( \4 ) rd Annual MEETING@EXPOSITION

September 23-26, 2026 * Glasgow, Scotland \( ) m;gﬁz,‘?,}?ggé.ety

ABSTRACT PREVIEW: THE MYELOMA BIOMARKER GLUTAMINYL CYCLASE IS A
NOVEL POST-TRANSLATIONAL MODIFIER OF IMMUNOGLOBULIN LIGHT CHAINS

The myeloma biomarker glutaminyl cyclase is a novel post-translational modifier of
immunoglobulin light chains

Abstract ID: 2436932
Presentation Format: Poster Abstract
Abstract Status: Complete / Locked

Author(s)

Aidan Haslam, MBBS (he/him/his)

AH Position:
Academic Clinical Research Fellow

Organization:
University of Birmingham

Role:

Primary Author

Christopher M. Bunce (he/him/his)

CB Position:
Professor of Translational Cancer Biology

Organization:
University of Birmigham

Role:

Co-Author

Guy Pratt

GP Position:
Consultant Haematologist

Organization:
University of Birmingham

Role:

Co-Author



Abstract Title: The my}ﬂﬁiﬂf@frl@l@l&mﬂy} cR:hBis(Skb&(hetft/h%S)al modifier of immunoglobulin light

chains
JH Position:

Senior Research Fellow

Organization:
University of Birmingham

Role:

Co-Author

Omayene Erewa, Msc (she/her/hers)
OE Position:

Biomedical Scientist

Organization:
University of Birmingham

Role:

Co-Author

Farhat Khanim, PhD

FK Position:
Associate Professor

Organization:
University of Birmingham

Role:

Co-Author

Abstract

Abstract Track
MRD and Biomarkers
| would like to be considered for the 2026 IMS Young Investigator Award (for young

investigators aged 35 years or younger). Review eligibility requirements here to ensure
that you qualify.

* YES

e 1994

Is this the first time you are submitting an abstract to the IMS Annual Meeting?

* Yes

While the IMS accepts encore abstracts, new data is encouraged and scoring will depend

on expanding what was previously presented. Please advise if the abstract being
submitted would be considered an encore presentation, if accepted, by the time of the


https://www.myelomasociety.org/grants/ims-awards-for-exemplary-abstracts/

Al)l\s/!rsaé?iggqlulewmey%%nngiomarker glutaminyl cyclase is a novel post-translational modifier of immunoglobulin light
chaingo - this abstract has not been previously presented.

Is this a trial in progress abstract (i.e. ongoing; all phases of clinical research eligible; has
not reached pre-specified endpoints for analysis)?

* No

Please indicate if your submission is clinical, basic, or translational.

Translational

Individuals who submit an abstract for consideration and reside in a lower/middle
income country will receive a $100 discount off the registration fee. Check your eligibility
here. (A promotional code for $100 off registration will be emailed to the primary author
within 2 weeks of submission. If you have any questions regarding this offer, please
contact imsabstracts@spargoinc.com.) If this is applicable, please enter your country
otherwise enter n/a.

n/a

Introduction

There has been increasing interest in blood-based protein biomarkers that predict the future
development of multiple myeloma (MM). Three groups have independently reported that higher
levels of glutaminyl peptide cyclotransferase (QPCT) predict the development of MM. However, its
function in plasma cell and myeloma biology are unknown. QPCT and its isoform QPCT-like (QPCTL)
convert N-terminal glutamine (Q) and glutamate (E) to pyroglutamate (pE). Classically, this protects
hypothalamic hormones from N-terminal peptidases, but it is also a drug target in amyloidogenic
disorders like Alzheimer’s. While N-terminal pE has been found on human antibodies for several
decades, it is widely believed to be spontaneous and of no functional consequence. We now show that
QPCT and or QPCTL actively modify light chain immunoglobulins in myeloma cell lines and that
inhibition of this activity does not affect myeloma cell viability.

Methods

Immunoglobulin N-terminal amino acids from humans, mice and macaques were tabulated using
data from the Observed Antibody Space. 4 MM cell lines and 3 non-MM blood cancer cell lines were
treated with the QPCT inhibitor PBD150 and the dual QPCT and QPCTL inhibitor SEN177. Light chains
were examined using isoelectric focussing at 24 hours and cell viability was assessed at 48 and 96
hours. Survival as a function of QPCT mRNA expression was assessed within the 977 patients of the
COMMPASS cohort using the log-rank test.

Results

60% and 73% of heavy and lambda immunoglobulins begin with Q respectively. In comparison, < 1%
of kappa light chains begin with Q but 30% begin with E. These features are evolutionarily conserved,
being shared with C57BL/6 mice and Rhesus macaques. Isoelectric focussing revealed that treatment
with SEN177, reduced the major light chain isoform in lambda secreting cell lines and resulted in the
emergence of one new species in U266B1 and two new species RPMI-8226 and L-363. No changes
were observed for JJN-3 kappa light chains, nor were changes observed when using the QPCT selective
inhibitor PBD150. Despite higher levels of QPCT transcript being favourably prognostic for overall
survival within the COMMPASS cohort (p=0.032), SEN177 and PBD150 had no impact on cell viability in
any of the lines tested.
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Ags rr:!\(c:!"lléfé)?hse myeloma biomarker glutaminyl cyclase is a novel post-translational modifier of immunoglobulin light

HHeSstrong conservation of N-terminal Q and E in immunoglobulin heavy and light chains suggests
functional importance and show they are potential substrates for QPCT(L). We have shown that either
QPCT, or more likely QPCTL, modify light chains and that in the absence of their activity, a second
modification can occur. Ongoing work will measure light chain secretion via ELISA, characterise the
new light chain isoforms with mass spectrometry, and confirm the isoform responsible following
knock-down. It remains unclear whether QPCT actively drives MM progression and why higher
baseline tumour expression of QPCT is favourably prognostic.

Submission Agreement

Please review the IMS Annual Abstract Guidelines here.
By checking the below box, you:

- have read all the guidelines and agree to be bound by them,

- are responsible for submission of the abstract in accordance with the guidelines,

- waive any and all claims against the IMS and any reviewer arising out of or relating to the
abstract submission and review process, including but not limited to peer review and the
grading of abstracts,

- release the copyright for the content of your abstract to the International Myeloma Society (IMS).
Yes, | accept


https://www.conferenceabstracts.com/uploads/documents/22647/2026AbstractSubmissionGuidelines(5).pdf

