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TNF Superfamily

Key Cytokines in B & T cell Immuno-Regulation

The tumor necrosis factor (TNF) and TNF receptor (TNFR) superfamilies (TNFSF/TNFRSF) include 20 ligands and 30 receptors that
play important roles in the modulation of cellular functions. TNFSF/TNFRSF members regulate cellular differentiation, survival
and programmed death, but their most critical functions pertain to the immune system. Both innate and adaptive immune cells
are controlled by TNFSF/TNFRSF members in a manner that is crucial for the coordination of various mechanisms driving either
co-stimulation or co-inhibition of the immune response. Dysregulation of these same signaling pathways has been implicated in
inflammatory and autoimmune diseases, highlighting the importance of their tight regulation. The TNF Superfamily ligands are
typically membrane bound, although some can signal as soluble species as well. The ligands self-assemble into non-covalent trimeric
complexes, have a key role in cell-cell interactions and bind to 3 distinct groups of receptors, that can either induce apoptosis, activate
NF-kB, JNK, Erk or Akt signaling or act as decoy receptors.

TNFSF/TNFRSF together with the CD28-B7 family are two major co-signal pathways in T cell activation. CD28, ICOS, GITR, 4-1BB and
0OX40 pathways co-stimulate T cell activation. CTLA-4, PD-1, BTLA and CD160 pathway co-inhibit T cell activation. Most co-signal li-
gands are expressed or induced on antigen-presenting cells (APCs), such as dendritic cells
(DCs), polymorphonuclear leukocytes (PMNs, including neutrophils, eosinophils, basophils,

and mast cells), B cells and macrophages, while most co-signal receptors on T cells are con- CONTENTS

titutivel d orinduced on T cells after T Cell R tor (TCR) activati Fi 1).
stitutively expressed or induced on T cells after T Cell Receptor (TCR) activation (see Figure 1) TNESF Overview Chart >

Investigation of the control of TNFSF/TNFRSF activities has led to the development of
therapeutics with the potential to reduce chronic inflammation or promote anti-tumor APRIL & BAFF Pathways 3-5
immunity as immune-oncology targets.
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FIGURE: TNF Superfamily Members involved in Immune Responses.




TNF Superfamily Ligands and Receptors Overview
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APRIL & BAFF Pathways

The B cell-stimulating molecules, BAFF (B cell
activating factor also known as BLyS; TALL-1;
CD257 or TNFSF13B) and APRIL (a proliferation-
inducing ligand, also known as CD256 or
TNFSF13), are critical factors in the maintenance
of the B cell pool and humoral immunity. APRIL

TNFRSF17) and heparan sulfate proteoglycans
(HSPG). APRIL can interact with carbohydrate
side chains of proteoglycans that may trigger

cross-linking. BAFF is proteolytically processed Soluble BAFF trimer

by furin to be released as soluble BAFF that
exists either as trimers (BAFF 3-mer) or as BAFF
60-mer. BAFF 3-mer and BAFF 60-mer both signal
through BAFF-R (CD268; TNFRSF13C), only TACI
(and BCMA) respond to BAFF 60-mer and not to
BAFF 3-mer.

BAFF and APRIL are implicated in several human
autoimmune diseases with autoreactive B
cell involvement, including systemic lupus
erythematosus (SLE), Sjogren’s syndrome (SS),
IgA nephropathy (IgAN), and rheumatoid arthritis
(RA). APRIL might also function in enhancing
proliferation of some tumor cells, especially B
cell malignancies and has a protective role in
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Membrane-bound APRIL

ﬁﬁﬁﬁﬂﬁﬁﬁﬁﬁ%ﬂ;ﬁmﬁﬁﬁﬁﬂﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬂﬁﬁﬁﬁﬁﬁ

Proteolytic HSPG-bound APRIL trimer
Cleavage

-

Soluble APRIL trim% \

8838881888588 85885858885888888

BAFF 60-mer

/ g

8585885358585 a85858 38858 4585585858 E5858

BCMA TACI BCMA TACI
Plasma Plasma
Cell Survival Cell Survival

T Cell-independent Antibody Responses
B Cell Regulation
Class-switch Recombination

B Cell Regulation

atherosclerosis. BAFF levels are also increased in

l

some lymphoid cancers. |

Pathogenic Signals in Autoimmune Diseases / Systemic Lupus Erythematosus (SLE)

Best-In-Class APRIL & BAFF ELISA Kits

(2D APRIL (human) ELISA Kit
AG-45B-0012 96 wells

Sensitivity: 1 pg/ml
Range: 3.9 to 250 pg/ml
Sample: Cell Culture Supernatant, Plasma, Serum

Specificity: Serum from a healthy patient is left untreated or treated
with 1 pg/ml of the APRIL receptor, TACI (human):Fc (human) (Prod.
No. AG-40B-0079). APRIL levels were measured using the APRIL
(human) ELISA Kit (Prod. No. AG-45B-0012).
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BAFF, Soluble (human) ELISA Kit (hypersensitive)
AG-45B-0001 96 wells

Sensitivity: 8 pg/ml
Range: 15.6 to 500 pg/ml
Sample: Cell Culture Supernatant, Plasma, Serum

Specificity: Serum from a healthy patient or patient with multiple
sclerosis is left untreated or treated with 0.5 pg/ml of a BAFF
receptor, TACI (human):Fc (human) (AG-40B-0079). BAFF levels are
measured using the BAFF, Soluble (human) ELISA Kit (hypersensitive)
(AG-45B-0001).

BAFF [ng/ml]

- * - + lvocn'éR]R
Also available healthy Multiple myeloma
BAFF, Soluble (human) Matched Pair Detection Set (Prod . No. AG-46B-0001)
AdipoGen @

See www.adipogen.com for additional Information and prices
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BAFF and APRIL Blocking Antibodies

@ anti-BAFF (mouse), mAb (blocking) (Sandy-2)

AG-20B-0063 100 pg
AG-20B-0063PF Preservative Free 100 pg | 500 ug

This monoclonal antibody recognizes mouse BAFF and works specifically in IP
and Functional Application. This antibody inhibits mouse BAFF binding to BAFF-
R and TACI. It is highly potent in blocking mouse BAFF in vivo and induces B cell
depletion and generates a phenotype similar to that observed in BAFF-/- mice.

FIGURE: anti-BAFF (mouse), mAb (Sandy-2) (Prod. No. AG-20B-0063) blocks the action of endogenous BAFF in vivo.

METHOD: Wild type C57BL/6 mice were treated at day 0 (single administration) with monoclonal antibody anti-BAFF (mouse), mAb (Sandy-2) (at 2mg/kg). Lymph nodes were prepared at week 2 and analyzed by
FACS for the presence of T (CD3) and B (CD19) cells. Untreated BAFF WT and KO mice were analyzed in parallel.

10

@ anti-APRIL (mouse), mAb (rec.) (blocking) (Apry-1-1)

AG-27B-0001 100 ug ks
AG-27B-0001PF Preservative Free 100 pg | 500 pug et e s
AG-27B-0001B Biotin 100 pg Negative control

This recombinant monoclonal antibody recognizes mouse APRIL and works specif-
ically in IP and Functional Application. The antibody inhibits mouse APRIL binding
to BCMA and TACI. It is highly potent in blocking mouse APRIL in vitro and in vivo. In CTRTETTE prgTpTy
addition it promotes the binding of APRIL to HSPGs and confers atheroprotection. PEFEAS IS LS

pg/ml of antibody

APRIL binding (%)

FIGURE: Binding of APRIL (mouse) to BCMA is inhibited by anti-APRIL (mouse), mAb (rec.) (blocking) (Apry-1-1) (Prod. No. AG-27B-0001,.

METHOD: BCMA:Fc was coated on an ELISA plate at Tug/ml. anti-APRIL (mouse) mAb (rec.) (blocking) (Apry-1-1) or an unrelated mAb (recombinant) (Negative control) were added (starting at 50pg/ml with a twofold
serial dilution) together with 0.1ug/ml of MultimericAPRIL (mouse) (Prod. No. AG-40B-0089). After incubation for 1 h at RT, the MultimericAPRIL (mouse) binding was detected using an anti-FLAG® antibody (HRP).

The percentage of binding is shown.

@ (=18 anti-APRIL (mouse), mAb (blocking) (Centotto-1)

AG-20B-0083PF-C100 Preservative Free 100 pg

AG-20B-0083PF-C500 Preservative Free 500 ug

This monoclonal antibody recognizes mouse APRIL and works specifically in IP and Functional Application. This antibody potently
depletes mouse APRIL.

LIT: APRIL limits atherosclerosis by binding to heparan sulfate proteoglycans: D. Tsiantoulas, et al.; Nature 597, 92 (2021)

VALIDATED Antibodies for BAFF and APRIL Research
ANTIBODIES [P | SZE|ISOTE | APPLICATON | specis |

(21 APRIL (human), mAb (blocking) AG-20B-0078PF 100 ug | MouselgGlk  ELISA, IP, FUNC (Blocking) Hu
(Mahya-1) (PF) 500 ug
@ APRIL (mouse), mAb (rec.) (blocking) (Apry-1-1) = AG-27B-0001 * 100 ug  Mouse IgG2bA = ELISA, IP, FUNC (Blocking) Ms
@ (=8 APRIL (mouse), mAb (rec.) (blocking) AG-27B-0017 100 pg  Human IgG1A  ELISA, IP, FUNC (Blocking) Ms
(Apry-1-3)
BAFF (human), mAb (1-35-1) AG-20B-0037 100 pg  RatlgG2ak FACS Hu
BAFF (human), mAb (2.81) AG-20B-0018 100 ug  RatlgG2b ELISA, IP Hu
BAFF (human), mAb (blocking) (4.62) AG-20B-0017 * 100 ug  RatlgG2a ELISA, FUNC (Blocking), IP Hu
BAFF (human), mAb (ANC2H3) ANC-266-020 * 100 ug  Mouse IgGlk  ELISA, FACS, FUNC (Blocking)  Hu
BAFF-R (human), mAb (HuBR9.1) AG-20B-0016 * 100 ug  Mouse IgG1 FACS Hu
BAFF-R (human), mAb (ANC268.2/6E6) ANC-275-020 * 100 pg  Mouse IgGTk  ELISA, FACS Hu
@ BAFF (mouse), mAb (blocking) (Sandy-2) AG-20B-0063 * 100 ug  Mouse IgG1 FUNC (Blocking, Depletion), IP = Ms
@ BAFF-R (mouse), mAb (9B9) AG-20B-0034 * 100 ug  RatlgG2b FUNC (Depletion), FACS Ms
BCMA (human), mAb (ANC3B1) ANC-269-020 * 100 pg  Mouse IgGTk  ELISA, FACS Hu
TACI (mouse), mAb (1A-10) AG-20B-0035 * 100 ug  RatlgG2a FACS Ms
@ For in vivo Studies * Different Formats available!

. ®
4 AdipoGen @ _ - ‘ ‘
—_— APPLICATIONS: FACS: Flow Cytometry; FUNC: Functional Application; ICC: Immunocytochemistry; FORMULATION: PF = Preservative free
LIFE SCIENCES IHC: Immunohistochemistry IP: Immunoprecipitation; WB: Western blot SPECIES: Hu = Human; Ms = Mouse; Rt = Rat; Rb = Rabbit; Prm = Primate



www.adipogen.com

BAFF-related Proteins 7

Processed human BAFF can either remain as a trimer, which is
usual for TNF family ligands, or assemble into 60-mer composed
of 20 trimers. Mouse BAFF 60-mer has been identified in the
serum of BAFF transgenic mice. Despite the predominant
functional role of processed BAFF in vivo, membrane-bound
BAFF might also play a role. Indeed, soluble BAFF (3-mer) can

FIGURE: BAFF, Soluble (human) (60-mer) (AG-40B-0112)
binds and activates BCMA receptor.

METHOD: Jurkat T cells expressing a BCMA:Fas chimeric
receptor were exposed to BAFF, Soluble (human) (60-mer).
Cell viability was measured with the PMS/MTS assay.

0D 490 nm
|

trigger BAFF-R but not TACI or BCMA, whereas oligomeric forms o : : : : :
of BAFF (BAFF 60-mer), which mimic membrane-bound BAFF, § g & & - s 8 §
activate all BAFF receptors. ng/mi
[PRODUCTNAME [ | 57E [ SOURCE | ENDOTOKIN | SPECES |
BAFF (aa134-285), Soluble (human) (rec.) AG-40B-0016 10ug|3x10pg  E.coli <0.01EU/pug Hu, Ms
BAFF, Soluble (human) (60-mer) (rec.) AG-40B-0112 10pug|3x10pg E. coli <0.01EU/pg Hu, Ms
(highly active)
Fc (human):BAFF (human) (rec.) AG-40B-0120 10 pg |3 x 10 pg | 500 pg  CHO cells <0.01EU/pug Hu, Ms
@ BAFF, Soluble (mouse) (rec.) AG-40B-0022 10pug|3x10pg HEK293cells  <0.01EU/pg Ms, Hu
BAFF (trn) (human)-muCD8 Fusion Protein ANC-525-020 * 25ug  CHO cells n.d. Hu
BAFF-R (human):Fc (human) (rec.) AG-40B-0027 50 g |3x50ug HEK293cells = <0.01EU/ug Hu, Ms
BAFF-R (human)-mulg Fusion Protein ANC-524-020 * 25ug  CHO cells n.d. Hu
BCMA (human):Fc (human) (rec.) AG-40B-0080 50 g |3x50ug HEK293 cells  <0.01EU/ug Hu, Ms
@ BCMA (mouse):Fc (human) (rec.) AG-40B-0076 50pug|3x50pg HEK293cells  <0.01EU/pg Ms, Hu
BCMA (human)-mulg Fusion Protein ANC-519-020 * 25pg  CHOcells n.d. Hu
TACI (human):Fc (human) (rec.) AG-40B-0079 50pug|3x50pug HEK293cells  <0.01EU/pg Hu, Ms

Multimeric APRIL Proteins
[PRODUCTNAME oD | ize | SOURCE | ENDOTOXIN | SPECES |

APRIL (human) (H98) (multimeric) (rec.) AG-40B-0088 10pug|3x10pg HEK293 cells  <0.01EU/pg Hu, Ms
APRIL (human) (multimeric) (rec.) AG-40B-0017 10pug|3x10pg HEK293 cells  <0.01EU/pg Hu, Ms
APRIL (mouse) (H98) (multimeric) (rec.) AG-40B-0035 10pug|3x10pg HEK293 cells  <0.01EU/pg Ms, Hu
APRIL (mouse) (multimeric) (rec.) AG-40B-0089 10pug|3x10pg HEK293 cells  <0.02EU/pg Ms, Hu

LATEST INSIGHT

TNF Ligands Multimeric Proteins Higher Activity - Lower Endotoxin

AdipoGen® Multimeric Proteins are high activity constructs in which two trimeric TNFSF ligands are linked via the oligomeric
collagen domain of ACRP30 [ACRP30headless] and therefore mimic the membrane-bound forms of the proteins.

Endogenous TNF superfamily ligands are either active as membrane-form (e.g. FasL,
TRAIL, CD40L, OX40L) or are secreted and activated through oligomerization by the

binding of proteoglycans at the surface of cells (e.g. APRIL). 13 TNF Ligand

To mimic endogenous TNF ligands activity, the oligomerization of recombinant
TNF ligands can be triggered:

+ by fusing the TNF superfamily ligands, soluble form, to the collagen domain of
the protein ACRP30 (which itself has no functional activity) to form a hexameric
structure and therefore creating “Multimeric Proteins”, or

ACRPheadless

+ by adding a cross-linking antibody called “TNF Ligands Enhancer” (Prod. No.
AG-35B-0001).

AdipoGen® Multimeric Proteins provide higher activity then monomeric proteins and are perfectly
suitable for in vitro studies.

AdipoGen @ 5
See www.adipogen.com for additional Information and prices LIFE SCIENCES



CD40 - CD40L Pathway

CD40is a member of the TNF receptor family expressed by antigen-presenting cells (APCs) and B cells whereas its ligand, CD40L (CD154),
is expressed by activated T cells. Interaction between CD40-CD40L stimulates cytokines secretion of B cells with subsequent T cell acti-
vation and antitumor immunity. This T cell priming effect of the CD40-CD40L pathway might be a useful approach in anti-
cancer immunotherapy.

SELECTED REVIEWS: Cancer immunotherapy: activating innate and adaptive immunity through CD40 agonists: G.L. Beatty, et al,; Expert Rev. Anticancer Ther. 17, 175 (2017)
Multiple effects of CD40-CD40L axis in immunity against infection and cancer: A. Ara, et al.; Immunotargets Ther. 7, 55 (2018)

PROTEINS P SIZE | SOURCE ENDOTOXIN | SPECIES

CDA40 (human):Fc (human) (rec.) AG-40B-0083 50 ug | 3x50ug  HEK 293 cells <0.01EU/pg Hu, Ms
CD40 (human):Fc (human) (rec.) CHI-HF-210CD40 100 ug  CHO cells <0.06EU/pg Hu
CD40 (human)-mulg Fusion Protein ANC-504-020 * 25ug  CHO cells n.d. Hu
CD40L (human) (multimeric) (rec.) AG-40B-0010 * 10pg|3x10pg  CHO cells <0.01EU/pg Hu
CDA40L (human) (multimeric) (rec.) (Biotin) AG-40B-0010B * 10pg|3x10pg  CHO cells <0.01EU/pg Hu
CD40L (human):Fc (human) (rec.) CHI-HF-210CD40L 50 pg  CHO cells <0.06EU/pg Hu
CD40L (human)-muCD8 Fusion Protein ANC-505-020 * 25pug  CHO cells n.d. Hu
CD40L (mouse) (multimeric) (rec.) AG-40B-0020 10ug|3x10pg CHOcells <0.01EU/pg Hu, Ms
CD40L (mouse) (multimeric) (rec.) (Biotin) AG-40B-0020B 10ug|3x10pg CHOcells <0.01EU/pg Hu, Ms
CDA4OL (rat) (multimeric) (rec.) AG-40B-0107 10ug|3x10pg CHOcells <0.02EU/pg Hu, Ms, Rt
[antisopies — o | SorveE | APPLICATION | SPECES |
CD40 (human), mAb (BE-1) ANC-189-020 * 100 ug  Mouse IgG1 FACS, FUNC, IP Hu
CD40 (human), mAb (EA-5) ANC-300-020 * 100 ug  Mouse IgG1 FACS, FUNC Hu, Rt
@ cD40 (mouse), mAb (FGK45) (PF) AG-20B-0036PF 100 ug | 500 g Rat IgG2a FACS, FUNC Ms
CDA40L (human), mAb (rec.) (blocking) (hu5c8) (PF) = AG-27B-6002PF 100 ug HumanlgGlk = FUNC,WB Hu, Dog
CD40L (human), mAb (24-31) ANC-353-020 * 100 pug  Mouse IgG1 FACS, FUNC, Hu,
IHC, WB Primate
I S 7 EN S =
CDA40L (human) ELISA Kit AG-45B-0018 96 wells = -

LATEST INSIGHT B Cell Expansion

Highly Potent B Cell Activators and T Cell Priming Reagents

CD40 activation tools can be used to expand B cells (EBCs), which, as antigen-presenting cells (APCs), are as effective as den-
dritic cells and promises to streamline the generation of antitumor CD8* T cells. Several studies show that usage of the
agonistic anti-CD40 antibody (FGK45) (Prod. No. AG-20B-0036PF) and MultimericCD40L (Prod. No. AG-40B-0010) are
strong stimulators of antitumor immunity.

LIT: R.S. Kornbluth, et al; Int. Rev. Immunol. 31, 279 (2012) « KT. Byrne & R.H. Vonderheide; Cell Rep. 15, 2719 (2016)

CD40L (human) (multimeric) (rec.) @ anti-CD40 (mouse), mAb (FGK45)

AG-40B-0010 10pg |3x 10 pg AG-20B-0036 100 pg | 500 pug
AG-40B-0010B Biotin 10 ug | 3x 10 ug AG-20B-0036PF  Preservative Free 100 pg | 500 pg | 5mg
FIGURE: (D40L (human) 2 FIGURE: Systemic immune activation by 450 o
(multimeric) (rec.) (Prod. 8 w0 e = (D40 ligation. Mice were sacrificed on day 8 ~wd T
No. AG-40B-0010) does not 2 - 9= MuitimericCD40L (h) after daily treatment on day 4-7 with FGK45 S 3504 e
: g 70 S ontrol
need an enhancer to induce 3 —&— Co4oL (h) or control. FGK45 treatment elevated spleno- @ 301 [ FGK45
B cell activation. % 60 A CDAOL (h) +enhancer cyte numbers in both groups. *P < 0.005. Data 2 50
S o represent mean = SD for three to four mice 5 200+
8 ’\ per group. £ 1501
S 40 -3
& A & 100
g 30 ‘Z (% 50+
§ 0 - 0= B
g 5 5 & ST EL E‘ E‘ §‘ §. ° ng/ml Treatment time (days)
6 AdipoG ®9 @ For in vivo Studies * Different Formats available!
—.I p& APPLICATIONS: FACS: Flow Cytometry; FUNC: Functional Application; ICC: Immunocytochemistry; FORMULATION: PF = Preservative free

LIFE SCIENCES IHC: Immunohistochemistry IP: Immunoprecipitation; WB: Western blot SPECIES: Hu = Human; Ms = Mouse; Rt = Rat; Rb = Rabbit; Prm = Primate



Fas - FasL Pathway

FasL (CD95L; CD178; TNFSF6) binds to Fas (CD95; TNFRSF6), a
receptor that transduces the apoptotic signal into cells. It is
involved in cytotoxic T cell-mediated apoptosis and in T cell
development. The formation of the Fas death-inducing
signaling complex (DISC) is the initial step of Fas signaling.
Activation of procaspase-8 at the DISC leads to the induction

www.adipogen.com

has also been reported to trigger non-apoptotic pathways. It
has been shown that membrane-bound FasL is essential
for the cytotoxic activity, whereas soluble FasL appears to
promote autoimmunity and tumorigenesis via induction of
non-apoptotic pathways, in particular NF-«B. FasL binds also
to decoy receptor 3 (DcR3; TNFRSF6B).

of death receptor (DR)-mediated apoptosis. Stimulation of Fas

E¥ANDARD ZBUL
% THE STANDARDS Fas Antibodies

Widely cited antibodies for in vivo application! Induce apoptosis.

PRODUCT NAME N sizE | SOURCE ENDOTOXIN SPECIES

Fas (human), mAb (APO-1-3) (PF) AG-20B-0062PF 50 ug | 100 pg | 500 pg  Ms 1gG3 FACS, FUNC, IPWB  Hu
Fas (human), mAb (APO-1-1) (PF)  AG-20B-0079PF 100 pg | 500 ug  Mouse IgG1  FACS, FUNC, IHC Hu

BULK

MultimericFasL™ [MegaFasL™]

FasL (human) (multimeric) (rec.) 0023

AG-40B-0130 10 ug |3 x 10 ug 2

MultimericFasL™ very effectively simulates the natural T MatamentcFast (0

e FC:FasL (h)

membrane-assisted aggregation of FasL in vivo. 19 e
Source: HEK 293 cells. 05 1 = FasL{h) + enhancer
Sequence: Human FasL (aa 139-281) is fused at the

N-terminus to mouse ACRP30headless 0

(aa 18-111) and a FLAG®-tag.
Binds to human and mouse Fas.

Induces apoptosis of human Jurkat
T cells at a concentration of <1ng/ml.

<0.01 EU/pg purified protein (LAL test; Lonza).

Specificity:
Biological Activity:
FIGURE: Oligomerisation of FasL (human) efficiently triggers Jurkat cell death.
METHOD: Jurkat cells were treated O/N with the indicated concentrations of FasL (human)
(multimeric) (rec.) (AG-40B-0130), Fc (human):FasL (human) (rec.) (AG-40B-0132), FasL
(human) (rec.) (AG-40B-0001) or FasL (human) (rec.) + Enhancer (AG-44B-0001) (2 fold-
dilutions, first concentration of 1000ng/ml). Cell death was quantified using PMS/MTS. The
oligomeric FasL recombinant proteins (FasL (human) (multimeric), Fc (human):FasL (human)
and FasL (human) + Enhancer) kill Jurkat cells at 15, <0.2ng/ml.

Endotoxin Content:

LITERATURE REFERENCES: Two adjacent trimeric Fas ligands are required for Fas
signaling and formation of a death-inducing signaling complex: N. Holler, et al.;
Mol. Cell. Biol. 23, 1428 (2003) « A Fas agonist induces high levels of apoptosis
in haematological malignancies: P. Greaney, et al.; Leuk. Res. 30, 415 (2006)

Also available

PROTEINS _ sizE | SOURCE ENDOTOXIN SPECIES

Fas (human):Fc (human) (rec.) AG-40B-0082 50 pg |3 x50 pg  HEK 293 cells <0.01EU/pg Hu, Ms
Fas (human)-hulg Fusion Protein ANC-506-020 * 25ug  CHO cells n.d. Hu
FasL, Soluble (human) (rec.) AG-40B-0001 10ug|3x10pug  HEK 293 cells <0.05EU/pg Hu, Ms
Fc (human):FasL, Soluble (human) (rec.) AG-40B-0132 10ug|3x10pug  HEK 293 cells <0.01EU/pg Hu, Ms
EnhancedFasL, Soluble (human) (rec.) Pack AG-44B-0001 1Set HEK 293 cells <0.05EU/pg Hu, Ms
DcR3 (human):Fc (human) (rec.) CHI-HF-210DCR3 100 pg  CHO cells <0.06EU/pg

ANTIBODIY _ SIZE | 1SOTYPE APPLICATION SPECIES

CD95 (human), mAb (ANC95.1) * ANC-316-020 * 100 ug  Mouse IgG1 ELISA, FACS
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LT3 - HVEM - LIGHT - BTLA Network

LTB (LTa1B2; TNFSF3) binds to
the LTBR (TNFRSF3) activating
two different NF-xB pathways
that lead to distinct patterns of
gene induction, including se-
lected chemokines and the cy-
tokine BAFF, which is essen-
tial for the survival of mature B
lymphocytes. LTBR activates the
classical NF-xB (relA/p50) path-
way, like the type 1 TNF recep-
tor (TNF-R1), that regulates pro-
inflammatory genes and also ac-
tivates the processing of p100 to
form RelB/p52 complexes, which
activate genes involved in lym-
phoid organ formation and lym-
phocyte survival.

LIGHT (CD258; TNFSF14) binds
to LTPR. It activates NF-kB, stim-
ulates the proliferation of T cells
and inhibits growth of the adeno-
carcinoma HT-29. It also binds to
decoy receptor 3 (DcR3; TNFRS-
F6B) and HVEM.

HVEM (CD270; TNFRSF14) is a mo-
lecular switch that acts both as
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FIGURE: Overview on LT3 — HVEM — LIGHT — BTLA network signaling.

an immune system stimulator and as an inhibitor. It is expressed in T cells, B cells, natural killer cells, dendritic cells and endothelial
cells. LIGHT is an immune stimulator that contributes to dendritic cell maturation and T cell expansion. The immune suppressor BTLA
functions in opposition to LIGHT in suppression of naive T cell expansion and induction of Treg cells. CD160 acts as an immune
suppressor through its interactions with HVEM. The checkpoint receptors/ligands system HVEM, LIGHT, CD160 and BTLA
(CD272) is part of a complex network of overlapping receptor interactions that function in both immune stimulation and sup-
pression and which is a potential therapeutic target for treatment of autoimmune diseases and allergies and controlling

antitumor responses.

PROTEINS _ sIZE | SOURCE ENDOTOXIN SPECIES

BTLA (human):Fc (human) (rec.) CHI-HF-210CD272 100 ug  CHO cells <0.06EU/pg

BTLA (human):Fc (mouse) (rec.) CHI-HF-211CD272 100 ug  CHO cells <0.06EU/pg Hu
BTLA (human)-mulg Fusion Protein ANC-542-020 * 25pug  CHO cells N/A Hu
CD160 (human):Fc (human) (rec.) CHI-HF-210CD160 100 pug  CHO cells <0.06EU/ug Hu
DcR3 (human):Fc (human) (rec.) CHI-HF-210DcR3 100 pug  CHO cells <0.06EU/pug Hu
HVEM (human)-mulg Fusion Protein ANC-531-020 * 25ug  CHO cells n.d. Hu
LIGHT, Soluble (human) (rec.) AG-40B-0009 10pug|3x10pg  CHO cells <0.01EU/pug Hu, Ms
LTBR (human):Fc (human) (rec.) (non-lytic) CHI-HF-220LTBR 100 pg  CHO cells <0. O6EU/ug Hu
LTBR (human)-mulg Fusion Protein ANC-536-020 * 25pg  CHOcells

ANTIBODIES _ SIZE | ISOTYPE APPLICATION SPECIES

BTLA (human), mAb (6F4) AG-20B-0049 100 ug  RatlgG1 FACS
BTLA (human), mAb (ANC6E9) ANC-272-020 * 100 pg  Mouse IgG1k FACS, FUNC Hu
BTLA (human), mAb (ANC5A5) ANC-372-020 * 100 ug  Mouse IgG1k FACS Hu
HVEM (human), mAb (ANC3B7) ANC-270-020 * 100 ug Mouse IgG2ak  FACS Hu
@ LTBR (mouse), mAb (3C8) AG-20B-0041 * 100 ug  RtlgGlk FUNC (Activation) Ms
@ LTBR (mouse), mAb (4H8 WH2) AG-20B-0008 * 100 ug  RtlgG2a FACS, Ms
FUNC (Activation)
LTBR (human), mAb (ANCLTR2/9E2) ANC-267-020 * 100 ug  MslgGlk ELISA, FACS Hu
. ® @ For in vivo Studies * Different Formats available!
AdipoGen @ A . 4 4
—_— APPLICATIONS: FACS: Flow Cytometry; FUNC: Functional Application; ICC: Immunocytochemistry; FORMULATION: PF = Preservative free

LIFE SCIENCES IHC: Immunohistochemistry IP: Immunoprecipitation; WB: Western blot SPECIES: Hu = Human; Ms = Mouse; Rt = Rat; Rb = Rabbit; Prm = Primate



























