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The enhanced activation of the B cell receptor (BCR) signalling cascade is a crucial < Q\/O

contribution in the pathogenesis, progression and/or maintenance of B cell leuke-
mia, such as chronic lymphocytic leukemia (CLL). Recently, the irreversible Bru-

WHLQ DQG SKRVSKRU\ODWLRQ V L-svklyded. BHophonylgtioicsitesd/ligplightedd @een, ne-
ZO\ LGHQWL¢(HG UHG SUHYLRXVO\ NQRZQ ZHUH VXEVHTXHQWO\ pxwDWHD WRLGRY U WP 5 HEJHRW LW KH of WEHEARY Y DWMPEDPW R 222 VWULQJ "% RUJ DUH VKRZQ $V VKRZQ LQ )LJIXUH — SURWHLQV

Ibrutinib-
Treatment
6h 1d 2d 3d

)
PPSD
TV./F2 J / N
il LCPL § N—wmwm !o..Ar\/:A:’..__L_A_ ’

\ _ ;VA' l EM.:\RCAD].
Legend \3:]/ L j

ACTBL2 :

{YEATSZ (AyijRMl

Phoshosite

Figure 2: In vitro phosphorylation analysis of the PLC 2/IBTKsystem. $ 'RPDLQ VWUXFWXUH-RI WKH 3/& SUR

6DVFKD (QJI&hhHeYHaas , Martin Wist , Claudia Walliser , Helke Wiese 3 HWHU *L H3¢haktkah Wiese

QVWLWXWH RI 3KDUPDFRORJ\ DQG 7

o Ibrutinib Inactivates the BTK and thus prevents phosphorylation of the
3/& VXEVHTXHQWO\ DITHFWLQJ FULWLFDO SDW
dramatically reducing the survival of these cells, causing the success of
this high potential drug.
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e 'UXJV WDUJHWLQJ RWKHU FRPSRQHQWY RI WKH
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tential prospects for combined treatments.
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Despite these successes, the underlying changes, such as modulation of phos-
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and/or protein levels, induced by lbrutinib, are poorly understood.

Ibrutiimiio

CB292

CD19

Idelalisib

KO R AKX RR AR KRR R AR AKR AR A RN KK RN R AR KRR AR AR ARARRR
i KAISSLAAT SRS, U

A A DI I

-log p-value

| I
- R(PSe o
( : OO :

-log p-value
o
[©)
(@)

A)

log Ibrutinib/DMS 2 log Ibrutinib/DMS 2

Figure 3: Effects of 3d Ibrutinib treatment on the global levels of A) proteins and B) phosphorylations in

human B cells.
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Figure 5: GO-enrichment analysis of proteins and phosphosites regulated upon Ibrutinib treatment. *HUPDQ\ RQOLQH FRXSOHG WR DQ 56/&QDQR TKHUP
“LRORJLFDO SURFHVYVY DERYH DQG &HOOXODU FRPSDUWPHQW EHO
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to its importance in the development of leukemic disease, proteins of the BCR signalosome are targets of novel
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being one of the most promising among them.

, I \RX DUH LQWHUHVWHG LQ RXU ZRUN IHHO IUHH WR IR

KLV ZSSN ZDV L%SSEIQ&IHD\?V GHG. E\ WKH_ '")* WKURXJK 6) % s a cor¢ [ty the BUPN offers Bervices O \prddeQndc research, to initiate

RZ WKH

D GLJLWDO

FOLQLFDO WUDQVODWLRQ LQ OHXNHPLD" ,167 D QG EantdavdleBse/dHnddil orl Sgbakiin/W\relsepiwigit bur Rémapeag el

medical faculty, Ulm University.

sebastian.wiese@uni-ulm.de



