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TPAAE5T, Cox HLBIXUBSARALIES T Hil S5 R 00T S55R bty 514 H (12~1504-H ), 92 Bl F 1 R AL AE AN (0S) & 44 4
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Prognostic value of absolute CD4" T cell counts and CD4"/CD8" ratio in peripheral blood
of patients with mantle cell lymphoma

Zhou Xiaohui, Wang Li,Zhu Huayuan, Li Jianyong, Xu Wei’
Department of Hematology ,the First Affiliated Hospital of NMU , Nanjing 210029, China

[Abstract] Objective: To explore the distribution of T lymphocyte subsets in peripheral blood of patients with mantle cell lymphoma
(MCL) , and evaluate correlation with clinical baseline characteristics and its prognostic value. Methods : The clinical data of 92 newly
diagnosed MCL patients from 2006 to 2017 were analyzed retrospectively. The prognostic stratification was performed using a
simplified MCL international prognostic index sMIPI. The T lymphocyte subsets , including the absolute number of CD4+ T lymphocytes
(ACD4C) and the absolute number of CD8" T lymphocytes (ACD8C) were analyzed by flow cytometry. Comparisons of T lymphocyte
subsets as continuous parameters in different groups were described using Mann-Whitney U test and Kruskal-Wallis. Kaplan-Meier
method was used to survival analysis, and the Cox proportional hazards models were used for the estimation of prognostic factors.
Results : The median follow-up was 51 months (12-150 months) , and the median overall survival (0S)in 92 patients was 44 months.
The OS rate at 1,3 and 5 years was 72% ,45% and 37% ,respectively. In our cohort , patients with high ACD4C (>0.5x10°/L)had longer
PFS and 0S(P=0.009, P=0.004) , while patients with low CD4"/CD8" ratio (<1.2) had unfavorable PFS and 0S (P=0.025, P=0.009).
Univariate Cox regression indicated that ECOG =2 (P=0.021) , B symptoms (fever, night sweats or weight loss) (P=0.001) , elevated
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LDH (P=0.027) , high sMIPI score (P=0.004) ,low ACD4C (P=0.013)and low CD4/CD8" ratio (P=0.030) correlated with shorter PFS,
while the inferior OS was associated with B symptoms (P<0.001), high sMIPI score (P=0.004) , elevated LDH (P=0.040) , low ACD4C
(P=0.006) and low CD47/CD8" ratio (P=0.012). Multivariate Cox regression showed that B symptoms (P=0.006) and low ACD4C (P=
0.001) were the independent prognostic factors of PFS; B symptoms (P=0.003) , high sMIPI score (P=0.047) ,low ACD4C (P=0.001),
low CD4/CD8" ratio(P=0.031)were the independent prognostic factors of OS. Conclusion : Low ACD4C and low CD4"/CD8" ratio were
associated with unfavorable prognosis in MCL patients. ACD4C level and CD4*/CD8 " ratio proved to be convenient and effective

predictors of prognosis in patients with MCL.
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3.43)x10° /L A1 1.06(0.08~4.96) , ACD4C ,ACDSC
F1 CD4*/CD8" LU AH 5 45l PR 48 B (19 AH DGR WL 4 2,
I3 & B, ACD4C . ACD8C . CD4*/CDS* FU A 5 IIfi R
LR FRIE T S AH S
2.3 ACD4C #= CD4'/CD8 }bfh 5 PFS #= 0S #9 % &
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TR RE DT 43~ H (12~1501H ), M 41471 (44.6% ) &
FHETS, 1 0S 444~ H o 92l 14F 34F 5 4F
PFS R0 510 54% 34% 31% 5 1 4F 3 4F |5 4F 0S K
39K T2% 45% 37% . K FGE A X-tile 15
HefE cut-off {H i 7 , ACD4C . ACDSC 1 CD47/CD8" [t
(B0 B 42 51 4 0.5% 10° 4N/, 0.4 X 10° AN/L AT 1.2,
Iy WA 33.7% (31/92) . 53.3% (49/92) F1 42.4% (39/
92) 1) £ HA R 7K F- 19 ACD4C . ACDSC 1 CD4'/
CD8" HAE . Kaplan-Meier 2:43#7 % BE , 5 ACD4C £
1 PFS 1 0S T K (P=0.009 1 P=0.004, &1 1), 5
ACDAC FIIk ACD4C B35 1) 3 4 PFS 53510 54%
H124% , 3 4F 0S 4351 Ky 68% F1 34% ; =5 ACDSC Fll
ik ACDSC 3% (1) PFS #1 0S 058 12 2% & (P=0.303
F1P=0.600) ; =5 ACDSC FIIk ACD8C [ # 11Y 3 4 PFS
RIF R 40%H129% , 3 4F OS F43 311K 46%F1 44%

F1 92fMCL 2ERNIGRELISM

Table 1 Baseline clinical characteristics of 92 patients
with mantle cell lymphoma

Il PRASAE %k L1 (%)
53]

5 70 76.1

5’e 22 23.9
RIS

>60% 49 53.3

<60 % 43 46.7
IRV

0~143 75 81.5

2~44% 17 18.5
BJiE

= 46 50.0

& 46 50.0
Annor Arbor 431

I~1 6 6.5

m~v 86 93.5
HREEAL

& 52 56.5

w 40 435
sMIPI#F43

i%f&(0~343) 42 45.7

PG (4~573) 31 33.7

EfE(6~1143) 19 20.7
U PIES

SR T 61 66.3

AN R Z AT 31 33.7
LDH

>IEH A 23 25.0

<IEH SE 69 75.0
EEH

>SIEH A 21 228

<IEH =H 71 772
B2-MG(n=86)

>1EH 66 71.7

<IEH m1H 20 21.7

CD4'/CD8’ LB >1.2 fE 3 1) PFS Fl OS K (P=0.025
F1P=0.009, 2), CD4"/CD8 FLE>1.2 FI<1.2 &
) 3 4F PFS 5535118 509% 11 22% , 3 4F 0S FA4351 4
65%M131%.
2.4  #A MCL %% PFSA= 0S 09 TS B & 247
AR Cox [FIHZHT R AR T PIRSIEr=2 41
(P=0.021) . B 4 Ik (P=0.001) . J} % ) LDH (P=
0.027) . ¥ sMIPI #¥ 43 (P=0.004) . fit ACD4C (P=
0.013) . fik CD4"/CD8" L {H (P=0.030) 5 #J# 1Y) PFS
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Table 2 Correlations between ACD4C, ACDSC, CD4*/CD8" ratio and patient characteristics in patients with mantle cell

lymphoma
N ACDAC i %k ACDSC H{vi %k CD4'/CD8 HUAH
AL Gomloaen PR qemosaoern) P R G PH
P51 0.580 0.325 0.982
5 0.43(0.07~3.67) 0.41(0.04~3.43) 1.03(0.08~4.96)
5’8 0.41(0.03~1.81) 0.41(0.06~0.82) 1.16(0.22-4.11)
ARG 0.910 0.272 0.891
> 60 % 0.40(0.07~3.67) 0.45(0.04~3.43) 1.02(0.08~4.17)
<60 % 0.43(0.03~0.93) 0.40(0.04~1.38) 1.16(0.22~4.96)
RIPIRZS TS 0.057 0.469 0.057
0~14% 0.44(0.03~3.67) 0.44(0.04~3.43) 1.16(0.08~4.96)
2~44% 0.34(0.07~0.92) 0.33(0.10~1.38) 0.73(0.28~2.38)
BAEAR 0.705 0.480 0.446
b 0.43(0.07~2.96) 0.48(0.04~3.43) 0.98(0.08~4.96)
3 0.41(0.03~3.67) 0.39(0.04~2.04) 1.17(0.22~4.17)
Annor Arbor 431 0.376 0.825 0.591
[~1 0.61(0.09~0.91) 0.46(0.06~1.13) 1.31(0.44~3.10)
m~1v 0.41(0.03~3.67) 0.41(0.04~3.43) 1.03(0.08~4.96)
HBERAL 0.685 0.134 0.124
b 0.43(0.03~3.67) 0.33(0.04~3.43) 1.15(0.22~4.96)
& 0.41(0.09~1.45) 0.46(0.06~2.00) 1.03(0.08~3.10)
sMIPT P-4y 0.983 0.326 0.160
R AE(0~343) 0.42(0.03~0.93) 0.40(0.06~2.00) 1.17(0.08~4.96)
PE(4~543) 0.40(0.07~3.67) 0.41(0.04~3.43) 1.10(0.31~4.17)
e (6~1143) 0.44(0.07~1.45) 0.56(0.10~1.38) 0.78(0.28~2.16)
LDH 0.052 0.323 0.496
STEH 0.37(0.07~0.80) 0.36(0.04~1.38) 1.02(0.25~3.15)
<IEH = 0.45(0.03~3.67) 0.44(0.06~3.43) 1.09(0.08~4.96)
B2-MG 0.358 0.705 0.368
>1EH 0.41(0.03~2.96) 0.43(0.04~3.43) 1.03(0.08~4.96)
<IEH SE 0.46(0.13~1.81) 0.41(0.17~0.79) 1.12(0.25~4.17)

I TR 0S5 BAEIR (P < 0.001) | 5 sMIPI
PE43 (P=0.004) . T} 19 LDH (P=0.040) ik ACD4C
(P=0.006) FIk CD4"/CD8" [ {8 (P=0.012) A1 56 (&
3). ZHE Cox MIHAMHT IR : BAEMK (P=0.006) ik
ACDAC (P=0.001) f& 50 PFS B3t 57 FU K 2% BAE
R (P=0.003) . = sMIPI $F 43 (P=0.047) . ik ACD4C
(P=0.001) ik CD4*/CD8" FL{E (P=0.031) &5 i 0S
ST TR R E (R 4),
2.5 ACDA4C #= CD4'/CD8" Ve A I 28 5 7

Y AL IX 4> ACDAC F1 CD4'/CD8 AR FEAS
ANTR)IE2H £8 35 B 2 S, FE AN [R) sMIPT f& s 243 M
ARV AR B AT 20 B o 8 92 48] MCL A8 25 AR i
sMIPI - 43 43 4 9 41 < I v fis 41 (sMIPT 343 0~5
57, fEd (sMIPLPE 43 6~1143) o i o5 79.3%

(73/92) , Hih B4 ACD4C 3% 1Y PFS (P=0.026) Fil
0S (P=0.008) ¥ % , {k CD4*/CD8* L e H i &
CD4°/CD8’ I H 3% PFS(P=0.029) T j , i %} OS TG
W1 5200 (P=0.089) 5 M 7E & fa 4 A4, IR ACDAC
K CD4*/CD8* FL{H £ # %F PFS(P=0.064, P=0.757) Fll
0S(P=0.138, P=0.059) ¥ JC W] W52 M (81 3) o UL
A L AR b £ 2 # ACDAC 1 CD4°/CD8” He AR AR ]
R IR

SRR Z A5 H (] 4) R, 43 B <60 %
1) IR ACD4C I A CD4/CDS LLAE XS PFS(P=
0.191, P=0.702) F11 OS (P=0.077, P=0.503 ) JC B & 5
Ml 5 115 7E 49 Fil4F i >60 &7 1) 34 1, I ACD4C K AIX
CD4'/CD8" L £ #4555 ACDAC J & CD4/CDS Lt
{H 5 F 1 PFS(P=0.013, P=0.004) Fi1 0S(P=0.023, P=
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HEAFIRT ()
E1 92%|MCL £E#i2H S ACD4C H51E ACD4C AT
it & 4 7770 2 4 7F Kaplan-Meier 4 77 i 2%

Figure 1 Progression free survival and overall survival of

92 patients with mantle cell lymphoma accord-

ing to ACD4C at time of diagnosis, by Kaplan -

Meier estimation

0.004) ¥ g . f b n] UL, &5 % U ACD4AC F

CD4/CD8" b AR I 7 f B 2%

3 % i

5 AR —FE B A LR 1 A A R R I
i g 240 5 1 T IR 5 (E 9 5 S 4 i 98 P kA

AAEITEN ()

B2 926/MCLEE#IZHE CD4'/CDS" LLEASR
CD4'/CD8' bt {8 48 Te i3t & 4 751 2 4 77 Kaplan-Mei-
er £7E 2k

Figure 2 Progression free survival and overall survival of

92 patients with mantle cell lymphoma accord-
ing to CD4*/CD8 "ratio at time of diagnosis, by
Kaplan-Meier estimation

ARG BRI K T AR ) Z [ 52 22 AR BAE
M 40 B 22 (R 2 24 038 TR S e R 7 ke T
7 AR K B 1) A B A 2 DA 2 18 R
TR EE S — XTI 6], Zhang 25 & 30 11-6 J2& MCL
AR I 1 DB 4 AR R, L 1] TL-6 fig ek MCL
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Table 3 Univariable Cox regression analysis of the main factors for PFS and OS

PFS 0S
M= HR(95%CI) PlE HR(95%CI) PlH

PR (L) 1.012(0.539~1.901) 0.970 1.768(0.780~4.006) 0.172
IR (560 %) 1.117(0.645~1.934) 0.692 1.220(0.653~2.277) 0.533
IR (2~453) 2.104(1.119~3.958) 0.021 1.853(0.877~3.914) 0.106
BAER () 2.499(1.420~4.398) 0.001 3.298(1.687~6.448) <0.001
HHERILGR) 1.161(0.669~2.017) 0.595 1.684(0.877~3.235) 0.118
sMIPL T3 1.657(1.175~2.336) 0.004 1.762(1.199~2.588) 0.004
7 I 5 ORE R 25 ) 0.704(0.406~1.221) 0.211 0.688(0.370~1.279) 0.237
LDH > 1E% & 1.931(1.078~3.460) 0.027 1.986(1.033~3.815) 0.040
P4 > 1B 1.434(0.764~2.693) 0.262 1.428(0.693~2.941) 0.334
B2-MG > IEH & 1.381(0.688~2.774) 0.364 2.207(0.916~5.315) 0.078
ACD4C<0.5x10° /L 0.447(0.238~0.842) 0.013 0.336(0.154~0.732) 0.006
ACD8C<0.4x10°/L 0.755(0.438~1.302) 0.312 0.848(0.456~1.576) 0.602
CD4'/CD8 HAK<1.2 0.529(0.298~0.940) 0.030 0.411(0.205~0.825) 0.012
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Table 4 Multivariable Cox regression analysis of the main factors for PFS and OS

PFS 0S
K
& HR(95%C1) Pl HR(95%C1) Pl
BAER G) 2.524(1.312~4.855) 0.006 3.007(1.440~6.278) 0.003
sMIPI 1143 1.390(0.941~2.053) 0.098 1.538(1.005~2.354) 0.047
ACD4C<0.5%x10°/L 0.325(0.166~0.637) 0.001 0.259(0.114~0.588) 0.001
CD4'/CD8'H{E<1.2 0.604(0.336~1.087) 0.093 0.458(0.226~0.931) 0.031
100 —— sMIPI 0~5/3+ACD4C > 0.5x10°4>/L == sMIPI 0~573+ACD4C > 0.5x10°4™/L
-4 sMIPI 0~53+ACD4C < 0.5x10°4~/L == sMIPT 0~5/3+ACD4C < 0.5x10°/M/L
== sMIPI 6~1143+ACD4C > 0.5%10°/>/L == sMIPI 6~1143+ACDA4C > 0.5x10°4™/L
_ =4= SMIPI 6~1143+ACD4C<0.5%10°>/L == sMIPI 6~11/3+ACD4C < 0.5x10° /L
N s )
¥ 50
=
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Figure 3 Effects of ACD4C and CD4°/CD8’ ratio on survival of patients with different groups of sMIPI score
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