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Abstract

In patients with chronic myeloid leukemia, wild type and secondary mutation of BCR::ABL1 fusion
gene can activate downstream signaling pathways, leading to the occurrence of cancer. However,
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mutations in BCR::ABL1 confer resistance, potentially affecting the effectiveness of tyrosine kinase
inhibitors in the treatment of CML. T315I has the highest mutation rate, which is resistant to all
first-generation and second-generation TKIs. Ponatinib and asciminib have a certain effect on it,
but the high incidence of side effects of ponatinib, such as cardiovascular toxicity and liver toxicity,
still makes some patients in trouble. Neither is listed in China, making it difficult to buy. Therefore,
the third-generation tyrosine kinase inhibitor Olverembatinib developed by China has solved the
treatment gap of patients with CML with T3151 mutation in China. In the current clinical trials, Ol-
verembatinib has shown good efficacy and safety, and the future is worth looking forward to.
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H 20 tHag Lok, S8 A g7 A G2 F ) 350 0 S A 81 1 I i e e B B SR T ke Tt IR ok
T SRS R E U (CML) & — P B8 AR IR, R AR 10 TN 1~2 . B2 52
W 1 ML B 15%, KR IR ALAERRFE 67 % . 9 ‘SR 22 S 4L (R R A= By fr, T A BCR-ABL
RE R, HRIHE A P210, ERAREIRMEGETE, M2 MR AR, Bos NiEE
555 SRE, CHMBEE, RASEEEAMMBEYIRE. /£ CML BEF, 95%HM Gtk
BHE, T P S BRI 1 391 15 ZE S ) Pherids 40 M HR 512 B e #5461 BCR-ABL S S K=, 18 hi
IIRNEAB B BYEICP). IEAP)RI A II(BP), R&LIEITH CP-CML 2B E T 3 £ 5 N
HE N AP-CML B¢ BP-CML [1]. 2001 4F, S8 JERIGIN, 8008 R M 1o i og A I 3 i 88 1 T
A ENEME PR R R A TKIEY B, RIgE e, TS BRI A UEE IR, IR TR
RIS TS,  EARTLE ISR A R TS AL A A7 AR AT W, EURN 245 1 tH IS5 A R T AR B v (1 s
JEAHZK[2] [3] [4]. 7€ Busque % N[\ — 072, —£8 TKI VAT SR IRIT R R K2 57% 2 TR 32,
43% & T2 . SR1fT, B GEH0IT R, 52 BN TT R SEH WIE R, B EER— &
HEK[5]. PR, 29V 25 tHER, R 7 ISR A A — T B KBk

2. T RUBR A EG AT B0 R 25 4L )

P e R U o 77 (TR i 245 2 — A~ 2 IR 3R IO 45 51, FOPLI 32 2293 2 BCR-ABLI AR M AT JEA S [ 6]
BCR-ABLI1 FEAH 4 i 24 WL F Z A0S 2 5 A M0 & 2R 0 NGB0 AR 1% . 2990558 1 I S i vm 1
EM T 20 R APE . miRNA BRI 5E; AR IERT 25 F 222 BCR-ABL JME§IX RAE, Hixd
BCR-ABL B X 4p 545 5 &4 . BCR-ABL i &iA[7]. BCR-ABL i/ [X R4 145 P-loop- Gatekeeper
BeL. SH2 454 XAl C-lobes itk loop, A & UL P IARASAN T3151 RAF . XLERBIK T 7 TKI 5
CML [ it e FTifE A R A K. T3151 & TKIs fERHWT ATP 5 ABL Bl4S & [ B ik Jk 2 — . 11 T5131
ZRAZARIT TKIs S5l ATP 45 & ESEER s 1Ak, EnTRE S ABL B L8 A 3¢, Ml
#il TKIs & ##1 BCR-ABL fEH[8]. FE—DUREB LM Bon, EFDEE. JBi%E e ML & e
B T3151 AR L, AR H 250 HIN 12.3%. 27.3%F1 34.1% [9]. 55 =4 44 %5 JE A2 DU AR
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UK JE AT LA 2] T31510 98 Jo 5 20 B I BRI M) 751, HLORBRE I 70 7450 LAk 5 1315 Bk
SRR Sy, WIS ATP 45 AR S5 5 73101, (Hig THo0 M8 EE AT BEE, # FDA $2H
THRAEE S . BRI AN, AR RAR B A RO Y S BRI g B SR 2 0 R (1]
5 ATP 564+ TKIs AH L, BTPEK JEAE A EE ] C-lobe LI A & Ik 45 & 11 AR (K AR A4 401 771, HOWHELE T3151
FEN [ ATP 25547 i RAZ ) TKIs T 254 PR FRE PE(12], (Hi T HIFREFE LT, A S, BAR
i, Bl EORERZ N 25 R A, B —1R001 BCR-ABL #HIFAMM ZE e ik T3151 i 24, AL nT Ll
XF % it BCR-ABL RASARZ I T2 (4] o

3. REBERHBAH

BEEE B H4: DP00605, D824, GZDS824, HQPI35I, i /e, HIEE )& E &K
PR =X BCR-ABL #ilf. & R SCHEBRER RS, TERL T T 2 M HA-Z R AR N 45, R 45 G IR
B AR R AT 2N BCR-ABL B[ 13]0 7EATS5AL) £ 00 5 Fh RS A g 1 /1N BRUBSE B opr, A0 R B 2
Je R LLA e B A BCR-ABLL S RARA IR A K1) Ba/F3 A8, JRRERS 7#W 1
T3151 BI/NRAFIER[8]. 2021 4F 11 H, 3k NMPA A b i F F-96 77 15 (T i 2 BR S B 1) 57 24 . 2022
ECSCO CHBMEMAHRIZIRY i “BWEEE ) ” fEAME T3151 it 25 MBEE 525 TKI V97 (132 e 3
BEMERR[14].

TP 7 BE BRI —WIERRE, AT 100 AdgHm: 86 A, . 15 N), Hif 84
N(83%) 152 1k 2/ Wi DL b BB SRR I V6T, A 63 N(62%)FAE T3151 "4, A 12 HIfFER
G RAE 0k 5 YT, FE AL TR S A ) BB 25 T, 100% 8.5 553 T CHR, 71.3% 0 & SKHL T CCyR,
55.3%i% %] 7 MMR. JNi#d 455 CHR. CCyR. MMR 73510 85.7%. 40%. 40%. W] LAE HEEE
B ext T RE i 245 B — e A Rk . 2 LR T315T AR R) B F S CHR. MCyR. MMR
FIELB 2350 100%- 83.7%- 73.1%; N %R T3151 RAEE FHHF 80%. 54.5% K 54.5%7 ) SLBL
WIEFR. S ABERE, M, &3 T3151 SHRAS MR &, Bon  BE [ 8 e xf H ey
S BRI AN, FE 12 BIR A RAE TR, A 7 BISHL T MMR, 3 6528l T MR4.5 [15]. Zabriskie Z5 5 Gibbons
SNMRE R 1) 48R 2 580026 RASR AT R B A 58 —AX TKIs BA mfEm 251 s 2) —Lfb S RAL A
H BT REX g B B A PR 16] [17]. MirEm b il T B 8 e X 2 A R RIFEH . H
TR, AR T KA ZHIESE .

HQP1351-CC201 1 HQP1351-CC202 A&VL4 NFFJE i — Wl R S, FE3EMEH L NER T T3151
M, BB BB A X BB E T M 4. NALT 64 iR, JLhEElE 41 A,
BLAEWS R 47 55 IEIAA 23 N, AR N 41 B0 S =EBEYE, 1SR EE T, 100%5E8 T
CHR, 82.9%5Z3 7 MCyR, 70.7%5£Hl 7 CCyR, 58.5%52H 7 MMR. 36 ™ H Lt AR N 86.3%,
SRR N 95 1% IR MR, 78.3% 8 #3545 MaHR, 52.2% %% 315 MCyR, 52.2% £ #3453 CCyR,
47 8% #3143 MMR. 3 £ PFS N 57.1%, OS N 69.6% [18]. —JISzub A — Wi seat 45 AL, FEIKIE
BT BLTE L JE T T3S 24 8 A BN R A 35tk

ERE PRI Z HG BRI T, )5 7 B BB e TR AT B SR B3 A0 2 g e AR PH 1 ) &
B E R RE[19]. NLT 30 i3, HA CML-CP A 23 1. CML-AP A 4 . CML-BP 5 1 i1,
Ph+ ALL f5 1 . 30 B3 #5224 3. 4 FI=5 Fl TKIs 43 514 1 61(3.3%) 7 #11(23.3%)~ 8 151(26.7%)
19 1(30.0%). T4k, A 21 511(70.0%) B FHH52 7GR R TAREE;  FTPEKJE TiALEE 5 91(16.7%);
T3151 F748 12 41](40.0%) - 75 21 1 PT PEAGTT R 835 H1, 17 491 ] DAPPAik 40 Bgt A% 2% ) B2, Fo A 10 151(58.8%)
SEHL T CCyR; 78 21 Bl 835 h A 9 461)(42.9%) S2 3L T MMR . CML-AP/BP/Ph+ ALL H145 50%5231 T MCyR,
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25%SEHL T CCyR, 40%SEHL T MMR. BRitbz 4b, 7821 1 F, T3151 RABEA 8 4], dF T3151 /A
%, HikF| CCyR. MMR 735N 62.5% vs 55.6%F1 50.0% vs 38.5%. BEATAE FH 98 B JE 1697 18R g W )
B, EHEAREERHERE, B 55.6%3K1% CCyR, 54.5%3k43 7 MMR. 7EEEAEXTF 78K R 251 5
B EH 4 BISE] T . 2SR RIREIESE 7 BT B R AR IR ST MR VEIR TR A0 M 1 v, Rl 24
i T3151 MRt . (EEASE R AR, XS TE T AR RETE L, YPPEH T AR A, £
28 TKI VYT R S8 ah 8 Je K BT pa K Je i 24 AbF CML S [F) i B 8 A0 — @ AR

4. REBBENREM

WHEHE, R RYEPRAE T 5 T2 5.0 08 SR HEE A W\ 2 msER, Ok
PEAER /8] RIS FEEAN I AR S Hh s 1 BB aF ) e, FRARR TR 1RO A8 A LA A ZE A
— ISR R ZHERN 1~2 FAR RN, 78 101 BlEEF, JEMBEA R RN, A 85.1%HE RILH
Fe Ik R U s R g Hh =R MUAE(10.9%) « 7E R 3 IR 25 A RO /MR E o 51.5%,
40 2 b 20.8%, FTMLEE &5 16.8% [15]. 7 - WIszib b, 18k 2 i LA IR AS KRB 53
A SR IR I HE (70.7%) . FAIL(70.7%)~ AR (51.2%)  H PRI Mgk 2 (41.4%), TR LK
5N SR LI A2 B R B 2R U (56.1% ) WLER BT 151 (56.1%) « ALT F+155(43.9%) AST F51(36.6%) -
XTI I, MR E . FE . AR E . TR SRR D 23 IR 78.3% 69.6% 56.5%
26.1%M BRI, HAREREMEHI T ERVUE. BAK. SIRMESIERIE18]. 1EIT2% ARG
], RIER T Rk, AR TTE KEERUSL, HARR S50 T7 A OCHIAS B S 23 Bl 5 I [8] (R HER T T B
REZH™ A R S I ) 2 B ARSI E [ 13]. RS e, £ PACE R, ™EZ)
JB P 2 <A (oo M L6 R0 9 ) LA ) R K LA A B A 20 AR A 31% A0 6% 1) & (201, — I HLER—
2 TKI AH IR0 LB AN BN K AR AS RS B R S 3, #6525 g0 B JE 1O I8 S B ik e JRURS: fie
HEUR RN 40.7 (27.9~59.4)81 9.0 (4.1~20.1) [21]. Byrgazov Z&HF 7t 28 B BN A M 4l 5 e 7 B, %of
THE AR EWA T REA L AT ™ B A B RS [22]. L, ek gy e, B B g B T2 et E e,
(ER QU e AT T 2 S e ol

5. RE

WU B e AEE T T3151 SRAR AL 3 b R B 1 AT AT oM 22 ax vk, MR AR MR 4 A
P BT R T AR, I B O B AR g B JE RN K JE iR 26 B IR RO 5. BT U IR IR
WE NIRRT 251 18 BN, FLM JC bR R W B R B8 Je R L i 2 15 & r b A FL, X
B)LERFLIT IR, ARAGE T B DY R U RV .
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