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Efficacy and safety of bortezomib-based BAD,BCD and BRD

chemotherapy regimens in the newly treatment of multiple myeloma
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Abstract: Objective To investigate the clinical efficacy of bortezomib-based chemotherapy regimens in the newly
treatment of multiple myeloma ( MM ). Methods The clinical data of 66 MM patients with newly treated admitted to
hospital from January 2013 to January 2016 were retrospectively analyzed. According to different chemotherapy regimens,
the patients were divided into BAD group (bortezomib + adriamycin + dexamethasone ,n =22) ,BCD group ( bortezomib +
cyclophosphamide + dexamethasone,n =14) and BRD group ( bortezomib + lenalidomide + dexamethasone ,n =30). The
short-term curative effects of three regimens were observed, and the overall survival (OS) and progression-free survival
(PFS) were recorded. Toxicity side effects during treatment were assessed according to the fourth edition of NCI-Common
Terminology Criteria for Adverse Events (CTCAE). Results There was no significant difference in overall response rate
(ORR) among three groups (P >0.05). All patients received at least 4 courses of chemotherapy,and ORR was 71.2%.
With the increase in number of chemotherapy courses, complete remission( CR) and ORR of patients increased gradually.
ORR was 79.6% in patients receiving 5 — 7 courses and 88. 9% in patients receiving more than 8 courses. There were
significant differences in ORR rates among three different courses of treatment( P <0.01) ,and ORR of patients receiving
more than 8 courses was highest. The follow-up period of 66 patients ranged from 8 to 61 months,with a mean follow-up of

21 months. The deadline for follow-up was January 31,2018. The median OS and PFS were 48 months (95% CI:20.47 -
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101.53) and 26 months (95% CI:27.03 —38.92) respectively. There were no significant differences in OS(P =0.996)

and PFS(P =0.956) among three groups. The adverse reactions were mild in all patients. The incidences of hematological

toxicity and digestive tract reaction had statistical differences between three groups(all P <0.01) ,and the highest was in

BAD group. Conclusions Bortezomib-based BAD,BCD and BRD chemotherapy regimens have a good effect on MM, and

the clinical efficacy is more obvious in patients receiving treatment for more than four months. There are no statistical

differences in OS and PFS among three therapy regimens for MM patients. The hematological and gastrointestinal adverse

reactions of BAD regimen are highest.
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Fund program: Nanjing Medical Science and Technology Development Project ( YKK15199)

% Kk VB #E/E (multiple myeloma, MM ) J& F £ 4F
NHEH WA I R GE AR5 , DA B v 5 4 M v
BB TR DA B B P SR P BRAR A RRAE , O 1
%, WAITCH AEAR , Ao n] 51 A OC A% B B 2
D, Wi AR BN 22 000 B9 B D RS 4 IR | I
RZAEAR | B LE VR REESE T  HAT MM 8
EWAOE, AR IR AT O WL, T A A
IFIEAY 3 ~4 4 GE HRAEBEE AT a0 R f HoR
R Iy T, 6 Rl A ) 551 SR i 7R A5 24 A L, R
KU TR I LR B Ar ) R k2
S — ] Tl R A 2 BRI R5), © a2 R e
A TR0 00 5 B R MEG T MM IGTT , 4R FFE
RIS AR K S BE Al 1 22 R AT O7 S 34 A 3k
IR FIFT I RO E K R AR AE T . ASHIF ST [l B
53T 66 T A oK B R RGO 22367 1Y MM
SR B RBORE, X T R S e AT B4

1 #ERERFE

L1 s R3H BB 2013 45 1 A % 2016 4F
1 WA B LI A7 oK Sy il 0 B 5 A7 7 S8 AR
RIT D 4 ADYFRERIFIA MM S 1Y IG R TR, MM
WA E 2 % M B8R 1210 18 7 (2017 b))
WA TG S CRERYE) B RS2 Wb e : (1) B eI
AL >30% , 5 2 20 U A IE 52 J AR LR 5 (2) 1l
T B R BR B 850 : 1sG =35 ¢/L,IgA =20 g/
L, RA A E T 1 ¢/24 ho MM #7312 18 Du-
rie-Salmon i, 70 T ~ M, HmAFESIRERE
66 ], Hrh 55 35 9, £ 31 3], ¥ REAE ZA0ST T A
[M53 BAD 2 (B A oK + B35 32 + ML ZEOK A ) 22
151, BCD 2H (B AR + ABEME L + b ZE KAL) 14
A BRD (B A/ K + SRR BE R + b ZEK AR ) 20 30 43l
= MM E R AR AR R 1 B 234 7 T
A 2E R Iege i L (P 1 >0.05) , BA AT It
WL,

x1 ZHABE-MRABLER (FH)

BAD 4 BCD 44 BRD 4

il X/F PE
(n=22) (n=14) (n=30)

B/ 13/9 8/6 14/16 1.904 0.579

AW (% 7 +s)  56.36+9.83 60.11+10.43 58.72+9.54 0.692 0.504
1SS 434

[ 6 1 2
14 4 5 10 5.876  0.209
11§:6: 12 8 18
IsG 16 8 14
IgA 2 2 12 10.447 0.107
IgD 7! 0 0 1
AR 4 4 3
ECOG 43
0~1% 17 12 26
244 5 ) 4 0.879 0.644

1.2 NI dirin g PARHE: (D)FE L
IS WhR fE K A3 W BR ME I R) 4 MM B 355 (2) &
BE SPEBR IR S A R A W12 5 (3) B35 32 DL &S
KRR AT 4 YT RRLL L (4) B o E 2R
PRFEHR, AR AR A 1] 2 B SR b B I B P i
HEBRARAE : (1) B AR (TEREARE ) B BEIRE , AN 7 i Al
B BRI A P IS R 5 (2) 3 AN H PR A i
VR 5 (3) PR A AR B | R i M 5 T 8 o A
IR B S IR R R 5 (4) & T A bR K™
PRI BERET ; (5) IR PRI 4

1.3 #&HFFi%E BAD 4. WAk 1.3 mg - m™ -
A7 A 1.4 8 11 K IKEEST; I8 % 10 mg - m ™
A7 1 ~ 4 RE R U ZE KRS 20 mg/d 55 1 ~ 4
8. 11 K#fkixht., BCD 4. #i#: ik 1.3 mg - m™?
< d7 14 8 11 Kbk S BB B 400 mg -
m™? - d 7 148 11 KR I 5 M IE KA 20 mg/
551 ~2.4~58~9.11 ~12 Kk 4. BRD
ALK 1.3 mg - m™ - d7 55 1.4.8.11 K
JEE G s R AR 25 mg/d, 5 1 ~ 14 K 1R ; i JE K
P40 mg/d, 55 1.8 .15 KF kRS, b7l # b
BT TR AL R GUIRIT, TR ER 1A IT E R
03,97 PR ES UG 45 T U R B IE 100 mg/d EAT4EFEIR



506 = I RIFST 2019 4E 4 A4S 32 %55 4 1] Chinese Journal of Clinical Research, April 2019, Vol. 32, No. 4

I, ) i FH ] ) DE AR v e T it A i o

1.4 MEFAF —HEHFL 4 AT S, @t
XOF I DR 5 R < B 0 L L 461 i 97 B oA 92 R
HE(MHEH) & &R K B2 Wk 8 145
A ARFRRAG AT, 2 IR B 22 Ve R T AR 2H (Inter-
national Myeloma Working Group , IMWG) il 72 B9 PEM
PR R AT AN . (1) 5822 (CR) = 1M
PRAASCHEBR BAPE R ZH UK AN R T 2%, M 2 ]
PE, B REN I AR T 5% o (2) AR5 U 1 50 o Z2 fift
(VGPR) : IliL75 M 2 TR 90% LA I, BREE FHKF <
0.1 g/24 h;(3)#5rZEf (PR) - LV M 2 i TR
50% VA b, 8l fiK T 0.2 ¢/24 h, ini2EEE H <10 mg/L
i, 5B 200 L 1) = 30% |, U R PR 25 4 i %
T FE=50% 5 QR 2 S35 A0 MRS A7 7, D3R A 988 K
INEEAR = 50% . (4) BAEEE (SD) . RFF A CR,
VGPR.PR #1 PD §yi8i. (5) BImuEfE (PD) « &3
KD T i A HE LK 1 25% DA T B4R 2 23K A
RF N A VR TR o 2 T AR < W 2 s Y N I
(ORR) FIA ZZf# % (NRR) , H 1 ORR = CR + VGPR
+PR,NRR =SD +PD, i @A fF 1 (0S) FIICift g
A A7 (PFS) , Hirr OS 45 M2 2] BUAE e] Jir R 5| A
FET-HIISA] ; PES 45 I IT 4R 1097 ) H BLE g 7 e 52
KOFET-RIEFTE] . AR PE NCLH UWLAS BN 354074
Pt (CTCAE) 55 4 RRPFAf G 7 911 (4 2 &l B0

1.5 iy HiZBiz HEMNEFHHFITHED, B2
2018 4E 1 1 31 H o BV JI7 = WB 112 5 KA B
o I3 5 BT R BE VT 3 % TR U5 28 2R MO R B 15 2
SR I AR R R R LV IR RS R
1.6 itk KA SPSS 20. 0 Bt #1751
Bro HHREBRILL x5 FoR, R ER T 25017,
THBCZERER T 4t 308, ] R ) A
Bal, Fisher ¥ ) A% 346 565 4 47 70 # >R H] Kaplan-
Meier 3. Log-Rank #5675 %4, P <0.05 HERE
gt X,

2 5 R

2.1 =B FuEHFAOobE =4 HE% ORR R
TGt 25 (P >0.05) , Wik2,

2.2 ARLETHAXE THEREVEZELS 4
Jr ALY, ORR Ry 71.2% . Wi A5 97 BR A I, /4
CR % Y5 ORR HZF W, #4325 ~7 NIr R EH
ORR 4 79.6% , #: % 8 ML I J7 F % ORR K
88.9% , =R N[FEYTFFERS ORR K LA % FAH G it2%
HX(P<0.01),LI4%3 8 AL LIP3 ORR fix
e W3,

2.3 BT EIRAERALTT 77 b7 MM &9 £ B oA
66 il B E BT IF ] Ry 8 ~ 61 A4~ A, 1k Bt U i 7] Oy
2018 41 A 31 H WPyl E R 21 N H . &FE
Hfii 0S 48 4~ H (95% CI:20.47 ~101.53) , Hi{iz
PFS 426 1~ H (95% CI:27.03 ~38.92) , =41 0S(P
=0.996) #l PFS(P =0.956) LG itv %R, W
1L 2,

2.4 FRRRE A EENRRVERE R, M)
= RN TR (A AN B R s D 5 SR R 2 B
BRI ARIBRA T 5 T A S A AR A0 25 %0 (K
- JEE AHERRAE ZHON 1 ~2 EEPE RN, RN R
WBIT IR A R R, = 4 e S Ak 18 R v
A Geit2¢ 2 5 (P ¥ <0.01) , L) BAD 415,
W4,

R2 WMARZFEHTHEE 6I1(%)

415 % CR

PR + VGPR SD PD ORR

BAD#4l 22 7(3L.8) 12(54.5) 2( 9.1) 1( 4.5) 19(86.4)
BCD4 14 5(35.7) 6(42.9) 1( 7.1) 2(14.3) 11(78.6)
BRD4] 30  3(10.0) 14(46.7) 9(30.0) 4(13.3) 17(56.7)
V1l 5.930
PH 0.052

R3 TRFTFBREBETHEE 6I1(%)

fLy7iE f%  CR PR+VGPR  SD PD ORR
4y7RE 66 15(22.7) 32(48.5) 12(18.2) 7(10.6) 47(71.2)
S~THFRE 54 18(33.3) 25(46.3)  6(11.1) 5( 9.3) 43(79.6)
SALILIYFRE 18 13(72.2)  3(16.7) 1( 5.6) 1( 56) 16(88.9)
X 1a 10. 924
Pl 0. 005
x4 ZHAFRBRALEE (F)
e BAD#  BCD#  BRD 4 Y
(n=22) (n=14) (n=30)
I 2 12 7 4 11.120  0.003
<2 % 10 6 4
3~4 %% 2 1 0
VLR ERS 13 6 10 3.375  0.185
<29 11 5 8
3~4 %% 2 1 2
Y 5 4 5.043  0.080
<2 % 6 4 4
3~4 4 2 1 0
TH LB R 14 6 4 14.535  0.001
<2 % 9 4 3
3~4 %% 5 2 1
T REdR 4 3 2 2.310 0.315
<2 % 3 3 2
3~4 %% 1 0 0
O EREE 2 1 3 0.093  0.955
<2 % 2 1 3
3~4 %% 0 0 0
K 3 3 4 0.537 0.764




I PRAFSE 2019 42 4 A55 32 455 4 1] Chinese Journal of Clinical Research,April 2019, Vol. 32,No. 4 507

1.0 #
—MBADH
BCDH
—'BRD#|{
——BAD- 81
05 ——BCDH- f§I
BRD:l- {2505
% 0.6
Rind
)
<
?BTK 0.4
02
0.0
T T T T T T
00 1.00 200 300 400 500
os
B1 =2{0S i
EEEDHTEREL
1.0 :
—ti+ —rBADH
B et s S —BCDl
& 1 ~eRoi
L= S BADSI- f2515
s T —-BCD#- t29lic
; o BRD:I- t25is
+-1L--++- -
|
3% 051 IT
& \
kY |
B L.
B 04
0.2
0.0
T T T T T T
.00 1.00 200 3.00 400 5.00
PFS
2 =4 PFS LA
N N
39 i

MM (¥ i e 40 it b Y05 B v S A e, AR
] 0 R T N R e RS T ol R S )
BT RS REBRER 11 O R BRRE , I R B O B 2
o, 5 [ 5 IUAE VB P IR B S SRR AR I R
SERM S ISR E KA R AT T,
ez R RY . BT ITiE i, E R R S
ACHERRIE b IR T I U IR SR T A Y PFS
J OS 2 L HEEM, H & 7E — SouEia 1 & 2 & T
MM g, CR () SE B A R E SR EE, LR 4 T [
HELE TR E YO M R BEMT RV R . HAT
I RAIF 5T 228 TR AR TR 77 R0 S A 196 Ik =2 1] 1~ A
BAERRBITINUT Gl ZRGyT 7 s B g2 i
oA A A IR R A B A R 36 SR YT LA S e R
TBIT TR AR

MM 3657 A% AT A2 AR T A0 RS AR, (H= 24K
R R AR B R ANE ST, 5 — T B 2l
P & A A2 VR T S A R, i IR YT R RERR
JRIBRFHEAL RIS Y, 97 A HRIE K, 25 F1
AT 1 790 B G2 V1 R AR 24 BT &, %o e R A

SRR o U AR AR 45 b RS R 43
PP K B A AT 7 A MM 3R 7 B,
B KSR X B B A ) 2, R ZAER T2 R
FVER P A 3 I, 3 A 5 8 1 I 0% 2 A a50RE 4
BBz F AR R T K B R AR O
WA & BRI AR AE L8 P53 (P27 il eyclinkE 45
I ez A DG B T M A R B, O A% R -k B3
P, 4007 0 e A S S PR R B A g T
ZIFIE K BUINRE AAc oK Ol SRRl B 156 5 AL T O R R
TR PRIZLN , $E 5 MM 3R Y7 808, G ge by B
A B B RO K AR AE M

AR A ORI A L KA 2 e A I 8,
HRAE 25 Ve FH 40 M X o3 BLi], 92 35 B A0 TE A Ak
77 LIREI IR R 25%) , JE i BAD (BCD F1 BRD
S E S P -y 7 3 & Y T NS e
1 LA e Z AHOC R R IE . AR 9T 45 2R SR 44 K
XHAYY MM 2 8L 4F 1997 3%, BAD . BCD #1 BRD 41
ORR 43512 86. 4% .78. 6% F1 56. 7% , BAD #l BCD
ZH7F CR Ml ORR ¥J0% & F BRD 41, (H I 4t 127 2
AR TR B ST A AL, TRk R
4R 8 F SCHR 1 627 i f 35 1) Meta 23 A7 v, A, % BLAMY
Bk =24 B A 3OCR L F 25 B4, Hovh BAD Al
BCD PTG it 22 5%, A 5 Z MR, A SCh
ARG T KA PRI 5T, T e S5 AR BE SRR AR B/,
HI4 w1 K A O, e it — 20 047 KA R 1Y
Sk, [FAF, pr A B ETE 4 N7 RS S ORR A F|
T1.2% WA H32 97 BRI IN ORR RZ Wi 5, Won
TR A K RS R T B P T 2 i i 5 1 A a5 B £ K X
MM IR AE A B TR 815 8] CR, LIRS
K | N 2t B] 2 PFS 0S, 7F 8 ~61 /™ H 1kl 1
4R a2 A OS 48 4~ H (95% CI:20.47 ~
101.53), F1fii PFS 3/ 26 4~ H (95% CI:27.03 ~
38.92), =41 OS(P =0.996) fil PFS(P =0.956) H.#%
TGt EER

MM AE7 5 |6 i @A FH — B 6 PR B I 56 v 1Y
FA AT S r R 009 2 P L L 2 AR
YL MM ALY 9 BRI ), 2 i 2
DL /N AR /0 S 32, DL BAD 2 (1) IfiL 2 BF
PE THALTE TV fe i, EELL L ~2 G ok E,3 .4
PRI

Zi ik, A WF 58 Joie BAD (BCD 5§ BRD J5 %
PR B RO, BB YT AR A KR Y AR
SARFE, =4HAE OS F1 PFS LS it 2% %, 16Y7
I A T A R ML S O A e 2 B L A
N SRR RIVE



508 I RBTSE 2019 4E 4 4532 %454 ] Chinese Journal of Clinical Research, April 2019, Vol. 32, No. 4

LR VB REREACRMEL[T]. 1WA EEZY ,2015,55(36) ;77 =79.
B30 [11] R AR 25, AR B, 2. IR 0k SR i 16T 07 IR Y7
11 Chanda $3,Yong K. Mulipe myelomal 1. B J Hoap Mel (Lond) 2 S Ve BT R 007 2 B USSP 40T [ 0] ep A i 2

(2]

(4]

(5]

(6]

(8]

(10]

2017,78(2) :C21 - C27.
FEH, b, 0, AF. BT M KIR T 2 Ak

BOSRET 4

e VR RGEVTEAN A Meta 43877 [ J ] o 16 I DR 26 B 24 24
2017,33(9) :841 —844.
ZEERR R VD B R A IR A O R Y 2 R Tk RE R 0 I

PRELCH ] BHF IR 244K ,2017 ,17(5) :626 - 629.

Paludo J,Mikhael JR,LaPlant BR, et al. Pomalidomide , bortezomib ,

and dexamethasone for patients with relapsed lenalidomide-refractory

multiple myeloma[ J]. Blood ,2017,130(10) ;1198 — 1204.

X, —. FLT3-ITD 7 22 & = -0 b 1 %35 B % Notch mR-

NA KR IERLT]. o E G RAFSE ,2018,31(11) ;51 - 54,

TWSCE. MR R IR G T 23697 2 BB MR 00T R i [ D]

HPR BB =R, 2015,

PN, DU RS, W14, A5 IR AR AE 2 O M R R
I ETROUEE [J]. v [ S 0 M 2 2% 35, 2017,25 (4) -

1101 - 1104.

TREE N, ERER, B, A A R AR A A AT O SRIBYT

WL R BEE B E YT RSO BT ] AR i v 2 A A

2014,35(5) :448 —450.

Rajkumar SV. Multiple myeloma: 2014 Update on diagnosis, risk-

stratification, and management[ J]. Am J Hematol,2014,89 (10) :

998 —1009.

TRANM, ALl BE, R, A DL K ALY RIRYT

[12]

[13]

[14]

[16]

[17]

[18]

#:,2014,35(3) :225 -230.

XU, (G 3, BRI, 5. TR PR BT TSR YT 2 R T i
TEBAF R B S T WE A [T ] AR W o 2% i, 2013, 34

(10) :868 - 872.

Mohty M, Malard F',Mohty B, et al. The effects of bortezomib on bone
disease in patients with multiple myeloma[ J]. Cancer, 2014, 120
(5):618 -623.

Petrucci MT, Giraldo P, Corradini P, et al. A prospective, internation-
al phase 2 study of bortezomib retreatment in patients with relapsed
multiple myeloma[ J]. Br J Haematol,2013,160(5) :649 - 659.
Zeng Z,Lin J, Chen J. Bortezomib for patients with previously un-
treated multiple myeloma: a systematic review and meta-analysis of
randomized controlled trials [ J]. Ann Hematol ,2013,92 (7) :935
-943.

AR R R . &l A K B BDT BCD BAD 4b¥7 7
FIRITHICHEZ Rt arai (V] S R 25 205K,2016,33(4)
298 -301.

FB. AR OR AR ST Ir RIBIT RIS 2 R ML H B
RO R AT D 1. K M K24 ,2016.

T, X R, . BRI S AN R 25 908 2 R
HARETRORN 22 4= P 9 Meta 237 [1]. BRACM R B2 2%, 2016, 24
(21) :3469 -3475.

KimBEHEE.2018 -08 ~07 {EEIHHI:2018 -09 -05 #4wig: £F

(35 503 50)

(6]

[10]

Asa SL, Casar-Borota O, Chanson P, et al. From pituitary adenoma to
pituitary neuroendocrine tumor ( PitNET) : an International Pituitary
Pathology Club proposal[ J |. Endocr Relat Cancer,2017,24(4) .C5
-C8.

Agustsson TT, Baldvinsdottir T, Jonasson JG,et al. The epidemiology
of pituitary adenomas in Iceland, 1955-2012; a nationwide popula-
tion-based study[ J]. Eur J Endocrinol ,2015,173(5) :655 - 664.
Hu Y, Yang J, Chang Y, et al. SNPs in the aryl hydrocarbon recep-
tor-interacting protein gene associated with sporadic non-functioning
pituitary adenoma[ J]. Exp Ther Med,2016,11(3) :1142 - 1146.
Daly AF, Jaffrain-Rea ML, Ciccarelli A, et al. Clinical characteriza-
tion of familial isolated pituitary adenomas[ J]. J Clin Endocrinol
Metab,2006,91(9) :3316 —3323.

Daly AF, VanbellinPRLen JF, Khoo SK, et al. Aryl hydrocarbon re-
ceptor-interacting protein gene mutations in familial isolated pituitary
adenomas ; analysis in 73 families [ J]. J Clin Endocrinol Metab,

2007,92(5) :1891 —1896.

[11]

[12]

[13]

[14]

[15]

DiGiovanni R, Serra S, Ezzat S, et al. AIP Mutations are not identi-
fied in patients with sporadic pituitary adenomas[ J]. Endocr Pathol
2007,18(2) .76 —78.

Georgitsi M, Heliovaara E , Paschke R, et al. Large genomic deletions
in AIP in pituitary adenoma predisposition [ J]. J Clin Endocrinol
Metab,2008,93(10) :4146 —4151.

Igreja S, Chahal HS, Akker SA et al. Assessment of p27 ( cyclin-de-
pendent kinase inhibitor 1B) and aryl hydrocarbon receptor-interac-
ting protein (AIP) genes in multiple endocrine neoplasia ( MENI)
syndrome patients without any detectable MEN1 gene mutations[ J ].
Clin Endocrinol (Oxf) ,2009,70(2) :259 -264.

Ozfirat Z,Korbonits M. AIP gene and familial isolated pituitary ade-
nomas| J ]. Mol Cell Endocrinol ,2010,326(1/2) ;71 -79.

Chahal HS, Stals K, Unterléinder M, et al. AIP mutation in pituitary
adenomas in the 18th century and today[J]. N Engl J Med, 2011,
364(1) .43 -50.

WK EHE2018 -10-15 {EEEHHI:2018 -11 -06 4G 5%



