Form record received

International Workshop on Waldenstrom’s Macroglobulinemia <pattersonkent@outlook.com>
Mon 7/15/2024 6:48 AM
To:Patterson, Christopher <Christopher_Patterson@DFCI.HARVARD.EDU >

External Email - Use Caution
Record saved to database with ID; 121

FormiID: 1

Form title: Abstract Submission
Form name: Abstract_Submission
Submitted at: 2024-07-15 06:47:21
Submitter IP: 82.36.103.192
User-ID: 0

Username: -

User full name: -

Submitter provider: Unknown
Submitter browser: Mozilla/5.0 (Macintosh; Intel Mac OS X 10_15_7) AppleWebKit/605.1.15 (KHTML, like
Gecko) Version/16.6 Safari/605.1.15
Submitter operating system: mac

First Name: Oliver

Last Name: Tomkins

Email: oliver.tomkins@nhs.net

Phone Number (optional): +447858377077

Registration Type: Delegate in Training

Abstract Title: The Spectrum of IgM-Associated Peripheral Neuropathies — A Cohort Study from the
Neurohaematology Clinic at Queen Square and UCLH

Select abstract file to attach:
/home/dkwolfpk2016/public_html/waldenstromsworkshop/media/breezingforms/uploads/thespectrumo
figmassociatedperipheralneuropathies.docx

Please consider me for a YIA grant: YIA Grant Consideration

Conference: IWWM12



The Spectrum of IgM-Associated Peripheral Neuropathies
— A Cohort Study from the Neurohaematology Clinic at Queen Square and UCLH

Oliver Tomkins?, Nicole Japzon!, Jahanzaib Khawaja?,

Jindriska Lindsay?, Charalampia Kyriakou?, Aisling Carr?, Michael P Lunn?, Shirley D’Sa*
1.  UCLH Centre for WM and Related Conditions, University College London Hospitals NHS Foundation Trust, London, United Kingdom
2. Centre for Neuromuscular Diseases, National Hospital for Neurology and Neurosurgery, London, United Kingdom

Background

The IgM-associated peripheral neuropathies (IgM-PN) are a heterogenous collection of disorders, with a
causal association with IgM monoclonal gammopathy of undetermined significance (MGUS) or
Waldenstrom’s Macroglobulinaemia (WM) via different mechanisms. We describe the distribution, clinical
features and treatment outcomes of IgM-PN at our specialist centre.

Methods

A retrospective cohort analysis was undertaken using the UCLH WM patient registry. All patients with a
confirmed diagnosis of IgM-PN as deemed by expert assessment, following examination, serological
testing and neurophysiological assessment, were included.

Results

A total of 667 patients with IgM gammopathy were reviewed, 98 with IgM MGUS and 569 with WM. IgM-
PN was diagnosed in 125 (18.7%) patients, of whom 112 had adequate data available. Baseline
clinicopathological details are given in table 1. Patients were diagnosed between years 1997 and 2024, with
median follow up of 83 months (3-835m). The underlying disorder was IgM MGUS in 56 (50%), WM in 53
(47.3%), CLL 2 (1.6%) and IgM POEMS 1 (0.8%). No systemic disease was detected in 14/112 cases; isolated
flow cytometric disease in 5, and isolated MYD88265" PCR in 3 cases and 1 case of isolated CXCR4WHM [ikely
due to a non-L265P MYD88 mutation. Nerve biopsy was done in 22/112 (19.6%) patients.

Frontline treatment (1L) was given in 84/112 (75%), and an additional 2/4 patients with MMN-CB*
received intravenous immunoglobulin (IVig). Median lines of treatment received was 1 (range 1-5). Frontline
regimen was rituximab monotherapy (R) in 46, dexamethasone-rituximab-cyclophosphamide (DRC) 22, R-
CHOP/CVP in 5, R-bendamustine 3, R-chlorambucil 3, Bortezomib-dexamethasone 2, ibrutinib 1, R-
methotrexate-cytarabine 1 (BNS), and lenalidomide-dexamethasone 1 (POEMS).

Progression despite 1L therapy occurred in 19/70 (27.1%) assessable patients, stabilisation in 25/70
(35.7%), and improvement in 26/70 (37.1%). Second-line therapy has been given in 34 cases, including 14
cases of R-retreatment following an initial period of response to 1L therapy. Bruton’s Tyrosine Kinase
inhibitors (BTKis) were employed in 12 patients, including ibrutinib {n=7), zanubrutinib (n=4) and
pirtobrutinib (n=1).

Of patients with anti-MAG neuropathy, 61/80 (76.3%) required therapy, including frontline R in 37
and DRC in 17 cases. Improvement occurred in 22 (41.5%), stabilisation in 20 (37.7%) and progression in
11/53 (20.8%) assessable cases.

On univariate analysis, progressive disease following frontline therapy was significantly more
common in patients who do not attain a partial response (p 0.05), AL amyloid (p 0.04) and PN-8NS (p 0.001);
AL amyloid remained significant (p 0.039) on multivariate analysis.

Up to date survival information was available in 95 patients; 16/95 (16.8%) are deceased. Median
OS for anti-MAG PN 835m (225-NR), with 3- and 5-year OS 100% and 94.8% (89-100%); AL amyloid 162m
(144-NR}), 3- and 5-year OS 100%.

Conclusion

The incidence of IgM-PN in our cohort was 18.7%, with anti-MAG representing most cases (71%). Clonal
burden in the bone marrow is typically small and several patients have disease only on immunophenotyping
{n=5) or PCR {n=4). A significant majority of IgM-PN cases is associated with a MYD88'26%° mutation.
Approximately 73% of patients experienced stabilisation or improvement in PN with frontline therapy.



Table 1 — Clinicopathological Characteristics of Patients with I[gM-PN

Demographics n=112

Age, median (range) 66 (30-86)
Male 82 (73.2%)
Underlying Disorder n=112

IgM MGUS 56 {50%)
Waldenstrom’s Macroglobulinaemia 53 (47.3%)
CLL 2 (1.6%)

lgM POEMS 1(0.8%)
Pathology

Paraprotein concentration, median (range) (g/L) 5 (too faint to quantify — 55)
Kappa 98 (87.5%)
Lambda 14 (12.5%)
MYD8g265¢ 36/47 (76.6%)
MYD88 not detected 11/47 (23.4%)
1gM-PN Diagnosis n=112
Anti-MAG 80 (71.4%)

AL amyloid 8(7.1%)
Multifocal motor neuropathy with conduction block* (MMN-CB) | 4
Cryoglobulinaemic vasculitis 3

PN Bing-Neel syndrome (BNS}) 2

Light chain deposition disease 1
Neurolymphomatosis, high grade transformed 1

CANOMAD 1

igM POEMS 1

Other, putative IgM-associated 11




