patients. Thus, the primary aim of this study was to
investigate the risk of oral and lip cancer in a Swedish patient
cohort treated with SOT between 1965 and 2012. The secondary
aim was to compare the prognosis for SOT patients with oral and
lip cancer in this cohort with a non-SOT cohort of patients with
oral and lip cancer.

Patients and methods

Study population

The study cohort was selected after a retrospective search in the
register at the Transplant Institute at Sahlgrenska University Hos-
pital. We identified 5755 patients from the register, which contain
all SOT patients who were treated with transplantation between
January 1965 and December 2010. After exclusion of patients with
more than one transplantation (n = 1151), 4604 patients remained
and were the foundation for the analyses. By linking data for the
SOT cohort to the Swedish Cancer Registry, all patients in the
cohort diagnosed with cancer both before and after SOT were
identified. Patient data from the study cohort were then linked to
the cause of death register and the population register to explore
(1) cause of death if applicable, and (2) numbers of patients with
Swedish residency and those without.

Also, patients with a history of oral and lip cancer before SOT
and patients diagnosed within 30 days after SOT (n = 2) were
excluded. Twelve patients with missing data were excluded from
analysis. A cohort of 4590 SOT patients was then identified and
subsequently analysed.

The International Classification of Diseases was used to identify
anatomical sites of tumours. Diagnoses were identified by ICD-7:
oral cancer 141–144 (major salivary gland 142), and lip cancer 140.

A control group, matched for sex and age, was selected from the
Cancer Registry, Region Västra Götaland, Sweden, and was used to
compare the relative survival for SOT patients with that of non-SOT
patients with oral and lip cancer. Oral cancer was diagnosed in
1849 non-SOT patients between 1975 and 2010, while 881 non-
SOT patients were diagnosed with lip cancer during the same time
frame.

In the survival analysis, one patient was excluded from the lip
SOT patient group because the patient had had an oral cancer
before the lip cancer, and two patients were excluded from the oral
cancer SOT patient group because of a preceding lip cancer.

The Ethical Review Board at the Sahlgrenska Academy,
University of Gothenburg, Sweden, approved this study.

Statistical analyses

Relative risk of cancer in SOT patients compared to the general
population was expressed as standardized incidence ratio (SIR). A
95% confidence interval (CI) and a p-value < 0.05 was considered
statistically significant. Incidence rates in the Swedish population,
by gender, 5-year age group, and calendar year, were used to
calculate the expected number of cancer cases among the SOT
patients. A Poisson regression model was used to compare the
relative survival between SOT patients and non-SOT patients with
oral and lip cancer.

Results

Analyses of study population

A total of 4590 SOT patients proceeded to analyses. The mean
and median ages at SOT were 47 years and 49 years, respectively
(range: 0–77 years). Follow-up was extended to date of death or
until 31 December 2010, resulting in a total of 37,270 person-years
of follow-up time.

In the cohort, 2839 were men (62%) and 1751 women (38%).
The study population comprised 437 heart, 359 lung, 710 liver,
and 3084 kidney recipients. Patient characteristics are given in
Table 1.

Oral and lip cancer in our SOT cohort
In the study cohort of 4590 single-transplanted patients we

observed 17 oral cancers (0.4%) and 34 lip cancers (0.7%).
In the patient group with oral cancer the mean and median ages

at diagnosis were the same, 63 years (range: 49–72 years; Table 1).
In the patient group with lip cancer the mean and median ages at
diagnosis were 61 and 62 years, respectively (range: 34–80 years).

The majority of the patients in the lip cancer group (56%) were
diagnosed between 60 and 119 months after SOT, with a mean/
median time from SOT to diagnosis of 88/79 months (range:
27–212). During the corresponding time, 47% of the SOT patients
with oral cancer were diagnosed, and the mean/median time from
SOT to diagnosis was 128/113 months (range: 27–289).

Standardized incidence ratio of oral and lip cancer

Among SOT patients, most oral and lip cancers were found in
kidney patients (oral n = 14, lip n = 24), followed by heart (oral
n = 2, lip n = 6), liver (oral n = 1, lip n = 3) and lung patients (oral
n = 0, lip n = 1) (Table 2).

The expected number of oral cancers in the cohort was 0.7, but
17 patients with oral cancer were found (SIR: 6.3, CI 3.7–10.1;
Table 2). The corresponding number for lip cancer was 0.8 but
we observed 34 patients with that diagnosis (SIR: 43.7, CI 30.3–
61.1; Table 2). Statistical comparisons show significantly increased
risks for oral (p < 0.02) and lip cancer (p < 0.001) in SOT patients
compared with what was expected to occur in the Swedish popu-
lation. Subsite distribution of oral and lip cancers is presented in
Table 3.

The highest incidence of oral cancer was found in heart trans-
plant patients, with SIR of 8.7 (CI 1.05–31.4), followed by kidney,
SIR 6.9 (CI 3.8–11.6); liver, SIR 3.1 (CI 0.08–17.4); and lung trans-
plant patients, SIR 0 (Table 2). Lip cancer incidence was also high-
est among heart transplant patients, with a SIR value of 99.0 (CI
36.2–99.99) (Table 2). Lung, liver, and kidney transplant patients
showed SIR values at approximately the same level: lung trans-
plant recipients had a SIR value of 46.0 (CI 0.6–99.99); liver
patients, 41.6 (CI 8.35–9.99); and kidney patients, SIR 38.5 (CI
24.7–57.3) (Table 2).

Survival analysis

Five-year relative survival for oral cancer patients with SOT
was 30.8% (CI 7.7–60.2%; Fig. 1A), and for patients with oral can-
cer without SOT it was 60.1% (CI 57.6–62.6%; Fig. 1A). Outcome
comparison between the groups did not show a significant dif-
ference in relative survival (Fig. 1A; p = 0.14). Five-year relative
survival for single SOT patients with lip cancer was 66.0%
(CI 44.7–82.2%; Fig. 1B) and for lip cancer without SOT 94.2%
(CI 91.1–96.9%; Fig. 1B), which results in a significantly reduced
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