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Abstract: Sab (SH3 domain-binding protein that preferentially associates with Btk) that is also called SH3BP5
(SH3 domain-binding protein 5), is a scaffold protein on mitochondrial outer membrane in the modulation of
mitochondrial function. Sab not only combines with the tyrosine kinase Btk (Bruton ’s tyrosine kinase), but also
binds to the serine threonine kinase JNKs (c-Jun amino-terminal kinases) and p38y. Thus Sab can regulate B
cell antigen receptor, mitochondrial JINK and p38y signaling pathway, which is associated with the critical
physiological function, such as B-cell development and differentiation and regulation of mitochondrial signaling
transcription.  Inhibition or induction on the expression of Sab can ameliorate the diseases arising from the
abnormal level of Btk, JNKs and p38y, such as nervous system diseases and liver injury. Therefore, Sab could
be expected as a new target for drug development. In this article, we provide an overview of the structure and
functions of Sab and its relationship to diseases of diffuse large B-cell lymphoma, nervous system diseases and
liver injury, aiming to provide new ideas and theoretical basis for the development of new drugs.
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(Src homology 3) ZEMIkARSE GI—FEH, MmHN
Wsche H #: 2017-10-25; &l H 3 2017-11-14. Sab (SH3 domain-binding protein that preferentially
S o I R B IR G R G LR A %Y associates with Btk) (1. BT % 12 3
(2017-12M-1-010). " . L
*EIIE# Tel: 86-10-63165172, E-mail: yanli @imm.ac.cn SH3BP5 4ifit, w4 Xy SH3BPS (SH3 domain-binding
DOI: 10.16438/j.0513-4870.2017-1054 protein 5) & [4. 2002 4 Wiltshire 2529 1l Sab &




496 * #2424 4)  Acta Pharmaceutica Sinica 2018, 53 (4): 495 —-499

AIE R 5 INK (c-Jdun N-terminal kinase) 4547
B . BEJE Court 2Z:1¥% 7 Sab & (A AT 4% p38y (K
A SAPK 3, stress-activated protein kinase 3) i i {4 1M
Bl . 5 Sab B AL A1 Btk INK 1 p38y 21k P
PISEEBNG, 2S5 B M A K R T Fl R 2k
MG SRR EA IR, B, Sab EEEAEZ
o E B O AIER, HEMN NIRRT
TETESE S . AL FEST Sab AWML Thae L 55K
12K B 4HHUtkELR . RGN . SRR R
BATERR, A5 Sab S IGH A i k2t 2% .
1 Sab &EBBILEHEFFIE

Ngwtd Sab & [ MEEK (SH3BPS) fii T 1 5%
gk 1943 £, HITUREAESE A 1275 MR,
425 AN IERRIRIEL AL R, X 47 &l 70 kDat 4,
ZAENATE Z M R Rk, . WREAE . BaiR .
HRE. RS . g8, NIRRT RS, JCHAELE
FE 25 B 0 S LA O rp st

Sab & H oA TR SMNE, i 1 FiaR. N i
FELERLAR AN M, 2 — AN e A ) LBk 28 A A 46 ith
e, Kb s —AeeE SH3G A R4 Mk, Zekifk
HMESMUNE C o A K FER U5, By 2 e
Ji T B S A A G %E  (kinase interaction
motifs, KIMs) 1 4 MFET C iy 12 Ab 1) 22 S e —
S INK BEBRALAT 512, Sab & (145 #) 5 SH3 45
HERAAFAR, B Sabi H K SH3ZE A X L2
R & 7 741, Matsushita 2555 Sab ff) SH3 45 & X
BRELMARE & 75, (HHEETE R e 2 I
R BUETELE .

=

RN

4

e

N-Terminus

=]

I

C-Terminus.

R nn

((RIRIRL

Figure 1 Structural features of the Sab protein. 1. KIM2;
2: KIM1; 3: SH3 binding domain; 4: Myosin-like coiled coil;
OM: Mitochondrial outer membrane; IM: Mitochondrial inner
membrane
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& B Aot )R %k (B-cell antigen receptor, BCR) 15
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Figure2 Mitochondrial INK signaling pathway
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4R B8 (diffuse large B-cell lymphoma, DLBCL)
AR I, 60% & R 4l il Sab Pt iR K1k A FH
PE, 1 H.7F CD5" DLBCL #li%{k B 41 ff (activated
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P . Tat-Sabye A8 FEARIE VE SR P A2 B A Bk EEAL
T g B 3k S8 A B 7, 8 0 4 A S LS AT 4 T R
2 IR R INK HEAr, i THY S oE, 35
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IR IR g BROTE A DG MR & o R AE o DRIk HE W,
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I T 5| A R R BRI A ARAE B 2R Lk sk i
05 (A 20 JORE AR T2 R AT 4 005 55 50, Sab 3R FIE
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