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Initial Presentation

59 year old woman with history of Sjogren’s, htn, not previously on any medications presenting 
for 2 weeks of dyspnea



Initial History

◦ No recent travel
◦ No sick contacts
◦ Husband, children without significant symptoms
◦ Afebrile
◦ no cough/runny nose
◦ No resolution with Azithromycin for CAP from outside urgent care
◦ Past hx of htn, controlled dm2 (a1c 6.2%)



Initial Evaluation

Vitals WNL

No oxygen requirement



Initial Rheumatologic Labs

Esr 86, crp 6.4, CK/aldolase wnl

Cardiolipin IgG 11.7, beta-2-glycoprotein IgG 11.2

ANA 1:1280 speckled
◦ Smith, RNP scleroderma negative, DNA negative, C3/C4 complement wnl
◦ SSA>8.0, SSB>8.0

ANCA/MPO/PR3 negative

TB quant “indeterminate x2”

Blood cx, urine cx, viral respiratory panel negative

Hiv, hepb/c negative



Initial Imaging



Subsequent Imaging



CT Scan Report

“Miliary pattern of pulmonary nodules
which can be seen with atypical infections 
including TB/fungal/viral noting that 
additional inflammatory etiologies are within 
the differential and neoplastic processes are 
possible but less likely, particularly given the 
presence of fever. Consider pulmonology 
consultation.



Differential Diagnosis

Fungal infection, cancer, hypersensitivity pneumonitis



Sjogren’s LIP

Lymphocytic Interstitial Pneumonia

33-50% 5 year mortality

5% B-cell lymphoma transformation

Infection (HIV, EBV), Sjogren’s (25%)
◦ 1% prevalence in Sjogren’s patients

Polyclonal IgM

BAL- increased lymphocytes

CT scan- nodules, thin walled cystic cavities

Zhu 2022



BAL and Fluid Studies

Fluid culture negative

Flow cytometry negative

MTB PCR negative

AFB negative

Sputum AFB x3 negative



Transbronchial Biopsy

SPECIMENS SUBMITTED:

A. LLL TRANSBRONCHIAL BIOPSY

DIAGNOSIS:

A.   LUNG, LEFT LOWER LOBE, TRANSBRONCHIAL BIOPSY:

- SCANT BENIGN PULMONARY PARENCHYMA WITH GRANULOMATOUS

INFLAMMATION, CONTAINING GIANT CELLS

- SPECIAL STAINS FOR AFB AND PAS-D ARE NEGATIVE FOR ACID-FAST 
AND FUNGAL ORGANISMS, RESPECTIVELY



Pulmonary Actinomycosis

Cough, low grade fever, often 
asymptomatic

CT- Consolidation, multifocal nodules, 
cavitation, pleural thickening, 
lymphadenopathy

2-6 weeks IV PCN followed by 6-12 
months oral PCN or amoxicillin pending 
imaging and clinical response

Surgical resection for abscess, life-
threatening hemoptysis

Mabeza 2003

Han  2013



Readmission- AHRF

Worsened Dyspnea

2L O2 requirement

Cbc, cmp, lactate wnl



Clinical Course

Increased O2 requirement from 2L to 6L

Afebrile

Cbc, cmp unchanged, wnl

CT scan showing progression of of miliary 
nodules



Open Lung Biopsy - CT Surgery



Caseating Granulomas

Caseating granulomas have areas of central 
necrosis

Differential diagnosis for caseating 
granuloma

◦ Infection:
◦ TB, non-TB mycobacterium
◦ nocardia, yersinia, bartonella,
◦ Coccidioides, histoplasma, blastomyces, 

Aspergillus

◦ Non-infectious
◦ Rheumatoid nodule, granuloma annulare, 

GPA, necrobiosis lipoidica

Epomedicine 2017



Worsening Acute Hypoxic Respiratory Failure

Afebrile but hypotensive and requiring mechanical ventilation in ICU

Treat for Presumed Sarcoidosis or Sjogren’s LIP?
◦ Empiric methylpred 1g given by ICU team overnight
◦ Broad spectrum ABX, acyclovir, antifungal coverage



Sarcoidosis and Caseating Granuloma

Sarcoidosis traditionally forms noncaseating 
granuloma

Case reports of necrotizing sarcoid 
granuloma (NSG)

◦ Generally defined by lack of response to 
RIPE therapy

Splenic Biopsy of Patient with NSG
Binesh 2012



Immunosuppression?

Continued mechanical ventilation

ID feels actinomyces is likely contaminant after review of slides with pathology



Immunosuppression?

Continued mechanical ventilation

Infectious workup remains negative

Worsening hypotension requiring multiple pressors
◦ TTE LVEF 25-30%
◦ Started by MICU on stress dose hydrocortisone



Immunosuppression?

Infectious workup remains negative

Worsening respiratory status on ventilator despite broad spectrum antibiotic coverage

Repeat CT scan unchanged from previous



TB Quant Results



Positive TB IGRA Testing

 TB1 tube- MTB complex antigens ESAT-6, 
CFP-10

◦ Assay measures IFN-gamma secretion 
from CD4+ T cells

 TB2 tube- ESAT-6, CFP-10, additional 
antigens to elicit CD8+ response

◦ Assay measures IGN-gamma from CD4+ 
and CD8+ T cells

 Active or Latent TB- both TB1 Nil and TB2 
Nil

◦ < =0.35 IU/mL = Negative
◦ > 0.35 IU/mL = Positive

Quest 2024



Indeterminate IGRA testing

Low Mitogen Response (positive control)
◦ Mitogen (less than 0.5 IU/mL) = Indeterminate
◦ Can’t adequately generate immune response
◦ Low lymphocytes, immunosuppression, specimen handling

Elevated Nil Value
◦ Nil values greater than 8.0 IU/mL = Indeterminate
◦ Measures baseline circulating IFN-gamma and subtracted from values for other tubes (-Nil)
◦ Autoimmune disease, chronic inflammation, specimen handling

Quest 2024



Final Hospital Course and Post-Hospital 
Discharge

Started on RIPE therapy empirically for likely TB

Open lung biopsy tissue culture positive for AFB staining organism, likely mycobacterium

Extubated and down to 1.5L with exertion O2 at 2 month hospital follow-up

Sendout Mycobacterial culture from open lung biopsy positive for AFB likely MTB after 
discharge



Sputum TB testing

One study from Pakistan of 156 patients with known pulmonary TB  - TB endemic region
◦ 7.8% yield AFB smear, 21.6% AFB culture, 34.3% Molecular assay

Meta Analysis suggests 2-5% incremental yield with serial AFB smears

Sumalani 2019

Mase 2007



BAL for TB testing

Nikbash 2015



Biopsy For TB testing

Study of 84 patients

93% overall yield from biopsy
◦ 78% yield biopsy histology
◦ 62% yield biopsy tissue culture

12% yield fluid culture

15% yield Sputum AFB with cxr opacities

Conde 2003



Conclusions

TB can be hard to diagnose

TB shouldn’t be treated with immunosuppressive medications
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