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Neurofibromatosis type 1 (NF-1) is known to be associated with increased risk of malignancy by at least fourfold. Malignant
lymphomas are rare in adults with NF-1. Hereby, we present a 75-year-old male with NF-1 complaining of weakness, nausea,
and vomiting associated with abdominal pain. Three months prior to presentation, he had suffered a motor vehicle accident
(MVA) resulting in multiple rib fractures that was seen in chest X-ray. For the following three months, he had intermittent
chest pain, but it was attributed to the recent rib fracture. During this admission, the severity of chest pain worsened and the
associated vomiting inclined further investigation; including CT imaging and bone biopsy, it was revealed to be a rare case of
diffuse B cell lymphoma in a patient with NF-1. However, we believe the recent MVA caused an anchoring bias in making a
prompt diagnosis. In addition, the appearance of the neurofibroma, resulted in suboptimal physical examination, and hence,
there was a delay in reaching the diagnosis. We will discuss here the presentation of this case, to highlight the rare association
and to increase awareness of when encountering a challenging diagnosis.

1. Introduction

Neurofibromatosis type 1 (NF-1) or von Recklinghausen dis-
ease is known to be associated with increased risk of malig-
nancy by at least fourfold [1]. Most commonly seen are
nervous system tumors like optic gliomas, neurofibromyo-
sarcomas, and leukemia [2]. Malignant lymphomas are rare
in adults with NF-1 [3–5]. Hereby, we present a rare case of
diffuse B cell lymphoma in a patient with NF-1 since
childhood.

2. Case Presentation

A 75-year-old male with NF-1 presented generalized weak-
ness, nausea, and vomiting for three months associated with
intermittent epigastric abdominal pain, unspecified weight
loss, anorexia, and progressive increase in the number of
neurofibromas on the anterior and posterior trunks. His
medical history was significant for atrial fibrillation on warfa-

rin and a motor vehicle accident (MVA) that resulted in mul-
tiple rib fractures and a grade 1 liver laceration two months
prior to presentation. Since the MVA, he has suffered from
intermittent abdominal pain that required multiple urgent
clinic visits; however, his complaints were attributed to the
MVA and dismissed. Physical examination findings included
a soft mass in the umbilical area that measured about 8 × 4
cm, was tender to palpation, and had well-defined margins.
In addition, he had multiple, small-sized, flesh-colored,
dome-shaped fibromas clustered on the trunk, abdomen,
and upper extremities (Figure 1). Laboratory investigations
demonstrated WBC count 20.0K/μl with predominant neu-
trophils, calcium 16.2mg/dl, parathyroid hormone (PTH)
9.5 pg/ml, PTH-related protein 2.6 pmol/ml, and vitamin D
level 15.9 ng/ml. A computed tomography (CT) scan of the
abdomen showed a dominant, oval-shaped, soft tissue den-
sity in the middle of the upper abdomen, superficial to the
abdominal aorta and multiple paraesophageal lymphadenop-
athy, the largest measuring 8 × 4 × 6 cm (Figure 2). Pathology
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from a CT-guided biopsy of a retroperitoneal lymph node
was consistent with diffuse large B cell lymphoma (DLBCL)
(Figures 3 and 4). Bone marrow aspirates did not show atyp-
ical cells. Hypercalcemia was managed medically. Subse-
quently, he was started on treatment with chemotherapy
(CHOP). He tolerated the first cycle well with no major side
effects and was discharged to a rehabilitation program.

3. Discussion

NF-1 is known to be a significant risk factor for malignancy,
mainly the peripheral nerve sheath tumors, gliomas, and leu-
kemia. Various studies have estimated the frequency of
malignancy in NF-1 patients to be between 5% and 29%
[6]. Overall, diffuse B cell lymphoma were reported to be

(a) (b)

Figure 1: (a, b) The classic neurofibromas of neurofibromatosis type 1 covering the entire surface of the upper extremities and trunk.

Figure 2: CT of the abdomen, axial view, showing a soft tissue mass anterior to the abdominal aorta and posterior to the body of the pancreas
measuring 8 × 6 × 4 cm (red arrow) representing lymphadenopathy from the diffuse B cell lymphoma.
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uncommon in association with NF-1. This further contributes
to the complexity of clinical heterogeneity associated with NF-
1 and the need of a greater understanding of the association
between NF-1 and associated malignancies. We performed a
literature review through the National library of Medicine
(PubMed) searching for case reports of NF-1 associated with
lymphoma. Only 29 cases of malignant lymphoma were
reported in NF-1 patients [7–9], and only three of them were
DLBCL [10–12]. It is worth mentioning that unlike our case,
most of the cases reported in previous studies had a history
of multiple health conditions that might be confounding var-
iables. Moreover, the American College of Medical Genetics

and Genomics (ACMG) has laid a surveillance guideline for
adults with NF-1 [13], yet there is no recommendation for
imaging nor biomarker surveillance at this point for DLBCL
due to it rarity, and thus reporting such cases is a key for phy-
sician awareness and to establish surveillance guideline for
NF-1 adults’ population. Furthermore, the physical presence
of the neurofibromas can interfere with the clinician’s ability
to perform an adequate examination, either due to their ana-
tomical interference during palpation or the unease lesions
of this sort might trigger. Another aspect to be highlighted is
how the MVA had caused an anchoring bias in the differential
diagnosis of abdominal pain which led to a delay in the diag-
nosis of the lymphoma. Thus, the case presented here should
increase clinician’s awareness to reach a correct diagnosis
when presented with similar case to prevent the patient being
denied timely and effective treatment.

4. Conclusion

This case emphasizes and enforce the importance of having a
high index of suspicion for malignancies during follow-up of
patients with a history of NF-1. Finally, physicians should be
extremely cautious when examining patients that may
impose a challenge on physical examination, in order to
avoid biases and delay in diagnosis.
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