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Abstract 
Introduction: Lymphadenopathy (LAD) can result from 
a variety of conditions. While in some cases LAD may 
be reactive and self-resolving, it may also represent 
time-sensitive diagnoses including cancer and human 
immunodeficiency virus (HIV). 
 
Clinical Presentation: A 41-year-old man presented to 
urgent care (UC) with complaints of new swelling in 
his right axilla for the previous 2 weeks and was con-
cerned for an abscess. His past medical history included 
HIV, for which he was not taking antiretroviral treat-
ment (ART). He denied pain in the axilla, fevers, night 
sweats, and weight loss. 
 
Physical Exam: On exam, a 4x5cm, well-circumscribed 
mass in the right axilla was noted without associated 
erythema, fluctuance, or tenderness.  
 
Testing: A point-of-care ultrasound (POCUS) exam 
showed no fluid collection at the site of axillary swell-
ing.  

Case Resolution: Computed tomography (CT) imaging 
performed 3 days later showed an ill-defined axillary 
mass as well as scattered, enlarged thoracic and abdominal 
lymph nodes with mild splenomegaly. His absolute CD4 
count and HIV viral load returned at 76 cells/μL (reference 
range: 496-1,647 cells/μL) and >216,000 copies/mL 
 (reference range:  0 copies/mL), respectively. When the 
axil lary lesion was biopsied, pathology returned showing 
diffuse B-cell lymphoma. The patient was started on che-
motherapy, and ART was resumed. 
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Conclusion: HIV-related diseases, particularly in pa-
tients not taking ART, include a wide array of secondary 
infectious and non-infectious conditions. New LAD in 
HIV-positive patients requires a broad differential dia-
gnosis and biopsy to confirm the cause.  
 
Introduction 

L
ymphadenopathy (LAD) can indicate a wide variety 
of pathology ranging from reactive and self-limited 
hyperplasia, which is most common in the acute set-

ting, to serious, systemic illness.1 For patients living with 
human immunodeficiency virus (HIV) specifically, LAD 
can be a manifestation of HIV infection itself or may be 
indicative of insidious conditions such as cancer or other 
infections. Differentiating the etiology of LAD is clini-
cally challenging and generally requires an extensive 
diagnostic evaluation.2 Given that an estimated 1.2 mil-
lion people in the United States live with HIV, many of 
whom are not yet diagnosed,3 clinicians in urgent care 
(UC) centers should use extra caution when approaching 
the assessment of possible LAD in patients living with 
HIV as it is more likely a sign of serious disease. 
 
Clinical Presentation 
A 41-year-old man presented to UC with complaints of 
swelling in his right armpit, which he had noticed 2 
weeks prior. In the 2 days before his visit, he reported 
that the swelling had increased in size, and he had con-
cerns for an abscess. He denied redness or pain at the 
site of swelling and denied fevers, chills, or other infec-
tious symptoms. He denied any swelling elsewhere, in-
cluding in the groin or neck. He denied smoking and 
drug use. His review of systems was negative for weight 
loss, night sweats, cough, dyspnea, and hemoptysis. His 
past medical history was most notably positive for HIV, 
which was diagnosed 8 years prior. Due to limited health 
literacy and a lack of health insurance, he had stopped 
antiretroviral therapy (ART) 6 years before the visit. 
 
Physical Exam Findings 
The patient’s vital signs were normal, and he was afebrile: 
temperature was 36.4˚C; blood pressure was 139/82; 
heart rate was 95 beats per minute; respiratory rate was 
16; blood oxygen saturation (SpO2) was 98%. He was 
overall well appearing and in no distress. In the right 
axilla, a 4x5cm well-circumscribed, firm mass without 
overlying erythema, fluctuance, or tenderness to palpa-
tion was noted. Palpation of the inguinal, cervical, and 
contralateral axillary regions revealed no other areas of 
swelling or masses. The remainder of his exam including 
skin, abdomen, and cardiopulmonary was also normal.  

Medical Decision Making 
A POCUS exam of the area of swelling in the right axilla 
demonstrated no discrete fluid collection (Figure 1), 
further decreasing the probability that an abscess was 
responsible for the swelling. A complete blood count 
(CBC) was obtained, which was normal except for mild 
leukopenia with a total white blood cell count of 3.6 
k/μL (reference range: 4.5-10.0 k/μL). Given his lack of 
follow-up, a CD4 T-cell count and HIV viral load were 
also collected, although results were not immediately 
available. The differential of infectious and neoplastic 
conditions for a patient with untreated HIV was con-
sidered including bacterial, fungal, viral, and tubercu-
lous infections as well as various forms of lymphoma. 
The patient was referred for a stat thoracoabdominal 
computed tomography (CT) imaging and follow-up 
with the infectious disease clinic.  
 
Case Continuation and Management 
The next day, his absolute CD4 count returned at 76 
cells/μL (reference: 496-1,647 cells/μL) and his HIV viral 
load was >216,000 copies/mL (reference:  0 copies/mL), 
confirming untreated HIV infection. The patient was seen 
by an infectious disease specialist to manage resuming 
his ART. CT imaging of the chest, abdomen, and pelvis 
with intravenous contrast was performed 3 days later, 
which confirmed that there was no drainable axillary 
fluid collection. The CT, however, did demonstrate an ill-
defined enhancing mass in the right axilla (8.4x3.8x7.8 
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Figure 1. Point of Care Ultrasound

Image obtained examining the area axillary swelling, 
which demonstrates no apparent fluid collection.



cm) (Figure 2) as well as scattered, pathologically enlarged 
thoracic and abdominal lymph nodes, and mild sple-
nomegaly. 
 
Final Diagnosis 
Ultimately, a biopsy of the axillary mass was obtained, 
and the final pathology revealed diffuse large B-cell 
lymphoma (DLBCL). The patient underwent inpatient 
positron emission tomography imaging and induction 
chemotherapy. The patient had a good response to che-
motherapy, and after 6 cycles, repeat imaging performed 
approximately 1 year after diagnosis revealed no ev-
idence of disease—indicating complete remission. 
 
Discussion 
LAD can represent myriad conditions including benign 
and self-limited processes (ie, reactive LAD), malignancy, 
autoimmune disorders, and infectious etiologies.1 For 
patients with HIV, however, LAD is more likely to rep-
resent other etiologies compared to the general pop-
ulation (Table 1) including specific malignancies4 and 
mycobacterial infections.5 For this reason, HIV testing 
should be considered as part of the initial diagnostic 
approach for unexplained LAD in patients.1 

LAD, when present in patients living with HIV, is 
commonly a manifestation of HIV infection itself with 

40-50% of lymph node biopsies in such patients dem-
onstrating reactive lymphoid hyperplasia related to 
HIV.6,7 This occurs due to the virus’ lymphotropic prop-
erties and most often occurs in the setting of acute HIV 
infection.8 

Secondary infectious causes of LAD in HIV positive 
patients are most often due to mycobacterial infections.7 
In endemic countries, Mycobacterium tuberculosis is the 
most common mycobacterial infection, whereas non-
tuberculous mycobacteria, (ie, mycobacterium avian 
complex) is more often seen in industrialized countries.2 
Fine needle biopsy showing caseating necrosis and ill-
formed granulomas are the hallmark findings of Myco-
bacterium tuberculosis.7 Other infectious etiologies that 
can produce pathologic LAD among HIV infected indi-
viduals include cryptococcus, histoplasma, aspergillis, 
cytomegalovirus, and syphilis.2,6,9 Lastly, opportunistic 
infections can also precipitate LAD when ART-naïve pa-
tients initiate therapy—a phenomenon termed im-
mune-system reconstitution syndrome.10 

Neoplastic causes of LAD in patients living with HIV 
are primarily related to various forms of lymphoma 
and constitute the final diagnosis in 42% of cases of 
HIV-related LAD, although this rate is less in regions 
with higher burdens of opportunistic infections.6 Non-
Hodgkin lymphoma (NHL) is the most common HIV 
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Figure 2. CT of Chest, Abdomen, and Pelvis

CT demonstrates an ill-defined mass in right axillary region (arrow)



associated malignancy, with DLBCL constituting the 
most common subtype found on biopsy.11  In the past 
3 decades, however, the incidence of Burkitt and Hodg-
kin lymphomas among HIV-positive patients with LAD 
has increased, and survival of patients diagnosed with 
HIV-associated lymphoma has improved.12,13  

Castleman disease represents a spectrum of patho-

logic LAD that shares histological features; it is variably 
classified as unicentric or multicentric depending on 
the number of lymph nodes affected.14 Castleman dis-
ease, while rare, has higher prevalence among patients 
with HIV and human herpesvirus 8 infection.15 Castle-
man disease itself does not meaningfully impact life 
expectancy, but afflicted patients are at an increased 
risk for lymphoma, autoimmune disorders, chronic 
lung disease, or even compression of nearby structures 
from enlarged lymph nodes, which may impact survival 
without appropriate surveillance.16 

Given the vast array of etiologies of LAD in patients 
living with HIV, clinical suspicion for more serious 
causes of LAD, especially if multifocal, persistent, and 
progressive, is warranted. Laboratory testing, including 
absolute CD4 count, HIV viral load, and CBC, as well 
as imaging and biopsy, usually with fine-needle aspira-
tion (FNA) 2,17,18 is typically required to confirm the 
cause of LAD.  While coordinating this from UC may 
not be achievable, it is important that patients be in-
formed of the high likelihood of a serious cause for the 
LAD and efforts are made to coordinate expedient con-
tinuation of the work-up. 
 
Conclusion 
In UC settings, patients may present with swelling that 
is consistent with LAD. It is crucial to inquire about a 
patient’s HIV status in cases of LAD that are not clearly 
reactive and benign. Patients presenting with concern-
ing LAD and a prior diagnosis of HIV, regardless of their 
use of ART, require a thorough history and exam. Ho-
wever, clinically confirming the cause of LAD is gen-
erally not feasible, and a FNA biopsy is usually required 
to ascertain which of the many possible etiologies for 
LAD is causal. 
 
Ethics Statement 
Verbal consent for publication of this case was obtained 
from the patient.  
 
Takeaway Points 
� LAD in patients living with HIV is most commonly 

related to HIV infection but may also be related to 
many forms of systemic infection or malignancy. 

� Even in the absence of diffuse LAD or systemic symp-
toms, LAD in patients with HIV commonly represents 
serious diseases, including lymphoma and mycobac-
terial infection.   

� Many patients with HIV are undiagnosed, and HIV 
testing should be pursued in patients with apparent 
pathologic LAD.  
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Table 1. Etiologies For Unexplained 
Lymphadenopathy Among HIV-Positive Individuals 
Reactive Changes 
HIV lymphoid hyperplasia, immune system 
reconstitution syndrome (IRIS) 
Malignancy/Neoplastic 

Non-Hodgkin lymphoma (diffuse large B-cell lymphoma, 
Burkitt lymphomas, other lymphomas), Hodgkin 
lymphoma, Castleman disease, diffuse infiltrative 
lymphocytosis syndrome (DILS), Kaposi sarcoma, 
Leukemias  

Infection-Associated 

Bacterial:  
Mycobacterium tuberculosis, nontuberculous 
mycobacteria (ie, Mycobacterium avian complex), 
syphilis, Brucellosis, Bartonella, chancroid, 
staphylococcal or streptococcal cutaneous infections, 
lymphogranuloma venereum, tularemia, typhoid fever  
 
Viral:  
Cytomegalovirus (CMV), HIV, adenovirus, hepatitis, 
herpes zoster, infectious mononucleosis (Epstein-Barr 
virus), rubella  
 
Fungal:  
Aspergillosis, cryptococcosis, histoplasmosis, 
Coccidioidomycosis 

Autoimmune 
Dermatomyositis, rheumatoid arthritis, Sjögren 
syndrome, Still disease, systemic lupus erythematosus 
Miscellaneous 
Sarcoidosis 
Iatrogenic 
Medications (allopurinol, hydralazine, penicillin, 
phenytoin, primidone, bactrim, etc.), serum sickness 
Adapted from the “MIAMI Mnemonic” by Gaddety et al1, which includes 
malignant, infectious, autoimmune, miscellaneous, and iatrogenic etiologies 
of lymphadenopathy in the general population. Patients living with HIV who 
present with lymphadenopathy are at risk of theses general causes of 
lymphadenopathy (italicized) and at greater risk of etiologies specific to being 
HIV positive (bolded).  



� Determining the definitive diagnosis for the cause of 
suspected HIV-related LAD requires a biopsy, which 
is most often achieved by FNA. n 

 
Manuscript submitted December 20, 2024; accepted March 
27, 2025. 
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