Triple Point Biologics PRODUCT DATA SHEET

PROTEINASE | ANTIBODIES | RECOMBINANT PROTEINS | SUDBURY, ONTARIO Anti-TMPRSS6 Rabbit Polyclonal Antibody

Anti-TMPRSS6 Rabbit Polyclonal Antibody

Transmembrane protease serine 6 EC 3.4.21.-, Matriptase-2,
Gene: TMPRSS6 UniProt: Q8IU80 Host: Rabbit Clonality: Polyclonal (pAb)
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— Western Blot (6-panel validation across domain-specific antibody clones)

Actual Western blot validation for anti-TMPRSS6 rabbit polyclonal antibody. 6-panel validation across domain-specific antibody
clones — each panel labeled with its catalog number and target domain. Reducing conditions; 10—20 pg/lane on 7.5-10%
SDS-PAGE.
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Key Product Facts

Supplier

Product Name

Gene Symbol
Alternative Names
UniProt ID

Host Species
Clonality

Isotype
Concentration

Purity

Pack Size

Validated Application
Recommended Dilution
Species Reactivity
Immunogen Type
Conjugation

Buffer / Preservatives

Website

Triple Point Biologics, Inc. (Sudbury, Ontario, Canada)
Anti-TMPRSS6 Rabbit Polyclonal Antibody

TMPRSS6

Transmembrane protease serine 6 EC 3.4.21.-, Matriptase-2,
Q8IU80

Rabbit

Polyclonal (pAb)

[o]€]

Img/ml

Affinity purified

100ug

wB

WB-1/1000

Validated- Human Potential-Mouse, Monkey
Synthetic Peptide from Uniprot Sequence

none

Sodium Chloride 500 mM, Sodium Phosphate 10 mM, Potassium Phosphate 1.8 mM,

Potassium Chloride 2.7 mM, Glycerol 50% (v/v)

triplepointbiologics.com/anti-matriptase-2-rabbit-polyclonal-antibody

Available Domain-Specific Variants

Triple Point Biologics produces antibodies to defined structural domains of TMPRSS6. 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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Cytoplasmic Domain

A Stem Region

Carboxyterminal End

Cub Domain

Catalytic domain

1-55

Region within the short cytoplasmic N-terminal tail of
human Matriptase-2, preceding the single-pass
transmembrane anchor; this intracellular segment is
distal from all extracellular protease and regulatory
domains

36-55

Region spanning the stem/stalk ectodomain of human
Matriptase-2, which encompasses the SEA module and
LDLRA repeats located between the transmembrane
anchor and the CUB domains; this region tethers the
catalytic ectodomain to the membrane

761-811

Region at the C-terminal extremity of the trypsin-like
catalytic domain of human Matriptase-2, comprising the
tail of the serine protease domain including surface
loops distal to the catalytic triad

213-336

Region within one or both CUB (complement C1r/C1s,
Uegf, Bmp1) domains of the extracellular stalk of
human Matriptase-2, located between the LDLRA
repeats and the trypsin-like catalytic domain; CUB
domains are implicated in protein—protein interactions

577-811

Region within the C-terminal trypsin-like serine
protease domain of human Matriptase-2, which houses
the catalytic triad (His, Asp, Ser) responsible for tryptic
cleavage of hemojuvelin and other substrates

1-811

Broad region spanning the extracellular portion of
human Matriptase-2 from the stem region through the
CUB domains and catalytic domain, providing epitope
coverage across multiple structural modules of the
ectodomain

N-terminal cytoplasmic tail
SEA/CUB/LDLR-A scaffold region

C-terminal catalytic domain

Applications & Recommended Dilutions

Species

Dilution
Range

RP1Matriptase
2

RP2Matriptase
2

RP3Matriptase
2

RP4Matriptase
2

RP5Matriptase
2

RP-Matriptase2

RP-TMPRSS6
RP1TMPRSS6
RP2TMPRSS6

RP3TMPRSS6

In catalog

In catalog

In catalog

In catalog

In catalog

In catalog

In catalog
In catalog
In catalog

In catalog
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wWB Validated- 1:1000 Optimal dilution should be determined per laboratory and lot.
Human Potenti
al-Mouse,
Monkey

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

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

Protein Family & General Biology

Matriptase-2 (TMPRSSH6) is a type Il transmembrane serine protease belonging to the matriptase subfamily of the TTSP (type Il
transmembrane serine protease) superfamily. The 811-residue protein (UniProt Q81U80) is anchored in the plasma membrane
via a single-pass N-terminal transmembrane segment and contains an extracellular region comprising a SEA domain, two CUB
domains, three LDLRA repeats, and a C-terminal trypsin-like catalytic domain. This modular architecture is characteristic of the
matriptase branch of the TTSP family and distinguishes TMPRSS6 from the closely related matriptase-1 (ST14) and
matriptase-3 (TMPRSSY7).

Expression & Localisation

TMPRSSE6 is expressed predominantly in the liver, where it localises to the apical and basolateral surfaces of hepatocytes.
Lower-level transcript expression has been reported in kidney, small intestine, uterus, and select other tissues, but the hepatic
pool is functionally dominant in systemic iron regulation. The protein is synthesised as a zymogen and undergoes autocatalytic
or trans-activation at the cell surface; mature, catalytically active enzyme retains its membrane anchorage and acts in a
pericellular manner on extracellular substrates presented at the hepatocyte surface.

Activation Mechanism

Like other TTSPs, Matriptase-2 is synthesised as an inactive zymogen with a prodomain that occludes the catalytic cleft.
Activation proceeds via autocatalytic cleavage at the canonical activation motif, liberating the prodomain while the catalytic
chain remains membrane-tethered. The active serine protease triad (His, Asp, Ser) in the trypsin-like domain then provides
tryptic specificity, cleaving substrates after basic residues. Additional shedding of the ectodomain can release soluble catalytic
fragments into the extracellular milieu, though the membrane-bound form is considered the principal active species in vivo.

Key Substrates & Mechanism of Action in Iron Homeostasis

The primary characterised substrate of Matriptase-2 is hemojuvelin (HJV/RGMc), a GPl-anchored co-receptor for bone
morphogenetic proteins (BMPs) at the hepatocyte surface. Proteolytic cleavage of HJV by Matriptase-2 releases soluble HJV
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fragments that act as decoy receptors, attenuating BMP—-SMAD1/5/8 signalling and consequently suppressing transcription of
the antimicrobial peptide hepcidin (HAMP). Because hepcidin drives ferroportin internalisation and degradation,
Matriptase-2—mediated reduction of hepcidin promotes iron absorption in the duodenum and iron release from macrophage
and hepatic stores. Additional reported substrates include BMP co-receptors and TMPRSSE6 itself via shedding.

Disease Relevance

Loss-of-function mutations in TMPRSS6 are the genetic basis of iron-refractory iron deficiency anemia (IRIDA; OMIM 206200),
an autosomal recessive disorder marked by microcytic hypochromic anemia that does not respond to oral iron and responds
only partially to parenteral iron supplementation. Elevated hepcidin, driven by unrestrained HJV-BMP-SMAD signalling,
prevents adequate iron absorption. Conversely, TMPRSS6 has been proposed as a therapeutic target in conditions of iron
excess or ineffective erythropoiesis—including hereditary hemochromatosis and beta-thalassemia—where RNA interference,
antisense oligonucleotides, and monoclonal antibody strategies targeting TMPRSS6 have been explored in preclinical models
to restore hepcidin-mediated iron restriction.

Inhibitor Profile & Regulatory Context

No dedicated endogenous protein inhibitor analogous to the TIMPs of the MMP family has been described for Matriptase-2.
General serine protease inhibitors (serpins) can suppress its activity in vitro. Neogenin has been identified as a binding partner
that modulates HJV availability at the cell surface, indirectly influencing the functional output of Matriptase-2 activity. Iron status
itself feeds back on TMPRSS6 expression; hypoxia and iron deficiency upregulate TMPRSS6 transcription, while iron loading
and inflammation can suppress it, providing a physiological rheostat that couples protease activity to systemic iron demand.

Gene & Protein Reference
Gene Symbol TMPRSS6

HGNC HGNC:28302

NCBI Gene ID (Human) 84000

NCBI Gene ID (Mouse) 72169

Ensembl ENSG00000139352

OMIM 609862

UniProt (Human) Q8I1u8s0o

UniProt (Mouse) Q7TNB6

Protein Family Type Il transmembrane serine protease (TTSP) family, Matriptase subfamily

Predicted MW ~90 kDa (811 aa; glycosylation adds apparent mass)

Observed MW ~90-120 kDa (variable by glycosylation state and shedding)

Chromosome 22q12.3

Paralogue Matriptase-1 (ST14 / TMPRSS14); Matriptase-3 (TMPRSS7)

Key Substrates Hemojuvelin (HJV/RGMc); autocatalytic shedding of own ectodomain; BMP co-receptors
(reported)
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Activated by Autocatalytic zymogen activation at the cell surface; potential trans-activation by other
TTSPs
Inhibited by General serine protease inhibitors (serpins, e.g. HAI-1/SPINTL1 in vitro); no dedicated

endogenous physiological inhibitor identified in vivo

About Triple Point Biologics

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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