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Project Background: Chronic lymphocytic leukaemia
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CLL: chronic lymphocytic leukaemia; MCL: mantle cell lymphoma; SMZL: splenic
marginal zone lymphoma; B-PLL: B-cell prolymphocytic leukaemia.
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Chronic lymphocytic leukaemia CLL cell surface marker:
(CLL) is a type of slow-growing CD5 + CD19 +
leukaemia that affects developing B-

lymphocytes with a high incidence.

doi: 10.1038/s41571-019-0239-8.
doi: 10.1016/j.critrevonc.2016.06.003.



Project Background: Treatments

BH3-mimetic Drugs: Venetoclax Venetoclax is a Bcl-2

Intrinsic Apoptosis Pathway
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Intracellular stress
(hypoxia, DNA damige, oxidative stress, ER stress)
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Hypothesis:

CLL cells can be killed by

Venetoclax, and Emrisacan

Apoptosome

tad can strengthen the effect by
activating necroptosis.

doi: 10.1016/j.ccell.2018.11.004. doi: 10.1016/bs.apcsb.2021.01.003.
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Venetoclax Kill Curve
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Drug Assay on CLL Cells

% Live Cells

EMR Test

EMR(uM) O 0 25 25
Venetoclax - - +
Live Cell Concentrations (cells/ulL)
TNF (10ng/mL) - + + + + +
EMR(uM) 0 0 1 5 25 25
Venetoclax (2.5uM) - - - - - +
CD19+ CD5+ 92.29 210.92 211.49 | 229.09 | 426.04 64.18
CD5+ CD4+ 6.32 8.19 8.71 8.73 14.33 6.61

Emricasan & TNF

%Live cells (CD5+ CD4+)
%Live Cells (CD19+ CD5+)

CLL cells are not sensitive to

killing by Emricasan
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Drug Assay on CLL Cells

TNF (T): 10ng/mL
® %Live cells (CD5+ CD4+) Biri (B): 0.5uM

®  %Live Cells (CD19+ CD5+) Emrisacan (E): 25uM
Necrostatin (N): 50uM

In Vitro Drug Sensitivity
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Summary

* CLL cells are very sensitive to Venetoclax.
* CLL cells would show resistance to Venetoclax (20%).

 Emricasan is a potential way to solve the problem but it can not be used

with TNF.
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Experiments: Genotyping

Ladder 219 828433 der gﬁnff) 655(new) 643(old) 655(old) ° DigeSting the Samples
* PCR
. * Preparing a PCR mix vial
* Preparing a PCR test
BAFF * Running a PCR program

641 642 643 644 645 646 647 648 649 650 651 652 653 654 655 656 657 658 659 638 639 640

* Running a Gel
-I \ w

Ladder638 639 640 X 641 X 642 X 643 X 644 X 645 646 Ladder 647 648 649 650 651 652 653 654 655 656 657 658 659
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Created in BioRender.com bio




Experiments: Mice Bleed (Cells sorting
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Experiments: Antibody Titration

CD45R0O BV711

Clone: UCHCI, Vendor: BiolLegend

Samples: VDBR

Cat #: 304236, Lot #: B360137 Use: 1:25
Titration: 27/7/22
Unstained 1:400
] stede. P )r:w
CD45RO BvT11 1:50
CD62L PECy5

Clone: DREG-56, Vendor: BioLegend Samples: VDBR

Cat #: 304808, Lot #: B347508
Titration: 27/7/22
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