
Fig.1. Right third digit showing a painless ulcer with hemorrhagic crust and periungual purulent collection.
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SMOLDERING MULTIPLE MYELOMA WITH HIGH-RISK CYTOGENETICS 
UNMASKED IN A YOUNG PATIENT WITH SERONEGATIVE SYSTEMIC 
SCLEROSIS AND SEVERE PULMONARY ARTERIAL HYPERTENSION

The recurrent observation of monoclonal gammopathy in systemic 
sclerosis (SSc) has raised questions about shared immune mechanisms, 
yet the nature of this association remains incompletely understood. 

Proposed links include chronic B-cell stimulation driven by persistent 
autoantigen exposure, IL-6–mediated plasmacytic expansion, endothelial 
injury, and shared profibrotic pathways, providing a biological framework 
through which autoimmune vasculopathy and plasma cell clonal 
evolution may intersect.

CONTEXT 

This case defines a clinically relevant immune-clonal gray zone: seronegative 
but clinically convincing SSc with organ threatening vasculopathy coexisting 
with high-risk IgG-λ SMM lacking myeloma-defining events. 

Universal amplification (1q21) indicates adverse biology and substantial 
progression risk, rather than incidental monoclonality alone. Beyond risk 
stratification, this case supports research into whether SSc-related chronic 
immune activation may shape plasma cell clonality and inform monoclonal 
gammopathy surveillance in selected patients with connective tissue disease.
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CONTACT INFORMATION

DISCUSSION

PATIENT

• A 38-year-old woman, followed since 2021 
for Raynaud phenomenon, developed 
progressive SSc features, including digital 
ischemia and ulceration, sclerodactyly, 
cutaneous sclerosis, and severe 
vascular/cardiopulmonary involvement. 

• Serology remained persistently negative 
(ANA, SSc panel, U1-RNP), whereas 
nailfold capillaroscopy revealed capillary 
dilation, hemorrhages, megacapillaries, and 
architectural disorganization consistent with 
an active SSc pattern. Skin biopsy 
demonstrated dermal collagen thickening, 
supporting seronegative SSc. 

• In 2024, incidental findings revealed an IgG-
λ monoclonal band, serum λ FLC 97.77 
mg/L (κ/λ, 0.08), with subsequent 
hematologic workup leading to presumed 
MGUS after marrow biopsy refusal. In 2026, 
hospitalization for severe precapillary 
pulmonary arterial hypertension and 
moderate-to-large pericardial effusion 
prompted hematologic reassessment. 

• Right-heart catheterization showed PAP of 
86/49 mmHg and PAWP of 10 mmHg.  
HRCT showed no ILD, with severely 
reduced DLCO supporting SSc-associated 
pulmonary vasculopathy.

• Bone marrow biopsy confirmed 
approximately 20%–25% λ-restricted clonal 
plasma cells (CD138⁺, MUM1⁺, weak cyclin 
D1+ , CD56−). FISH demonstrated 
CKS1B/1q21 amplification and IGH 
rearrangement in 100% of analyzed cells, 
without t(4;14), t(11;14), t(14;16), TP53 
deletion, or ATM abnormalities. 

• Serum studies showed IgG-λ monoclonality, 
M-spike 2.6 g/dL, IgG 3729 mg/dL, λ FLC 
187.74 mg/L, and κ/λ, 0.06; urine 
immunofixation confirmed λ light chains and 
Bence-Jones proteinuria. 

• Computed tomography imaging showed no 
suspicious osseous lesions, and no 
CRAB/SLiM criteria were met, establishing 
IgG-λ SMM with high-risk cytogenetic 
features.

• There was no histopathologic evidence of 
systemic AL amyloidosis on multisite 
surrogate-tissue biopsy.

Monoclonal immunoglobulins have been documented in SSc cohorts and associated 
with lower DLCO, pulmonary hypertension, and malignancy, although multivariable 
analyses have not established an independent relationship with SSc-specific disease 
features [1]. Against this background, the coexistence at 38 years of age of severe 
seronegative vasculopathic SSc and marrow-defined IgG-λ SMM represents an 
unusual clinical phenotype rather than an isolated monoclonal finding.

Current models of SSc integrate vasculopathy, immune dysregulation, and fibrosis, 
with hyperactivated effector B cells, impaired regulatory B-cell homeostasis, and IL-6–
mediated profibrotic signaling contributing to disease biology [2]. These mechanisms 
provide a plausible immunobiological context for sustained B-cell activation; however, 
whether the SSc microenvironment can promote plasma-cell clonal selection or 
evolution remains unknown and cannot be inferred from association alone.

Hematologically, the M-protein of 2.6 g/dL and marrow plasmacytosis of 
approximately 20%–25% indicate substantial clonal burden. More importantly, the +1q 
abnormality provides adverse biological information beyond tumor burden: +1q21 has 
independently predicted shorter time to progression in SMM and is incorporated into 
cytogenetically refined IMWG risk stratification [3,4]. The relationship between severe 
SSc-associated immune dysregulation and adverse plasma-cell clonal biology 
therefore remains a relevant, but unresolved mechanistic question.

Fig.2&3. Right-hand CT. Distal phalanx of the third digit with a small osteolytic defect, cortical disruption suggestive of 
fracture, focal osseous erosions, and lateral exostosis; no pathological enhancement or significant surrounding 
inflammatory changes.

Fig.4. Integrated 
immune–vascular–clonal 
interface.

SSc-related endothelial 
injury, microvascular 
abnormalities, digital 
ischemia, fibrosis, and 
pulmonary vascular 
remodeling are shown 
alongside the patient’s 
IgG-λ SMM, characterized 
by ~20–25% clonal 
marrow plasma cells and a 
+1q/1q21 abnormality. 

Chronic B-cell activation, 
cytokine signaling, and 
immune dysregulation are 
presented as a hypothesis-
generating shared 
immune context, without 
implying causality 
between SSc and plasma-
cell clonal evolution.
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