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Clinical Characteristics and Prognostic Risk Score Model of Double Hit
Multiple Myeloma with p53 Deletion/Mutation

CHEN Ping, HUAN Yahong ( Department of Hematology, Nanjing Hospital of Chinese Medicine Affiliated to Nanjing
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Abstract: Objective To analyze the clinical characteristics and prognostic factors of patients with double hit multiple myeloma
(MM) patients with p53 deletion/mutation. Methods MM patients admitted to Nanjing Hospital of Chinese Medicine Affiliated
to Nanjing University of Chinese Medicine from June 2017 to June 2023 were selected as the study subjects. They used
fluorescence in situ hybridization (FISH) to detect chromosomal changes and gene sequencing to detect pS3 gene mutations.
According to the detection results, a total of 180 patients with p53 deletion/mutation were selected, and these 180 patients were
divided into a p53 deletion/mutation-only group (control group, #»=73) and a dual strike group with p53 deletion/mutation (research
group , n=107). Compared the clinical characteristics and efficacy of two groups of patients, and analyzed the factors influencing
the prognosis of MM patients. Established a risk-scoring model for evaluating and validating the prognosis of MM patients.
Results The proportion of patients with extramedullary lesions(46.73%), bone lesions(42.06%), DS stage 111(70.09%), ISS stage
111(64.49%) and R-ISS stage I11(59.81%) in research group with p53 deletion/mutation was significantly higher than that in
conctrol group(28.77%, 19.18%, 45.21%, 39.73%, 32.88%), and the differences were statistically significant (y’=5.861~12.600,
all P<0.05). The OR of patients in research group with p53 deletion/mutation after treatment was 52.34%, lower than 65.75%
in conctrol group. Still, there was no statistically significant difference between the two groups (’=3.202, P=0.074). The PFS
and OS of MM patients with research group were significantly shorter than those with conctrol group, and the differences were

statistically significant (y° =15.522, 16.973, all P < 0.05).Multivariate COX proportional hazards results, bone marrow plasma
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cell ratio = 30%, B2-MG = 5.5mg/L, PLT<I25x 10°/L, LDH = 240U/L and dual strikes with p53 deletion/mutation were
risk factors for PFS rate in MM patients(Wald y’=2.983 ~ 3.942, all P < 0.05). R-ISS stage III, bone marrow plasma cell
ratio = 30%, PB2-MG = 5.5mg/L, LDH = 240U/L and dual strikes with p53 deletion/mutation were risk factors for OS rate in MM
patients(Wald y’=3.389 ~ 3.971, all P < 0.05). Establishing a risk scoring model for evaluating the prognosis of MM patients, and the

ROC curve results show that the risk scoring model has good discrimination. The 2-year PFS and OS were shortened sequentially in the

low-risk group, medium-risk group and high-risk group, and the differences were statistically significant (F=23.629, 17.664, all P<0.05).

Conclusion The clinical manifestations of MM patients with double-hit p53 deletion/mutation are mainly extramedullary lesions, bone

lesions, DS staging, ISS staging, and R-ISS staging, with stage III being the most common. The double-hit of p53 deletion/mutation and

accompanying is an important prognostic factor for MM patients.
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gR1 MRASRBAMIEREMER 1 (%) ]
% 4 5l (n=107) WAL (n=73) 7 PlA
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1.032 0.310
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x3 Fm MM B2EFEHRER COX S
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B SE  Waldy  HR (95%CI) P B SE Waldy  HR (95%CI) P

BEIMAE S1669 0471 20996 0.952(0.583 ~ 1.649) 0064  -1.514 0397 12.39% 0.672(0318~1.754)  0.105

HIE 1014 0322 10585 2.367(2.012~3.204)  0.006 1187 0355 13.920 2393 (1.968~3.145)  0.002

DS 31 -1.207 0318 14407 0.299(0.083~1.075) 0393 -1.031 0364 10511 0.357(0.131~1.071) 0271

1SS 7 I 0991 0042 7291 2.694(2.175~3531) <0001 1017 0314 7679 2.765(2312~3406) < 0.001

R-ISS 43451 111 1] 1181 0297 15812 3.258(2.728-4.794)  0.004 0716 0230 5812 2.046(1284~3793)  0.001

HEAIBIGI=30% 1143 0306 16769 4.582(3.966~6.011) <0001 0926 0462 18.732 4.922(4.105-5.683) < 0.001

B2-MG = 5.5mg/L 1349 0514 38430 3.855(2.939 ~ 4.728) 0.009 250 0534 24763 3.512(2.937 ~ 4.156) < 0.001

PLT<125x 10’ /L) L114 0112 14403 3.146(2.285 ~ 3.796)  0.010 1309 0210 8583 3.702(3.085 ~ 4.341) < 0.001

LDH = 240U/L 1223 0134 13999 3.393(2405 ~ 4408) <0001 1332 0224 7930 3.789(3.095 ~ 4354) < 0.001

M = 30gL 0932 0215 16367 2.360(1.788 ~ 4.104) 0.013 1043 0397 8671 2.574(2.011 ~4263) 0.010

fF pS3 Bk 1 RAHIMETE 0896 0322 12587 3.581(2.504 ~ 4670) <0001 1155 030 8426 4.011(2.942 ~ 5873) < 0.001

25MM BTG 65 % B & COX a4 W34,
Z [N & COX vl 15 43 ¥t . 7x, i 86 3¢ 40 it kb 1)

"

HPFS KGR E (¥ P <005) . RISS 431l
MY, A = 30%, B2-MG = 5.5mg/L,

30%, B2-MG = 5.5mg/L, PLT<125x10° /L, LDH = 240U/L, f} p53 2k / 287X T & MM f#
LDH = 240U/L, ¥ p53 B4 / AT & MM H H OS HMfEkHNE (¥ P <005) .
*4 #Im MM B2EWHEHNEE R COX EA5#
PFS 08
? 2 2
B SE - Waldy R (95%CI) P B SE Waldy R (95%CI) P
HRE 0612 0546 1258 1.845 (1476~2.283) 0056 1003 0511 3851 2726 (1.842~3.677) 0.114
1SS /M0 1453 0733 0502  1.034 2013 (1590 ~ 2.637) 0073 1152 0564 2943 2405 (1.716 ~ 3.298) 0.052
R-ISS 43447 111 1] 1093 0581 3534 3983 (2525 ~4358) 0098 1559 0409 3865 4.572(3.085 ~ 6.128) 0.002
HEERAIILS = 30% 1176 0620 3517 3.741 (2508 ~ 4956) 0.005 0928 0504 3389 4.529(3.927 ~ 5.124) 0.024
p2-MG = 5.5mg/L 1119 0617 3260 3.062(2.547 ~3618) 0011 1028 0516 3971 2796 (2.145 ~ 3.425) 0.008
PLT<125 x 10" /L 1164 0587 3558 4876(3.529 ~5734) 0004 1139 0554 3087 2621 (1326 ~3257) 0.085
LDH = 240U/L 0932 0528 2983 3550 (2871 ~4242) 0033 1142 0513 3426 3328(2.097 ~ 3.904) 0.006
M & = 30g/L 1319 0652 4076 2042 (1.028~3.439) 0.041 0909 0527 2978 2483 (2139-2917) 0.127
fEpS3 Bk 1R METE: 1033 0606 3942 4340 (3.012-5.194) <0001 1087 0561  3.662 5.102 (3.883~6266) < 0.001
2.6 MM % & 1 )G 7 4% AL AL 64 #) 5 B R 5 2R R x6 BENITHERINBEERRIS
o WRIEZHER COX L HIX AL A HR {H A4 13 0 A 4
MM ¥ PFS i1 OS KI5 P!, PES i OS
IRV T 43 B 34045 31 0 ~ 20 10 ~ 21, MM kA 30 <7 452+ 141
s N YA N YA
;%% PFS E’J 95%CI J:[;Ej‘j 7 T hFBEj‘j 15 aT JI_\"E rm’agﬂ 08 7~ 15 1133 +2.36
A RS ST R o AR SE <7 43, AR 7~15 48,
fa 154y, WS, 6. MM fB#H OS 1 95%CI FFR e 52 >15 17.91£1.70
R 645y, FBRH 1643, NI 3 SR SEL AT R4 A I ®7 MM £ 0S RiifsrF
& <641, WL 6~16 4y, mfE>167r, W&, 8. MG HEZ W
=5 MM £ PFS W’iﬁéﬁé RAISS 410 11 1 520, £
TR S i
BRI U= 30% =0, =4 HHER AL = 30% =0, =5
B2-MG = 5.5mg/L =0, & =3 B2-MG = 5.5mgl. =0, f&=3
PLT<125 x 10" L %H=0, =5
LDH = 240U/L 7 =0, =4 LDH = 240U/L % =0, &=3
10 pS3 ek 1 578 . S X pS3 8k 1 %7 =0,
M 23R 53 2/ 2R .
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B2 RIS ER R X 5 B Gy
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