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BRI AT AR AR, 8 Al B AR R A7 TE I RE ST
RIFDIRE, WAENMESEEE G, PR ShikZ
() P AF B P L PO 5 A2 4R % i LA o 390 =z [ ) A
HAER. W4 E A EAE R B AR, S R
HEREAE . 7 AR A AR A R Rl AR
D THEFLEUEAESKRMIEAAFTE, MAER
JNERIR; BRHAH AR R TR], B b4 & o AR R
W BRA A B FH A SRS 22 4y, 55 i R s R ELARE
ST BN A, B AL T S AN W ML A5 A 5 BT Y
RAS TSR B W B A B R A ok s &
ARSI B

B 1 5 ) B3 )5 18 i (post-translational  modifi-
cations, PTMs)7EPPIsii¥s b &3 T 1+ HE/EH,
[F]— & 11 19 247 05 DA B 22 i i 22 (] P[] sl 4
20 18 B 1 R B A RS R 9 1 5 2 R 4% . PTMsid
B T I AR AL R A R 1 3 A S i B &R
J ) SRR AR T, — S E PEAR I 4t n] e R
it 2 5 R OU T 528 M b B R A gk L 3L A 45 4 10,
HILPTMA H 34k . . mkie . B Lz L% B
i, Al kA AR R (lysine, K) . K52 (arginine, R)
72 R (serine, S). ¥ % M2 (threonine, T) % & ik
(tyrosine, Y)SEZFLFRFEEL . B A A PTMsAT i 1
MCAE R R LM | SR K PN g A 2t R SR, 1R
AR R R A 0 5 R SR O 4 S, AR AT VL B4 s i)
N B S AR S T T B 1 B A L s R A
e, m K A BB 4 8 (AR AR A &R ik
Hb, PTM SIS HAE AL N e A7, 2B . B SR
Vi) 2 98 97 4 4 5 - 2 A AR, s i R R e
PEZN, —BEROLT, N E ARG S 4
R A T A AR RSE b 55 NI 48 i 37 Ak 4 B A ELAE
BEEAKET . SN SR T, BEAEEBG
Bl iz R O R LR A B i B AR, TRARR
[Fi) SV 440 J o7 114 B 145 DA R AR A ELAE .

1 WALz

FY A 16 W e e 22 A A 67 e R R PR B R 1) 1
RONFIERKYE, S5H YA BT 4 1R, AR
WA R M Al R 32 DX SO AR E A PP ) = 4R S5, Tk
S8 S AR R AR AR AR AL 4 R
A5 21 3 A0 28 TR Ak Bl T AR B i e, RER— Lt
R 9 A 1 45 R P 2~4 55 A R A R R AR R TE Y
FHEWEF IR G XKL L5 ADD
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(ATRX-DNMT3-DNMT3L) ., 448 HEEFH . 48T
TR AR B 45 k4 4% (bromo-adjacent homology, BAH) | 4t
6, 5t 4% (chromodomain) . ¥ 4 (% i 1 (double chro-
modomain, DCD) . & fikiJi 45 #4345 (malignant brain
tumor, MBT). #a 4 [a] I 545 45 #4 4 (plant homeodo-
main, PHD) . = 8 Tudor4t#4 1 (tandem Tudor domain,
TTD). Tudorsh# ik 55,

2H 7R 11 2= H LK i K DM 2A 4 S R ) FR 4k 1
T 0 H3K 3634 1k H & AE 2 W Ak e iy, X HL 25 44
5% & B, H3K36me2 5 KDM2A%: & HE i — 1> UTE
WG, PEREE H G34M P38E FE iR 4% 3L 1Y 4% 5 7] &
Y. B FHH3 | G33-G34-V 35-K36me2l &
YA4LX LR LR 7R I 5 KDM2A B ## i, Hop,
G34-V35JF Wl 1Y 43+ N &4 DL ) V35 5 KDM2A
K 323 1) il 4% 5 [A1 F1F2341% 8 34 Z [A]JE B 1) i 7K A
fEH, F&5E H3K 36me2£ Jik BL7F G34%: A I K i 25 il
1M P38{2 it H3K 36me2 ik B N 55 24~ 25 th i 1k, BB
MANUEEIE. fEid i g, KDM2ARQ181-M191
RA A BN RS2 A PR3, K323-F324
FOF AL, AUE B — 78 19 38 38 DL 2 90 FE N
H3K 36me2 Jik Bt 1 G33-G34, [A] iif il JE i — 1> ¢ 3
B AR Y Ik B vhot X, K DM2ATE iR &
WA R BN L86A FIIE B Jz M I K 323A/F324A 55 5,
KDM 2A X H3K 36me2(1) 2= F L Ah i A AL 16 PRI T
60%. KDM2A 5H3K36me2(JiH BIHE, s T
KDM2A TR G YA w9 e S, A 2 ik H 34k
B H3K 4, H3K9, H3K27, H3K79F1H4K 204
A1,

2H 4 25 F 3L AL R IMID2A 5 HLE ¥y F 3L 4k i
H3K9HIH3K36JE Al & f AT A4 Ty, SR S B X 41 4R
I R o7 1 i U A A 2l B 1 & A 2 R L.
IMJID2A [ 3 Tudor 25 4 1k, T il — 4~ W T+ 45 X
AL FER S5 4, R kb 5 & A W 3k AR A& 1 1Y)
H3K45 HAK2045 &, X L i AR 45 /i iiF 58 & 3, %
Tudor 2 #4380 1) 34 05 B Tk 2 L R 5% LT L — A
T2y, HA S 14 Tudorfi A (motif) i A% A 0. 2 S 1R
) 4 AR AR FH B S T4 A I R S R Bk
H3K 4me3 1 HAK 20me3#f 5 IMJID2A 4 45 21 tudor £
FA IR N 34 75 7 R A R BR AR I AL B P45 &, 1
F 11 58 11 A 2 H. 5 IMJID2A 114 tudor 45 ¥4 35, ;N A [\] 7Y
AR FRELLE A R IMID2A 1 Asphk 5t 5 i W ik
B Argh L (I8 B2 1 Fn&URE, IMID2A [ Asp945



5 H3K4me3f Arg2tH HAEH, Z18 FIHAK 20me3fik Bt
e, 5 2Z AR, IMID2A ) Asp939-5 HAK 20me3f)
ArgloE B 1445, #1255 H 5 H3K4me3 2 [1] 11
AHHEAEH; IMID2A () Asp939-5 HAK 20me3i Arg19fF
AR B M R MR o — 3 2 R A AR, 4
Argl9% 75 J Alals, IMJID2A 5 HAK 20me3 i1 3 Fl 1)
TR T 25545,

21 2R 2 R P LA B N SD 23 13 HPWW P45
F sk, AIH3K36me2, fit iE NSD2# #1 55 21 #2% /MK,
PE— L H3K 36me2, e ik 40 3 518, 7 G301 A
LS, HERCIR B T hMutSa. (hMSH2-hM SH6)ji it
hMSH6 i) PWWP £5 #4 3ak , 15 422 15 01 = 3k Ak 1%
H3K36, #AZERNEEEC AL, Bl kY (o A A B Bt 5 |
A DNA & il o & o, 3F i 4E £ i TR R e
(microsatellite instability, MSI). X 45 ¥ 0F58 & BH,
hM utSa 1 PWWPZE5 #4351 9 Y 103, W106#11F133 34~
I5 T I G L R A% L [l 4 H3K36me3, H: rh w106 F1I
F133 11 Jig i S ¥ R k) G2 R B 2= Al M 52, (LS5 &
H3K36me3". .41, DNA I JLHE R4 it Dnmt3aii i H
PWWPZ5 35, H 57 PE I H3K36me3, 4~ 5 AH I iz
S5 T DNA 1L ING21#% PHDZS #g 3 %t = F 34k,
161 4 H3K 447 AR 3 14 2% A, 7 DNARI 5 3T,
211 g 4 O 45 3 R 19 0 B0 1 X 3R R HAK 4me3 i i,
BEING2HH 5 =iz sh 7 X 3, FE HLAA T sk il 1
FHhSin3a-HDACL4 & 1 % 4 WAL B 2 & W e %5
BT XA, T B3 X ) s HPLE i
H:chromo®h s, 45 5 1 Hl 55 B Ak 184 1 H3K 94%
A, dERE LN U AN S (0 R KRR DNAS
3B}, NBSLAYBRCT 24514 4 H # 5 H3K 36me24 &,
PeAF 55 75 DNA XU 10 17 45,52,

53BPLAY 4™ 5 B Tudor 5 Ak iy 5t T Ak 1) 44 3 R
I B R — MR 48, 5 H 3B i 1
H3K 79454, #iiH 5: Z DNAXUEEfl 15 17 1, K 3%
DNA XUt 13 /857 2R U T RE, A5 F UiEDNATR 1 46
A FIE A 4. DNA R4 3% i Dnmt3afi ADD4S
Fa B R S 5 4 B T HBSE 4, H3 NS i — B84
JE R 5% A& M ik 5% i Dnmt3a5 H3M 45 & 2% it 77,
H3K4Z kAL . — B Ak A = B 5 Ak 81 e H3T3, S10
ATLIBE AR AL RERH 1E — & M2 A. KA LB iy
H35 Dnmt3afi) AD D45 #4) 3ak A5 118 5 19 35 F ik, i 3R
ADD%E I 5 b 5 s CD Z Al I 45 4, B
ADD-CD%54 % Dnmt3a’5 DNASE A (1 BH 55 F At

A AL DNAH AL 1 i B 7R FH, £ 2 Dnmt3afi
52455 MDNAH 4L, 1MH3K4me3BH 5 5
Dnmt3a ADD4E i Bl 2 [ i 45 &, ADD5CD45 A B
ITCD5DNA%Z &, ffiDnmt3akkF H & 1)
MPS[S‘LSS].

AR B, W I A B il SET7/9 5 B-catenin4h
Ay, AL H K180 & & A FH Ak 806, 31k
1& i 19 B-catenin B GSK-3B 1 7l If: 4 5 B iz 1O,
NURDE & MTA2 SANTZE#435, fig 5 H3K27me3
kg A, B S8 /MEES A, BAE A PR B
EZH2¥H 55 R R L [ anTSC2, #k— A1k TSC2)H
1 X2 A A H3K 27me3, #IiI TSC25% 1k, #k i
i E A & A1 DNATR A I, SET7/95SIRT1
S5 45 1 0 11 Ak H: N DX & A= o SR TP Ak A& 1,
H LAk 61 19 SIRT1 5 PS3fii T, 45 P532. B Ak 14 1
IO Thr, AR 2 M p21 25 2 1k 1%,

B TudorZh ¥4y 38k (1) 25 1AL BB TR 3 A gh A B 364k
168 4 %) 01 % 18 55 K (motif), 38 i 5 HY S Ak 48 1 i A
HRRmotif4s A1, A4k 2 445 361 2 14 7 45 Tudor
gh Ry, Horp 2 /0 25 1080 BE 5 & B LAk 0 #E R
motif (& 454, /0 8FhAELS & o W 3k Ik 181 i) RS
Z IR motif 1985 1. % % 265 Tudor4h #4) 3% 1 25 1 F 5T
K IR, Tudord #4365 H AL B ()RS 24018 moti f 45
A 005 B A L TR AL 58 Tt 5 AR AB 1 1Y) 46
AMmotif4 & T 24—, XHEAFHS54F
[F] —F- T A4 G 2 R ) P -3 25 5

2 LikAbE

O AR B H & A TR B A5 R B, A0 o TR E
Mp-#r& F, H &AL CEAE MR & A5 R AR
SF, UACHAT DG EE RO T AR AR R
TR —FE, £ BEAk A& it BE Bl A% 181 167 st 22 TR
FRILRI> T R/ANFIE K YE, BRItz Ah, BB ihis
AEDE 55 1% R FE PR AR L B0 10 fL M, A R I X U R
EA P SRS, dow 5 HAME A R AR R
AHEAE T, S0 R S AR A A & A

Tl 225y 353 8, BETH & IBRD2fE 5 2
Pk Ak A& A Y Y o B 45 G, AR R DRI O SR BT
BRD25 4 & M 456 1 dn A L5 1 2 W], BRD2M)Ni/R
ZEHIRBD1S L BB i HAK 1225 5, Tk L BEfk
1647 i HAK 8l 4% 5 BRD2-BD 1 — 5% {4 L T 1149 M1 ek 4%
4. BARW E, HAK12ac 4% FINJE F 240 9 5
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BRD2-BD1 I Asn-156F1 Asp-160 i fill £ 7 1, — 1> 43
S f%) ¥ M BO/E ;. BRD2-BD1 Pro-98, Phe-99,
Val-103, Leu-108, Lys-110, Cys-152Fille-162JF i —
A HK 4%, HAK L2ac i) 4% Ab F 57 7K 1148 A B Ak,
i H ¥R At b % 5L 5L 1A 5 BRD2-BD1AY Asn-156 1 N&2
wrELAH EAEH, LLRGE i — A K4 5 Tyr-1130% il
HERIEAE L. 7K 4 F 5 HAK 12ac il 4 i) — I B 1 —
RO A, HAK 12acill B (NG5 — A~ 7K 4+ il 45
G, T — KAy F AR — JEE R HAK 12l 55 1 NG
5BRD2-BD1 Pro-9814 #ik 3L % H2 4L K ; It 4hPhe-99,
Val-103F111e-1621 i 7K 1 5% £ 4 HAK 12ac ) CH3- %
ML 3. HAK 12achik B |- Gly-133-4% | (&5 1
BREE AR T 5 Asp-1601 O8I it &4, IR i,
Gly-13f9 ¥k F I 1) 85 T 5 Asp-161110 & FL B il — A~
FHE A, M HAK 12achik Bt I %) Gly-144 5 BRD245
Ay MiHAK 12acik B I 0 T 2448 A i i Ala- 15 F 5 I
FINFIOJE T, 43 35 Thr-159 £k 3t F1 Thr- 168 ¥k
FIE 24 & 5. HAK 12acik Bt - 5 BRD2-BD 1Yk 1 4%
45 4 1 Lys-8 fll Leu-10 5 BRD2-BD1H5 £ ff 45 &,
Leu-10A4 ¥k 5t 5 BRD2-BD1 |- Lys- 15745 NG ™ A= i i,
AHEAE T, i Lys-83# i 4l 1E H faf (9 Ml 5 5 BRD2-
BDLE WiAR Z si K AH EAEH, 4iLys-8fINCS 1 Ta
HEiE (1 Tyr-153, 11e-154F1Asn- 1561 Fk 4k 4,

AFOE H I Y EATSES ¥ 38 A 5 Hipe S U 4
A H3KOZ Bk & i, o fig 4 55 b 31 0 H3K 27
H3K18Z Wkfk; X HL5HIMTFIY A B, Y EAT S #I1
F62 FIW8BLIE il i — > 0% 7 A & A= & B A& i 1)
H3K QI 7E Ffa], 1 1k )%k R S PR A 4 R ),
[, AFON fig 54 & A H L EDOTILAS &, ff
HE 2 b8 5 DOTIL A S (I H3K 79H1 K24k
) & ¥ 5 SRR o el ek St e, SPol 1145
4 1 BRDA43H 1 H:bromodomains #3%,, 5 i 2.1k ik
BRI B 85 Ay, R DR SR FiE (o2

TE I35 UL A A AL R B, 3% R i FOX 015 4]
HH L OBHEEESIRT2/EIF, FOXOLM i = R £ Bi ik
B KT+, LB B FOXOL 5 ATG745 &,
P& g UER 2 Ak 18 1 E T FOX O1fY i 4
ENL, HE AL L SIRT6/H L FOXO12: £, i
flo, fHE AR, 10 S A A 06 3 ) R Ak
(ultraviolet, UV)HUH 4155 7 DNAS I, PCNA#Z
BEfb &M, 2 BEAk &1 i PCNA 5 MTH2JIE i 1Y &2 &
RBEIR, 5 MTH2JB 25T 1 PCNAFRE T KR FEAIL,
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DNAA B /D, 20 i 8 45 i 14 2 2 11 2 b AL il
p300FIPCAF#EILAKT PHEZE 4 I 1 K 14 F1K 2013 15 %
AR B, IS PIP3ZE A | v 2 41 i AR 4
BERR AL IS, MiZHE A 2 C WL SIRT1AE ML AK T
AR AR ST AR, AR L A ) 240 e R R
RO LR A1 b 96 % 24 1490,

3 ERRALAE

AN 2 A V3K A & kB R LB,
Tl TR 10 Tl TR e A 467 50 B o 3 DX B 45 4 R
HHET LT, ICE A S G, A Z N
TV I U, T S 4 TR B AR RO L SR S RN
HE,

W R L 16 1 11 UEAE-BP2YT & il B A Fa i = 4 4%
PR AR 11, T 5 el FAESS 4 R 15 L BH 6 1h
PAMEIFE . LARTRY 9T &8, 4E-BP2AR A RE M
=YL, Bl DAY XXXXLD (MY 545E
1) motif 5 el FAELS & . XF Hah f bt & B, 4E-BP2
P TI7TAITA6 K AR AL B s, — 34 iYW R 2L A1 53
75 GI9MI G481 & JL it T Y Wi & i, FaE B/ F 45
¥, 755 AE-BP211) P18—R623ixX Bt 24 KL vk JL 3 & 4
JEFE BIB-HT & A, B IRBER B Y XXXXL® motifif
PhiAE, il A R R ARLT S — A 40 e 3 A 4 B- At
B R, BRI el FAETH S Fngh 4140,

DNA X4 5 477 I5F, ATM 5 KDM2A %5 & i 35 1
i, i fk KDM2A  Te32 i ik 1k, # ik 1k 1& 1 i4
KDM2A 5 8 Jii (1) 55 A1 1 RIKFEAR, #1754 DNAXUEE
P57 5 B B9 H3K 36me2 i & T i, 5 f3 & NBSL
FIMRELLSE & W48 5 2 DNA BUHE B 55 07 25, {2 HE 30
Vs . 221555 TR R AK THEALFOX 011 T24, S256
MIS319% L B 1k, S FOX01514-3-3% 1454,
M T FOXOLMAZ /2 MR 5 I 454, (Rt Howi i ia
P20 B SN S A s R A 16 T 9 FOX O L7E 40 it 3¢
rh ¥z X E3i% i SKP2, COP1, MDM2F1CHIP%:iH
BIMEES T, Witz Z-H AR 5
LN PR, ERK 172852 fk X BP1u, MR ik &
i i XBPLUHS #% 31 5 K & A= 4 B AR &1 i) FOX 0145
£, A5G ok 20SHR [ AR 1 R .

WM AL A& 16 1 % Z R p-Y  motifAE # — %! Srcla] &
SEN I SH2TR FI A 254, SH245 ke 355, phy v 6] 15 4% 2 1]
SEAT I BT B B A T 3 () o TiE 4 K., SH225 44
WO RE S AN L BE S s A, i HLER 4 SH2



SERBR R, QTR ZAPTOE 1, SH245 44 1 5 41
BB (%) W5 IR T L B2 PLABP2 I PIP3ZE 4 J5, BB K
Hi 4R 5 SH245 A8 38 55 p-Y (19 32 A g, o i 3R 9 T 40 g
Hh ZAPTOf5 53 .

— BB 2R G H RE S S 1 2 motif (Y B &5 A
WAKTHY Y & A RXRXX ST, £ 3% motif 1) &
A 41 A B EZH2DY | 41 1 OB
/it P300I | i i T %5 11 BADI®Y | E3iZ 2 % 4 i
MDM2%3 | — 4 Ak R & i eNOISI K K o945, H;
i — 225 R AN CK 2, Erk, PKA, Pim, Pak, MAP3K,
AMPK FITTKK 52 15 38 g 55 0 IS 40 4B A L 558 [ 58 1)

motift6>7%,

4 {ZZ AL

EEF kAR ZIBM, kb2 Rz
R AL, 12 2 B 0T 38 3 A R 2 R A a5 1 B IS
Yy, 38 KABFIK 633 15 & i i W =, P A
iz RABME, Bedk &z ZA4H EAEHmotif (ubiqui-
tin-interacting motif, UIM) A4 £ 1R B 145 4. RPASO
AWAFEAUIMS, 535045 UIMLIFIUIM2, =&
A3 5792 2% 3 A B 3T i A ¥ 45 . UIMLRTUIM 222
[B) F— N 22 A K o SR BE AT I, X 1K Y ol e 1 £
TUIMsH: SVE L 5 Lys-63M & 72 RE5 4. 12 X5
fJLeu 8, lle 44Fi1Val 70 M%5E, LA K Arg 42, His 68F1
GIn 491 JIg Wi R BETE J— Bk /N R, Horflle 44
TR AL E, UIMAFIUIM2ERRETR 02 4% F X
A BK R GER, UIM1fPhe 85, Leu 87, Ala 88Fi
Met 9L MMI4E L K Gln 8455 14 i 7 1 358 23 T i, —
M EKSH, 5wz ZMEAK N EA, 2k
B, UIM1H Glu 81/ OcJiit 1 Ser 921 Oy it T 439l 5
Tz ZrhLeu 73MIGly 471 & KN FIE i &
FIUIM1251, UIM2fLeu 109, Leu 110, Ala 113Fille
1140 5% L B2 Lys 112F1Glu 116411%% - A 5 i 35847,
gz 2 s K/N R 44, BHUIM291Glu 1061
Oc¢ it ¥ F1S11711) Oy J5i 43 5l 5 i vig iz R ¥ Leu 73F01
Gly 472 FENEFIE i &5 4h, UIM2rfLeull8
MM EE FILys 1OSMu4% ) B 7 15638 43 4 5l 5 A iz 25
) Glya7 il Leu73%5 & . {HUIMLAIUIM2#E A F1 5
Lys-63HH i 1Y) 5 ik b % 44 17,

I8 1 K483 2 2 B iz AL B IR 1 8 A R vk
FEif, A5 G o 26SHE (M B R 1R B TTTK63%
Rz RALH 5SS O 8 LS. A

T 11 2Tk 54 % 1 P300/CBP, PCAFFIGCNS, 2 Z, k4t
i HDAC1, HDAC2HISIRT6% # figid i1 17 % - [ /i
TR A e 727,

2 F LB R T R R R T R A R R R A
BEf b, iR B s | RIREENL . R g
FEPETY, | GR-DRI T, 12 RESE LM TRAFG 1 /1
FEAKT & 4 K632 Iz Ak 84, ek Ho e 7 31 410 i
5% 5 PDK 145 & 9w wh e Ak s i s 17, iz R ALl
CYLDAEIN il 1% 1 #2178 1t 76 EGF |3 it , iy SKP2-
SCHHiEALAKT & A= 1Z 2 A i R A0 RS 457, 1715 L
JR TR L R A R e UL iR, R
SKP2, Il TRAFAZ ZALBEHAKT, HHIHH T,

DNA# 7 iF, RNF8f# {1k H2A F1H2B 1 Cuiiy 4 A
K63z % & ifi, 12 & {k1& 1fi # RAP8O/UIMC1 ¥y
UIMES R 51, K RAPBO X 5 2 454 I BRCA 143
SERE P . CIit K631Z 2 AL B M (1 H2A #1355
RNF168, i#f—fifkH2A NififIK 13/K 15% 4K 6312
Z A, 12 3 53BP1HI BRCALE & 78 351 403 for 1 i
FIWIE 421808, Y Py gk [ INF, PE27E A% P R
T, P RNFL68 4 b 24 & FI H2A & 4= 32 KAk 181,
S 3BRCA1, RAPSOHIRad51%5: DNA MU i 177 1 2 7
S BE 9 11 25 22 DNAXUEE SR 05 107 o5, 410 il DNASR 173
42159, RNF8HIRNF168(i# fk KDM2A % = K484 B
ZEAL, i E AR, B 5B3BPLY
HA4K20me2 1) 7 4+ 1k 45 & B9, UV 4b B, CUL4-
DDB-ROC141 FH3FfIH4iZ 1k, HEL#Mit 2 E A
XPCEI i 15, #EATDNAT 16 5 18,

5 A

bRTHIAL . Wil . SRR AL ANZ R AkAh, Hifth
A 2 11 -8 B AR B R s s & 4 T AR
EEMER. BERIEIEA . N Bk R
P AR A i = TR 254 EL e 2L, T -5 A ) 0 S T T
FEALBIR A5 F N TR B 4 M e 24 90% LA | I B8 F1
BE AL A7 o5 R e 2 3 1 25 O AL SIRTS IR 1%, B 48 b
() ST T SIRTS S HR ¥ 2 0] A 45 & 2 1 e T B2 11
fEH; SIRTS & A P A 5 FE AR ST 79 24 55 1R (Y 102 F1
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Cellular processes are tightly regulated by functional protein networks, which are composed of numerous protein-protein
interactions (PPIs). Proteins interact with their binding partners through distinct mechanisms, while defects of these
machineries have been consequently implicated in the development of various diseases, such as cancer, neurodegeneration
and immunological disorders. Interactions between proteins contribute to a complicated network involving many
signaling pathways, and these interactions are either permanent or transient depending on the circumstances. Stable
interactions assemble relatively stable complexes, which are mainly responsible for cellular functions under unstressed
conditions, such as the proteasome complex, nuclear pore complex and histone octamer. On the other hand, transient
proteins interactions allow cellsto respond to both intracellular signals and extracellular stimuli timely and efficiently. To
understand how PPIs are precisely regulated, it is critical to know how proteins and their binding partners interact in
precise orientations. It is now well accepted that post-translational modifications (PTMs) of certain amino acid residues
can be recognized and bound by specific motifs. PTMs such as methylation, acetylation, phosphorylation or
ubiquitination on certain protein amino acid residues located on or around the interaction surfaces may interfere the
electrical property, hydrophobicity, structure of proteins and provide anchors or obstacles for intermolecular binding.
This is of great importance in regulating both permanent and transient interactions, which are indispensable for the
coordination of temporal and spatial adaption. Abnormal PTMs can result in aberrant protein interaction network, cause
systematic dysfunctions and ultimately lead to diseases such as cancer. Therefore, inhibitors design based on PTMs
regulated PPIs may have good therapeutic prospects for cancer treatment. Recent studies have begun to show that, with
the right tools, certain classes of PTMs regulated PPl can yield to the efforts to develop inhibitors to disrupt the
interactions between proteins and their partners, and the first PTMs regulated PPl inhibitors have reached clinical
development. In this review, we described the research leading to these breakthroughs, briefly summarize the vital roles
played by severa common PTMs in PPIs regulation and highlight the existence of mechanisms and structural basis, and
explore their roles in deciding whether the PPIs are specific or not. Besides, we also explore and discuss emerging
effective research strategies for PTMsin PPIs regulation.

protein-protein interaction, post-trandational modification, methylation, acetylation, phor sphorylation, ubiquitination
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