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Anti-SPPL2B Rabbit Polyclonal Antibody

Signal peptide peptidase-like 2B, SPP-like 2B, SPPL2b, EC 3.4.23.-, Intramembrane protease 4, IMP-4,
Presenilin homologous protein 4, PSH4, Presenilin-like protein 1,

Gene: SPPL2B UniProt: Q8TCT7 Host: Rabbit Clonality: Polyclonal (pAb)

Product Image

Image placeholder — Western Blot

— Western Blot

Suggested image: Western blot of relevant cell or tissue lysates under reducing conditions, probed with the domain-specific
antibody. Include a positive-control lane and empty-vector or knockout negative control. Loading: 10—20 pg/lane on 7.5-10%
SDS-PAGE.
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Key Product Facts

Supplier Triple Point Biologics, Inc. (Sudbury, Ontario, Canada)

Product Name Anti-SPPL2B Rabbit Polyclonal Antibody

Gene Symbol SPPL2B

Alternative Names Signal peptide peptidase-like 2B, SPP-like 2B, SPPL2b, EC 3.4.23.-, Intramembrane

protease 4, IMP-4, Presenilin homologous protein 4, PSH4, Presenilin-like protein 1,

UniProt ID Q8TCT7

Host Species Rabbit
Clonality Polyclonal (pAb)
Isotype IgG
Concentration Img/ml

Purity Affinity purified
Pack Size 100ug
Validated Application wB

Recommended Dilution WB-1/1000

Species Reactivity Validated- Human Potential-

Immunogen Type Synthetic Peptide from Uniprot Sequence

Conjugation none

Buffer / Preservatives Sodium Chloride 500 mM, Sodium Phosphate 10 mM, Potassium Phosphate 1.8 mM,

Potassium Chloride 2.7 mM, Glycerol 50% (v/v)
Website triplepointbiologics.com/anti-sppl-2b-rabbit-polyclonal-antibody
Available Domain-Specific Variants

Triple Point Biologics produces antibodies to defined structural domains of SPPL2B. Each variant is directed at a specific
structural region of the protein. Exact peptide sequences are proprietary; each variant is validated for the applications listed.

Domain / Variant Epitope Region (approx. residues) Availability
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First loop ~45-80 RP1SPPL2B In catalog
Region within the first predicted extracellular/lumenal
loop of SPPL2B, located between transmembrane
domains 1 and 2 near the N-terminal portion of the
protein, in a region topologically exposed to the
extracellular/lumenal face of the membrane

Second loop ~130-175 RP2SPPL2B In catalog
Region within the second predicted
extracellular/lumenal loop of SPPL2B, positioned
between transmembrane domains 2 and 3, upstream of
the conserved YD catalytic motif-containing
transmembrane segment

Loop 6 ~420-470 RP3SPPL2B In catalog
Region within the sixth predicted intracellular or
lumenal loop of SPPL2B, located in the C-terminal half
of the protein between transmembrane domains 6 and
7, in a region that forms part of the structural scaffold
flanking the GxGD catalytic motif

Carboxyterminal end 542-592 RP4SPPL2B In catalog
Long Form Region spanning the cytoplasmic C-terminal tail of

SPPL2B, downstream of the last transmembrane

domain, comprising the full C-terminal cytosolic

extension of the long isoform; this region is absent or

truncated in shorter splice variants

— 26-592 RP-SPPL2B In catalog
Broad multi-domain immunogen spanning from the first
lumenal loop through the C-terminal cytoplasmic tail of
SPPL2B, covering extracellular/lumenal loops,
intracellular loops, and the C-terminal cytosolic region;
intended to raise antibodies reactive across multiple
epitopes of the protein

Applications & Recommended Dilutions

Species Dilution
Range
WB Validated- 1:1000 Optimal dilution should be determined per laboratory and lot.
Human
Potential-

Optimal dilutions should be determined by each laboratory for each application. Triple Point Biologics antibodies include a
peptide-neutralized negative control aliquot for specific-signal confirmation.

Storage & Handling
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Short-term Storage +4°C (1-2 weeks)

Long-term Storage Aliquot and store at -20°C

Shipping Conditions Shipped in styrofoam cooler on blue ice

Hazard Warning Product may contain Sodium Azide — POISONOUS AND HAZARDOUS. Handle by trained

personnel only.

Shelf Life 12 months from date of receipt under recommended conditions

Target Background

Family & General Biology

SPPL2B (Signal Peptide Peptidase-Like 2B) is a member of the GxGD-type intramembrane-cleaving aspartic protease (I-CLiP)
family, which also includes signal peptide peptidase (SPP) and the presenilin subunits of y-secretase. Like presenilins, SPPL2B
contains the conserved YD and GxGD catalytic motifs embedded within transmembrane domains that together coordinate the
active-site aspartyl dyad. The enzyme carries out hydrolysis of peptide bonds within the hydrophobic core of the lipid bilayer, a
reaction mechanistically analogous to presenilin-dependent y-secretase cleavage but operating on a distinct substrate
repertoire of type Il single-pass membrane proteins.

Expression & Localisation

SPPL2B is expressed at the plasma membrane and in endosomal/lysosomal compartments, distinguishing it from its closest
paralog SPPL2A, which localises predominantly to late endosomes and lysosomes. SPPL2B transcript and protein are broadly
detected across human tissues, with notable expression in immune cells including monocytes, macrophages, and B
lymphocytes, as well as in neurons. The differential subcellular distribution of SPPL2A and SPPL2B is thought to underlie their
partially non-overlapping substrate specificities, even though the two enzymes share a high degree of primary sequence
identity.

Activation Mechanism

SPPL2B is constitutively active as a membrane-resident protease and does not require zymogen activation by a separate
protease. Substrate access depends on prior ectodomain shedding: a sheddase (typically a metalloprotease such as ADAM10
or ADAML17) first removes the extracellular domain of the substrate, generating a membrane-retained stub. SPPL2B then
catalyzes sequential intramembrane cleavage of this stub, releasing a soluble intracellular domain (ICD) into the cytosol and, in
some cases, an ectodomain-derived peptide fragment extracellularly. The requirement for prior ectodomain shedding is a
defining feature shared across the SPP/SPPL family.

Key Substrates

The best-characterised substrate of SPPL2B is TNFa: following ADAM-mediated shedding of soluble TNFa, the residual
C-terminal membrane stub undergoes SPPL2B-catalyzed intramembrane proteolysis, liberating a TNFa intracellular domain
(TNFa-ICD) that can translocate to the nucleus and influence gene expression. Additional validated substrates include Integral
Membrane Protein 2B (ITM2B/BRI2), a type 1l membrane protein linked to familial neurodegeneration, and the signal peptide
(gp18) of simian foamy virus (SFV) envelope glycoprotein gp130, which is released after furin-mediated maturation cleavage.
Substrate selectivity appears governed by transmembrane domain features including helix flexibility and polar residue content.

Inhibitor Profile

SPPL2B activity is sensitive to transition-state analogue inhibitors of aspartic proteases. (Z-LL)m-ketone, a cell-permeable
peptidomimetic inhibitor originally developed against y-secretase and SPP, potently inhibits SPPL2B in cellular assays. Helical
peptide inhibitors modelled on the transmembrane domain of substrates have also been used experimentally to block
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SPPL2B-dependent processing. No selective, clinically-approved inhibitor of SPPL2B exists to date. The enzyme is insensitive
to serine, cysteine, and metalloprotease inhibitors, consistent with its aspartic protease catalytic mechanism.

Disease Relevance

By processing TNFa-derived membrane stubs, SPPL2B modulates pro-inflammatory signalling downstream of TNFa shedding,
placing it in the regulatory network of innate immunity and inflammatory disease. ITM2B/BRI2 is the precursor of the
amyloidogenic peptides Bri2 and ADan implicated in familial British and Danish dementia; SPPL2B-mediated cleavage of
ITM2B contributes to the processing cascade relevant to these rare neurodegenerative conditions. The enzyme's role in
retroviral envelope peptide processing has implications for understanding viral immune evasion. Collectively, these activities
make SPPL2B a candidate target in inflammatory, neurodegenerative, and infectious disease contexts.

Gene & Protein Reference

Gene Symbol SPPL2B

HGNC SPPL2B

NCBI Gene ID (Human) 56928

NCBI Gene ID (Mouse) 100182

Ensembl ENSG00000166033

OMIM 608238

UniProt (Human) Q8TCT7

UniProt (Mouse) Q8BHH4

Protein Family Peptidase A22B (SPP/SPPL) family; GxGD-type intramembrane aspartic protease

Predicted MW ~65 kDa (592 aa, human)

Observed MW ~65—70 kDa (SDS-PAGE; glycosylation may shift apparent MW)

Chromosome Chromosome 19 (19p13.3)

Paralogue SPPL2A (closest paralog); also SPPL2C, SPPL3, SPP (HM13)

Key Substrates TNFa membrane stub (post-ADAM shedding); ITM2B/BRI2; SFV envelope gp18 signal
peptide

Activated by Constitutively active; substrate access requires prior ectodomain shedding by
ADAM10/ADAM17

Inhibited by (Z-LL)m -ketone; helical transmembrane domain-mimetic peptide inhibitors; general aspartic

protease inhibitors (e.g. pepstatin A at high concentrations)

About Triple Point Biologics
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With over 30 years dedicated to antibody production, Triple Point Biologics is a Canadian company and the premier
resource for proteinase and proteinase inhibitor research. Products have been cited in thousands of peer-reviewed
publications.

The domain-specific antibody strategy — available in standard, ATK, SPA, and GSK kit formats — delivers predefined
epitopes, built-in peptide-neutralized negative controls, and superior specificity for Western blot.

Website: www.triplepointbiologics.com

FOR RESEARCH USE ONLY. NOT FOR USE IN DIAGNOSTIC OR THERAPEUTIC PROCEDURES.

Product specifications subject to change. Contact Triple Point Biologics for current product and availability information.
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