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Introduction: Pathology must aim at a correct diagnosis, which is complete and useful for

clinicians. However, in routine practice, there are multiple sources of errors in the pathology

results, which have several impacts on the patient’s treatment and outcome.

Case presentation: Our patient is a 66 years old man, case of rheumatoid arthritis with

lymphadenopathy due to vasculitis, which was underdiagnosed due to lack of complete

clinical data during pathologic examination. Since the patient was extremely ill, and the

workup was inconclusive, the pathology slides were sent to our center for consultation and

molecular study to rule out lymphoma. The slide review was done with complete access to

the patient’s history and status. In addition to reactive follicular hyperplasia, there was inter-

follicular/paracortical plasma cell infiltration and remarkable leukocytoclastic vasculitis of

small vessels.

Discussion: Most frequent errors in the laboratories are preanalytical, due to clinical failures

(wrong clinical procedure, inappropriate ordering, erroneous, incomplete or misleading

clinical information), and specimen transportation and delivery. Surgical pathology by its

nature depends heavily on the input of clinicians and surgeons who are fully aware of patient

condition.

Conclusion: This case clearly shows the importance of communication between the pathol-

ogist and clinicians and the impact on patient care. Clinicians should also provide complete

clinical data for the pathologist. Full access to clinical information improves the pathologist’s

ability to make an accurate diagnosis.
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Introduction
Pathology must aim at a correct diagnosis, which is complete and useful for

clinicians. However, in routine practice, there are multiple sources of errors in the

pathology results, which have several impacts on the patient’s treatment and out-

come. Diagnostic errors or incomplete diagnoses may cause harm to the patient by

delaying appropriate treatment. The pathologist should be aware of patient’s clinic.

These data, along with specific microscopic features and ancillary studies, help the

pathologist to form an accurate and complete diagnosis.1

Rheumatoid arthritis (RA) is a chronic autoimmune disease that causes pain,

swelling, and stiffness of joints. The characteristic feature is symmetrical and
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erosive arthritis of small peripheral joints. Extra-articular

manifestations develop in 40% of patients and contribute

to significant disease-related morbidity and mortality.

Among these, systemic rheumatoid vasculitis, character-

ized by inflammation of mid-size arteries and capillaries,

is associated with a particularly dire outcome.2,3 We want

to report a case of rheumatoid arthritis with lymphadeno-

pathy due to vasculitis, which was underdiagnosed due to

lack of complete clinical data during pathologic

examination.

Case Report
A 66 years old man referred to our center at Shiraz

University of Medical Sciences, Iran, complaining of

fever, severe weight loss, and malaise for several months.

He had a long-term history of uncomplicated RAwith total

hip joint replacement following a car accident 2 years ago.

His physical examination was significant for tempera-

ture: 38°C (orally) and axillary lymphadenopathy.

Laboratory investigation showed mild normochromic

normocytic anemia with lymphocyte dominancy in differen-

tial WBC count. Serum protein electrophoresis was in favor

of polyclonal gammopathy, and bone marrow study with

immune-phenotyping revealed normocellular marrow with

increased polyclonal plasma cells. Other significant labora-

tory test results in admission time are listed in Table 1.

Patient disease activity score was low (DAS 28:2.9),

and patient previous lab data were negative in terms of

ANA (anti-nuclear antibody), Anti-dsDNA (Anti-double

Stranded DNA), and ANCA (Anti-neutrophil cytoplasmic

antibody).4

Chest CT scan shows multiple lymph nodes in aor-

topulmonary window and also sub-carina. More lymph

nodes were identified at para-aortic, para iliac, celiac

axis, and peri-pancreatic area in abdominopelvic spiral

CT scan (Figure 1). The patient was referred to an

oncologist and lymph node excisional biopsy was done

for him with the impression of Hodgkin’s lymphoma,

but the final report was just reactive follicular hyperpla-

sia (Figure 2).

Table 1 Laboratory Test Results of Patient in Hospital Admission

Parameters Result Normal Range

ESR 71 mm/Hr 1–20

CRP 3+ –

Anti-ds DNA 21 IU/mL <20

ANA 1.18 <10

RF 256 –

ACLA 14.5 U/mL <8

P-ANCA 24.6 U/mL 0–4

C-ANCA 1.02 U/mL 0–0.5

Anti CCP NEGATIVE –

Tumor markers NEGATIVE –

Figure 1 Computed tomography scan of abdominopelvic, coronal view showing enlargement of multiple Para-aortic lymph nodes (A). Computed tomography scan of chest,

axial view showing enlargement of multiple lymph nodes in aortopulmonary window (B). Arrows show enlargement of multiple Para-aortic lymph nodes.

Soleimani et al Dovepress

submit your manuscript | www.dovepress.com

DovePress
International Medical Case Reports Journal 2020:132

http://www.dovepress.com
http://www.dovepress.com


Since the patient was extremely ill, and the workup

was inconclusive, the pathology slides were sent to our

center for consultation and molecular study to rule out

lymphoma. We are a referral center, and it is not surprising

that there was also a serum specimen from that patient at

the same time in our clinical laboratory, and he was

recalled to get information about his present and past

medical history. The slide review was done with complete

access to the patient’s history and status. In addition to

reactive follicular hyperplasia, there was inter-follicular

/paracortical plasma cell infiltration as well as remarkable

leukocytoclastic vasculitis of small vessels (Figure 3).

P-ANCA (perinuclear anti-neutrophil cytoplasmic anti-

body) was also positive with an atypical pattern indirect IF

study. The patient was visited by an expert rheumatologist

and treated with a rheumatoid vasculitis diagnosis.

Prednisone 60 mg daily was started for the patient, then

tapered and after that Methotrexate 15 mg weekly was

started with folic acid 1 mg daily.

In a follow-up visit three months later, the patient

showed improvement in his symptoms. Repeated inflam-

matory markers showed a C reactive protein of 6 mg/L and

a sedimentation rate of 29 mm/hour. The response to

treatment was rapid and satisfactory, and now the patient

has a favorable condition.

The patient has provided written informed consent for

publication of this case report including images. Our insti-

tutional approval is not required to publish the case details.

Discussion
Vasculitis is an inflammatory process that affects the vessel

wall as the primary site of inflammation. This process causes

damage to the vessel wall. Fibrinoid necrosis and thrombosis

lead to the narrowing of the lumen due to thickening or total

occlusion.5,6 Classification of vasculitis is based on the size

of the primary type of vessel involved in a given disease or

other factors like clinical data, organ tropism, the presence of

granulomatous inflammation, the role of immune complexes

in pathophysiology and the association of autoantibodies

with some forms of vasculitis.7

Systemic vasculitis is regarded as primary when no

etiological factor is identified or secondary to infections,

drugs, systemic autoimmune diseases (systemic lupus

erythematosus, RA, and Sjögren’s syndrome), or to malig-

nancies. Recognition of manifestations suggestive of sys-

temic vasculitis is essential since a delay in diagnosis may

impact the outcome significantly. Due to the multisystemic

nature of vasculitis, a multidisciplinary approach is usually

necessary. The presentation may vary from subacute non-

specific complaints to life-threatening features. Suspicion

of systemic vasculitis is generally raised when constitu-

tional symptoms (e.g., fever, malaise, or weight loss) are

present in association with a combination of different

organs and systems involved. However, the diagnosis

needs to be confirmed by tissue biopsy, imaging studies,

and specific serological markers (i.e., PR3- or

MPO-ANCA, anti-GBM antibodies, and cryoglobulins).8,9

Figure 2 (A) Reactive follicular hyperplasia (H&E stain, ×100). (B) Plasma cell

infiltration in inter-follicular areas (H&E stain, ×400).
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Individual vasculitis cases with nonspecific presenta-

tions may still be difficult to assign to a specific disease

entity.10 Lymphadenopathy is a rare presentation of sys-

temic vasculitis. Kawasaki disease, a medium vessel vas-

culitis most commonly seen in childhood, may cause

lymphadenopathy (hence the synonym mucocutaneous

lymph node syndrome) but is also associated with a rash,

fever and in severe cases coronary artery vasculitis.11

The exact cause of RA is unknown, but many possible

etiologies include environmental factors like hormonal,

genetic, infectious. Extra-articular manifestations of RA

occur in about 40% of patients, either in the beginning or

during clinical course of their disease. They aremostly related

to vasculitis, and often a reflection of longstanding inflamma-

tion. Extra-articular RA is a serious condition, and RA

patients with extra-articular manifestations should be aggres-

sively treated and monitored. Most organs can be involved.12

Although lymphadenopathy is consistently recognized

among the possible extra-articular manifestations of the

disease, generalized painless lymphadenopathy with the

involvement of central lymph nodes (para-aortic, para

iliac, celiac axis and peripancreatic area) is not seen com-

monly, and lymph node biopsy was done in our case to

rule out lymphoproliferative disorders.13

Most common errors in the laboratories are preanaly-

tical, due to clinical failures (wrong clinical procedure,

inappropriate ordering, erroneous, incomplete or mislead-

ing clinical information), and specimen transportation and

delivery.14 The best pathology report in the world is

worthless if the diagnosis is inaccurate.15

Surgical pathology by its nature depends heavily on the

input of clinicians and surgeons who are fully aware of

patient condition. They should know that a pathologic diag-

nosis is a subjective evaluation that acquires full meaning

only when the pathologist is fully aware of the essential

clinical data, surgical findings, and type of surgery”, Juan

Rosai, MD said.16

According to the Laboratory Accreditation Program of

the 1998 Laboratory Checklist, and the Joint Commission

on Accreditation of Healthcare Organizations 1998

Standard, each surgically removed specimen should be

accompanied by pertinent clinical information and, by

the preoperative and postoperative diagnosis.17

Even though some communication exists between

pathologists and their clinical colleagues, it is often cir-

cumstantial and usually occasioned by clinicopathological

discrepancies which are generally recognized by the

clinician.11,16 In one study published in a College of

American Pathologists Jurnal, by Nakhleh RE and cow-

orkers, about 2.4% of cases submitted to surgical pathol-

ogy had no clinical history.15,19

Inappropriate and Incomplete communication between

the clinician and the pathologist may make diagnosis diffi-

cult or impossible and is also dangerous for the patient with

potentially enormous medical, legal, and financial conse-

quences. So close rapport between the pathologist and clin-

ician is, therefore, a necessary step in minimizing this ill.13,19

This case clearly shows the importance of communica-

tion between the pathologist and clinicians and the impact

on patient care. Clinicians should also provide complete

clinical data for the pathologist. It is also essential to

review the pathologic diagnosis before setting any treat-

ment plans. New communication technologies allow shar-

ing patient’s information in developed health services

Figure 3 (A) Leukocytoclastic vasculitis in a medium-sized vessel in lymph node (H&E stain, ×100). (B) Leukocytoclastic vasculitis in small vessel in lymph node (H&E stain, ×400).
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worldwide. But there are still health-care services, which

these communication systems like voice mail or electronic

mail are not available.20

Conclusion
Systemic vasculitis is a secretive disease with poor out-

come (if untreated), which should be in mind in patients

with constitutional symptoms, at least in whom with

known autoimmune diseases. Rheumatoid vasculitis

should be regarded as a potential cause for any lump

(including lymphadenopathy) in advanced rheumatoid

arthritis patients. Full access to clinical information

improves the pathologist’s ability to make an accurate

diagnosis. This access to clinical data is almost always

impossible unless each specimen is supported by a formal

pathology requisition form which is filled by the clinician

who is most familiar with the case and not by the most

junior member of the team.
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The authors report no conflicts of interest in this work.
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