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[ ZE] BR:HTIERMRER (follicular lymphoma, FL)3A 2% 5 FL 3B 2 AR PR A WA 4FAE AT A B AR 5 25 5 o
T7iE AR ST W12 FL 3 9B 5 BIG PRERE, ATl RS HE RN T )5 22 5 . #5510 FL 3 R4 4035 FL 3A 9034 41 (67%) .
FL 3B %% 17 % (33%) , Firfr 20 (514 FE- 9k 18 Ak B 40 ik 2972 ( diffuse large B cell lymphoma, DLBCL) i4% . FL 3B#%4 3 DLBCL
F P T FL 3A 9%, AHSCHEM T B : FL 3A Z0F1 BCL2 BME: (P=0.046) 2615 35 AHC , 11 FL 3B 245 MUM1 B3
i (P=0.002) FIEF Y Ann-Abor 43 H (P=0.046) B E A o L85 22 B BT 00— 2R ALY, 2 4L AR AT I RN TG 1 22
5o AR BN FL 3B 2 FL 3 98 1Y JGE e 47 3] (progression free survival , PFS) B9l 37 5 6 H 25 (P=0.048, HR=
3.271,95% CI:1.012~10.573) , {HX} 5 A= 773 (overall survival,08) Jo i F 0 . FL 3 94 DLBCL A 4840 1Y) PFS(P=0.003)
F10S(P=0.04) , H&Jf DLBCLZFZM FL 3 283 PFS F1 0S YA 37 fi s A 3R (PFS: P=0.012, HR=4.291,95%Cl: 1.373~13.405;
0S:P=0.013, HR=2.392,95%CI: 1.199~4.771) . %518 :FL 3A 2 HI FL 3B G 7L i PR AL ) A4 0E MBS 1 A7 il % 25 5% . FL 3B
P E BATE RN PFS, FL3YAH DLBCLERTUG AR
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A retrospective analysis of clinical characteristics and prognostic factors for 51 cases of
follicular lymphoma grade 3A and grade 3B

Yuan Yingying, Wang Li, Zhu Huayuan, Fan Lei, Xu Wei"
Department of Hematology ,the First Affiliated Hospital of NMU , Nanjing 210029, China

[Abstract] Objective: The aim of this study was to analyze the clinical characteristics , treatment response and outcomes of follicular
lymphoma (FL)grade 3A and grade 3B. Methods: Data of 51 patients, diagnosed as FL grade 3, were collected. Statistical analysis was
performed to analyse the differences in clinical characteristics and outcomes. Results:Out of 51 FL3 cases, including FL3A in 34 cases
(67% ) and FL3B in 17 cases (33% ) , 20 cases had diffuse large B cell lymphoma (DLBCL) component. The percentage of FL3B
patients with DLBCL component was significantly higher than that of FLL3A patients. Correlation analyses showed that FL3A was
significantly associated with BCL2 positive expression (P=0.046) , whereas FL3B was significantly associated with MUM1 positive
expression (P=0.002)and early Ann-Abor staging (P=0.046). All patients received first-line immunochemotherapy includes rituximab
and chemotherapy. There was no significant difference between the two groups in response to treatment. Survival analyses showed that
FL3B was an independent risk factor for progression free survival (PFS)in FL3 patients (P=0.048, HR=3.271,95% CI: 1.012~10.573).
However, there was no significant difference between the two groups in terms of overall survival (0S). FL3 co-existence with DLBCL
component predicted shorter PFS (P=0.003)and OS(P=0.04). The co-existence of DLBCL component was an independent prognostic
factor for PFS and OS in FL3 patients (PFS: P=0.012, HR=4.291,95% CI: 1.373~13.405; 0S: P=0.013, HR=2.392,95% CI: 1.199~
4.771). Conclusion: FL3A and FL3B had significant differences in clinical characteristics and outcomes. FL.3B patients had shorter
PFS. Moreover, FL3 coexistence with DLBCL component suggested poor prognosis.
[Key words] follicular lymphoma follicular lymphoma grade 3A ; follicular lymphoma grade 3B ; prognosis
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JE UL IR ELIE (follicular lymphoma, FL) &2 i T
D0 B 2R R R, o5 A b B 1 20%
JEVG 5 [ R LA 2z — " ARYE A
OB i K b 0 BB, FL B4 FL 1-2
%% FL3A%% FL3B%. FL 1~2%% % BAEER IR
IRUERE , R IR RS I RS R k%
I RFEE . FL 3R U FL” , A AN T
FL 1~2 A 0URR A 40 27 R 1 T A 28 M 1 e DR i
i LHIE FL 3B, Ko FL 3B 2R
Iv] - H A 3 %) FL, A T 32630 T9R18 K B 41
M EL R (diffuse large B cell lymphoma, DLBCL) i A=
YA REAE RN R AE

FL 3 90 BRARAS o5 A U ey bk P 5k 18 X sk, 2
A% X 5 3 2 ph RO R4 AL AN %5 [ F DLBCL,
TR T A 414N (WHO ) i 1M 3 T2 22 g 43S i2
PR HE o DLBCL 5 FL AL 77 (DLBCL/FL) ™,
B F 5N DLBCL/FL & FL i B 4L B
BN R —FP A A AR AR H
B2 AT FL 3A (FL 3B 2% [R] (1) 1l PRAE P 2= R ik )
TRIT B RN, ] T 22 5% DL % FL 3 944 I DLBCL Xt
eV NI EL0p- AT

1 XW&MAE

L1 %

[ ERE A 2007 4F- 4 H—2017 457 A 7EARBEL
IR 510 FL 3 B Im R GORE . T A B 2 B
BT AR LM F 012 . B2 W& WHO
T IR LR 7 S W . FL 3 90E SN
FEE ST R B Wb e, ELA e A B LT T
S5 AS PO BRI, FL 3A S5 AT WL e 2
1M1 FL 3B ZA0 B i Ao B4 IR 1, AN L HCs
A IR — FLEBRAS P AE e Ry kPR TR 18 DX,
Qi DX I S LRI A, T E S DLBCLY
FLo SR8 X BHE 58 A0 2 R A5 1 1 X, R 30
Ann-Abor SMWFRERT I AT 8 HEA TR R 2330, >R
UE VIR L9 [ B 91U 45 42 (follicular lymphoma inter-
national prognostic index, FLIPI-1 FI FLIPI-2) X} A< £
AT BUS AL
1.2 ik

510 2 W e BRI 32 5% F 2 ST (ritux-
imab, R) 77 S0 —ZALST , AL 6 7 R (4~8 97 FE ) o
o 425](82.3%) 4552 R-CHOP FE (I 235 54T 21
WML 223 LR R Ik e ) I S/ ALTT , 9 41
(17.7%) &5 47 R-CVP (M 28 B bt RBRBERL <

BRI T RALTT o Y RO PR ES IRAE
FEAT WKL Lugano ZEMARIE", SRR 404 - 52
2% f# (complete response , CR) .5 2%fi# (partial re-
sponse, PR) | i1 Fe 5 (stable disease, SD) A%k oE
JE& (progressive disease, PD) ., CR 3Rl PR3 Z Fl°N
G K (objective response rate, ORR) . 4= 141
HRAE T 12 BT B GOk A B R HL I I 22 07 2R 7, B
ik H 124 2017 45 12 1 15 H , LTS 1]y
45 (5~130) ™ H o Jo it )& 4= 47 ] (progression free
survival , PFS) & XA B IR $232 1097 B 8 IR i
& FET BRI BEVIT I A, S A7 (overall sur-
vival, 08) & X MIZ I BIFE T BOR BT IR ]
1.3 sitgaik

J%; FH IBM SPSS 20.0 ¥4 J% Graphpad Prism 6.0
BAFHATGAT 500 . T R 1 s R A )
FRRIEZE 5 X 0 2RAE B AT R 05 B Fisher K
K5, 200 J A R AT RS . A A7 TR
H Kaplan-Meier 3 F1 COX [FIE#AY . Frg PAEIA N
A, P < 0.05 2= GeH 8 o

2 5% R

2.1 FL3ZRZBZIGRFIE

ARG A S1HBI0IL FL 3R, i AP [R]
W92 FL 1 19.9%(51/256) . AS2H iy K 4E
1% 53(26~82) % , Ho 55 34 461, 22 17 ), 53 £ L Asil
F2: 1, RBRISAIAES FL 3A 9% 34 (5] (67%) .FL 3B
R17141(33%)
2.2 FL3A % FFL 3B % % % Vs R4 FEFo 20 47 5 4
A £ 57

X} FL 3A 9 Fl FL 3B 25 38 19 I R 7 1IE 22
St EERPER] AR A3 A Bk RS B S
EE(FRD, R ER FL3BY 55 5 ) Ann-
Abor 7RI SE (P=0.046) , 1M 2 & TE 1 A% |
S Btk B E 2 WS 43)2 (FLIPI-1 F FLIPI-2)
A BERIEZER

BT 5140 FL 3A 20 H1 FL 3B 94 5 1532 i B
Yo gL LU 2R, Xk 19 4 R 3 A &5 SR 0B 4 743
(1), S5RER801(23%)FL 3A ZE & F 114
(65%)FL 3B 4% & & 9F DLBCL Wiy, i 2 54
it X (P=0.004) ., FL 34t s 4k 5y (0
Frid F % 40 45 CD5. CD10, CD20, BCL2, BCL6,
MUM1 .Ki-67 55, 43t e 12Uk 4 4 Epric 7E M
HFIRES G550 PR BCL2 76 FL 3A 98 & I
PEZEIK I B 25 50 T FL 3B 2% (P=0.046) ; i MUM 1
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Table 1 Clinical and biological characteristics between

follicular lymphoma grade 3A and follicular

lymphoma grade 3B at diagnosis [n(%)]

I A R 2% FL3A%% FL3B%%  P{H
P (n=51) 0.834
% 23(68) 11(65)
4 11(32) 6(35)
Ay (n=51) 0.831
<60 % 23(68) 12(71)
=60 % 11(32) 5(29)
Ann Abor 73] (n=51) 0.046
I~ 4(12) 6(35)
m~1vVi 30(88) 11(65)
FLIPI-1 3143 (n=50) 0.249
se 5(15) 6(35)
e 12(36) 4(24)
e 16(49) 7(41)
FLIPI-2 743 (n=48) 0.955
&fe 8(26) 5(29)
e 14(45) 7(42)
e 9(29) 5(29)
43 DLBCL(n=51) 0.004
Jc 26(77) 6(35)
H 8(23) 11(65)
CD10FiA (n=51) 0.062
PR 25(74) 8(47)
B 9(26) 9(53)
BCL2 %A (n=51) 0.046
PR 30(88) 11(65)
B 4(12) 6(35)
BCL6 %1% (n=49) 0.384
FH 25(78) 15(88)
[l 7(22) 2(12)
MUM1 ik (n=46) 0.002
FHH 12(40) 14(88)
B 18(60) 2(12)
Ki-67 ik (n=51) 0.122
<50% 22(65) 9(53)
=50% 8(35) 3(37)
GRG0 (n=51) 0.701
CR 14(41) 9(53)
PR 16(47) 6(35)
PD 4(12) 2(12)

TE FL 3B ¢ H 3 vh i BH M 283 o) i35 7 T FL 3A
2% (P=0.002) ; FL 3A 2% (74% ) S 3% CD10 54 PP
RETFL3BH(47%) B, HERF TG ITH#E X

(P=0.062) ; BCL6 1 Ki-67 £ FL 3A 2% fll FL 3B 4% j
HhERIETCREES
23 FL3AZAFL3BAEH T A FaflE £ 7
5101 FL 390 #4325 R T R —24byT,
FIT AT #.3 ORR %4 88.2% (CR %4 45.1%, PR %K Jy
43.1%) . 34 FL3A B, 14 613k15 CR, 16 f]
PR, 4 B7EIRYT LR i B PD; 17 6 FL 3B &
t, 9 B3R5 CR, 6 %l PR, 2 ] 75 18 97 1ok #2 v 3R
PD. X2 4R FH YA, T B 5122 5 (P=
0.701), H{viktiif45(5~130)4H , Fh {7 PFS A 934~
H 0708 R 1234 H o XF EE A 1) PFS FTOS
(& 1A.B), 45 % 578 FL3B 20 EL A7 Wi 35 & s vh o
PFS (42~ H vs. 931 H , P=0.035) , i Wi 41 OS M 4%
KU E GRS

A 100 L FL3A%
s 804 i T FL3B%
l; 60 -

@ 40 B
+H E—
R 201 p=0.035
O T T T T T 1
0 25 50 75 100 125 150
HEAFIREN ()
B
100 7 L FL3A%%
80 - - FL 3B
=
5 601
u
E 40 -
8
209 p=0.572
O T T T T 1

0 25 50 75 100 125 150
AEAFIFTET CH )

E1 FL3AREFMFLIBRALHBEFA)MBERE
(B)Kaplan-Meier 4 77 f £

Figure 1 Kaplan - Meier curves of follicular lymphoma

grade 3A and follicular lymphoma grade 3B pa-
tients includes time to first treatment (A) and

overall survival (B)

FE ST FL 3 485, 20 119 BEZS SRR &
JF DLBCL 47, 645 9 Bl B2 AL N FL 3A 9% .11 441
HFL3BY . A A4 R W& JF DLBCL 53
() FL 3983 HA B 5 7 PFS(93 4~ H ws.
46 1~ H , P=0.003) A1 {2 0S (123 4~ H ws. 631 H
P=0.04, % 2A .B) . #— 4454 I DLBCLAYFL 3
PR PRI T W A AT, 452 7R 5 9 DLB-
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CL 9 FL 3A Z¢ 11 FL 3B 2% 2 1] PFS (P=0.57) 1 0S
(P=0.796) L. FEGF 25,

A 100 & — ML 3%
S 8041 -~ DLBCL/FL
- | 1‘1 i
5: 60 L
B 401 L
3] T
R 207 p=0003

0 T T T T T 1
0 25 50 75 100 125 150
HEAARTE ()
B
100 P — HA[FL 344
1
804 iy L , -~ DLBCL/FL
S L
v 60 1 b,
& |
40 - e s
&2
201 p=0.04
O T T T T T T T 1
0 25 50 75 100 125 150 175 200
AT ()

2 FL3F&FH#DLBCL(DLBCL/FL)ZEFNE 4 FL 34540
T BETE(A) TR 4£ETF(B)Kaplan-Meier 75 28

Figure 2 Kaplan - Meier curves of follicular lymphoma

grade 3 and follicular lymphoma co - existence
with diffuse large B cell lymphoma patients in-
cludes time to first treatment (A) and overall

survival(B)

24 FL3BEHWHERZF S AX LN

510 FL 3 98 F B R A AE 3T (32 2) i
AR (P=0.001) R ELEE L A£>6 em (P=0.001) B2 1
Bk 7R 11 (B2-microglobulin, B2-MG) F+ &5 (P=0.002) .
FLIPI-1 343 (P=0.026) .FLIPI-2 $£43 (P < 0.001) LA
K4 DLBCL(P=0.003) J& 521 FL 3 24 58 PFS 1)
WG R Z 5% 0S 47 0 Fr i, AR (P=0.012) |
M ELZE EHA2>6 em(P=0.024) 188 2 % (P=0.033)
B2-MG T} (P=0.006) . FLIPI-2 ¥¥-43 &5 & (P=0.003)
) K243 DLBCL(P=0.007 ) 252 M Fil J5 i PR 2%

DA R 2R PAE/INT 0.1 HAH B AT /[
BMAZIHNBEAF M. COX BUEY SR A
F£DLBCL A FLIPI-2, 55 B /R (6 3) : FLIPI-2 P/
1. (P=0.001, HR=2.744, 95%CI: 1.530~4.923) . & J
DLBCL(P=0.012, HR=4.291,95%CI: 1.373~13.405) .
FL 3B %% (P=0.048, HR=3.271,95%CI: 1.012~10.573)
FERZA FL 39 B PFS [T fE s R & ;A5 9F DLB-
CL(P=0.013, HR=2.392, 95%CI: 1.199~4.771) &

R2 SI1BIFL3REBEENAREZLEGFEST

Table 2 Univariate survival analyses in 51 cases of follicu-

lar lymphoma grade 3
PFS 0S
I R 2 T AR LR IVEaE
101 o P
AERE (n=51) 0.001 0.012
<60 % 93 123
=60 % 34 60
Ann Abor 53] (n=51) 0.285 0.534
I~ 134 NR NR
M~V 64 123
WRELES B AR (n=51) 0.001 0.024
<6 cm 24 60
>6cm 93 123
Fik i gE X H (n=47) 0.179 0.512
<54~ NR NR
=51 64 123
B R M (n=51) 0.140 0.033
i NR 123
= 59 63
M£TEE A (n=51) 0.162 0.258
<120 g/L NR NR
=120 g/L 93 123
FLIR N % i (n=50) 0.375 0.122
EH 93 123
e 46 NR
B2 kA 1 (n=48) 0.002 0.006
1EH NR NR
T 42 63
FLIPI-1 143 (n=50) 0.026 0.077
e 93 123
e 46 63
FLIPI-2 7¥43 (n=48 ) <0.001 0.003
s 93 123
e i 34 60
FL 3925 R (n=45) 0.035 0.572
FL 3A %% 93 123
FL 3B%% 42 60
A IEDLBCLEE L (n=51) 0.003 0.007
g 93 123
= 46 63
NR: iRk,

MW OS Al ST G R &
3 i #

FL 3 %% SRR Mm% m| FL” , 29 5 FL 19 10%~
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Table 3 Multivariate survival analysts in 51 cases of follicular lymphoma grade 3
PFS 0S8
M HR(95%CI) PiH HR(95%CI) PIi
FLIPI-2 P£53 3~5 57 2.744(1.530~4.923) 0.001 2.848(0.736~11.027) 0.130
43I DLBCL 4.291(1.373~13.405) 0.012 2.392(1.199~4.771) 0.013
FL3B% 3.271(1.012~10.573) 0.048 2.051(0.521~8.080) 0.304

20% ., b, 253/4 FL3A YL 1/4 HFL 3B,
ABEFE FL 3 905 [RIB12 FL I B 19.9%,
Sk RE AT . FL 3B 9% 5 FL 3 9% (% Lt 51
33% ,FH = T SCHRARE

FL 3B 95 HA FLIGEISS AU AU FE FL 3A R AE 7
PERA LR FELER . FLIAR T LRI H
CD10"BCL2*BCL6*MUM1™4 it FL f) #3828 5 1fif
FL 3B ¢ 1) oy 3 B I A7 B dd = Joe ik 38 s 191
FI N 2L FL I G 2 AU, 354305 191 & 8L CD10°
BCL2 BCL6*MUM1 "X Ff 2l FHE A= % 0> DLBCL
1 fo 9% R A . A HESE H CD10. BCL2, BCL6 Fil
MUM1 7£ FL 3A 2% F1 FL 3B 2%t i B35 5 22 R
WA . BCL21E FL 3A 2 B MR B35 5 T FL
3B 2, i MUMI 7£ FL 3B 2% PHI R W &40 H . CD10
7 FL 3A H PR 5 F FL 3B %%, (B 22 3 K GEH2F
B (P=0.062) ,3X AT g5 FL 3 2 8 35 s il 5 >
I, ABFFEENT T FL 3A 2RI FL 3B 94 1
I PRFFAE 22 5, FL 3A PR A5 30 2 3R I Ry e 9 A
(88% vs. 65%) , 5 FL 1~2 W IRFFESISA . (H24]
B BAT LAY FLIPI-1 & FLIPI-2 9F43, 1% 5 Leich
LRSS R —3L ., FL 3B 9H fF DLBCL W4y,
4238 FL 3B 9% 14 60%~80% , P4l FL 3B 445 /b1
AWEFE 17 ) FL 3B 98,9 1 (65% ) s BREE /s G
Jf DLBCL.

FL 3A 9 FN FL 3B 2 1 il 24 5% i A7 (AR 22 4
W, BRI K FL 3A 2[5 FL 1~2 % —FE
ANFERIARY o Wahlin 25 [8]JPE 4387 T 505 41 FL
B POIBEDT 104, DRI R Bon FL 3A A
TEM A -4, FL 3B 4% 58 % 0S B BA% T FL
SABHE (445 vs. 12447, HFL 3B H %
— R RECY AR T OS AT i JE <, R
WA WF 5T K & B FL 3A 2 M FL 3B 9 15 A7 16 i
Fa, R, A FL3 R B E B2 &
R E W —LALI7 ,FL 3A R FL 3B 9 5834 0S K
ULk & 25  FL 3B 48 FL 3A S 3 B e
) PFS, Wahlin %52 %% B FL 3B U8 & S 78 54BN
IR TE R RAE T B 5 AR AL F CRARES 1Y

BE TR AR A . ARBIESE 74 FL 3B 2%
BELESFEN IR, HH P 4007 S4E NS0T,
X5 Wahlin 22 BFSE 45 1 — 2, HS4ERNRE
R BE R AR A AE A A A 1] 4 B
ViviEs

FFFT R UL SE FL 3 9T 22 1 G BT AN 7R
FH N FL 3A 88 FL 3B 9%, M7 T k& A7 AE
DLBCL i%.%3 . Magnano IR g5 R B R WG FL
SAZHFL 3B 4B H R I 4E52 R-CHOP J5 847 —
LIRIT, AL R BR 0SS 225 T FL 3 % & 5F
DLBCL Ji, 73 %5 521 FL 3 2% H AT W 5 22 1 Ife S 9
& o AHBFFE P IA 20 1) DLBCL/FL 5235, e 4H i
HRPLAFL 3R E LA EMNOSHPFS, HZ
K2R LB A7 3 Bt 7 & JF DLBCL 2 FL 3 24 55 PFS
FOS AT fE R 2, E—4 %) FL 3A A1 FL 3B
%4 DLBCL S & M AE A A T W2 537, AP 4
AT PFSFIOSHI LG22 5 . R Y FL3%A
JF DLBCL A, Joig Ho B A 4 FL 3A 25 FL 3 B
S PP RTUG A KL . FL 1] 5 2 1) bk VR e A o o
PUAE FL B A SRR v SR (R 22 R I PRI R A
BEWE . #5058 DLBCL/FL /& FL ¥4 46
DLBCL R B B ¥ . Madsen 24341 T DLBCL/
FLFNTE FL [ 2R AR rp i B AL Y 3 A U 45
R IRFIN A & R M —4497 , DLBCU/FL A
HEIF U , BASBEM A 43 1T 40 i B2 48 (au-
tologous hematopoietic stem cell transplantation, AS-
CT)h 3k 4 o ASHFFE P AUA 2 9 DLBCL/FL 75 %
HUASCT AR —ZRILERYT , #CR A8 53 HT DLBCL/FL
BETE M ASCT H13k 25

25 b, FL 3A 2 H FL 3B 2475 I R AR AE 955 B A
HIE R IR 2SRRI UL T e |
SRARST SR, FL 3A A FL 3B 98 35 R #5257
TR EMN—LAIT  FL3 BYURE R FL3A YR E
BAERPFS,HOS K BIB 2R, MFL3%
4 IF DLBCL Y, Joig i BRI AUk FL 3A 24 5% FL 3B
WP R BTG . #8278 DLBCL/FL #3575 Z AU
) — Ak 2E B8 IR YT, fH DLBCL/FL J& 75 K ASCT
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