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clia ADC, mdt thanh phan quan trong clia chudi
xung khuéch tan.

V. KET LUAN

Nghién c(fu cta ching t6i chirng minh rang
DWI gitp xac dinh u & NV chinh xac hon CT.
Trong s6 nhitng bénh nhan cdé PIRADs IV va
PIRADs V, DWI chinh xac han trong xac dinh
UTTTL & NV han la CT, tuy nhién khong cé su
khac biét dang ké gitta bénh nhan cé dd thap
han. Mac du vay, mot so lugng khéng nho bénh
nhan c6 DWI am tinh nhung c6 d6 UTTTL cao.
Nhitng phat hién nay nén dugc cdn nhac trong
phan tich CHT tuyén tién liét xac dinh UTTTL.
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HIEU QUA PIEU TRI CUA PHAC PO BORTEZOMIB,
CYCLOPHOSPHAMIDE VA DEXAMETHASONE (VCD)
TREN BENH NHAN PA U TUY CO SUY GIAM CHU’C NANG THAN
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TOM TAT

Pat van dé: ba u tuy la mét bénh Iy ung thu
huyet hoc thu’dng gép, gay rdi loan chifc ndng nhiéu
cd quan. Ton thuang than la mot trong nhitng bién
cerng phd bién nhat cua bénh da u tly. Nhiéu khuyén
cdo trén thé gidi hién nay da lua chon phac dé VCD
(bortezomib, cyclophosphamide va dexamethasone) la
phac d6 uu tién cho bénh nhan da u tuy cd suy giam
chic ndng than. Tai Viét Nam con it nghién clru vé
van dé nay. Muc tiéu nghién ciru: Danh gia hiéu
quad diéu tri clua phac d0 bortezomib,
cyclophosphamlde va dexamethasone (VCD) trén benh
nhan da u tiy mdi chdn doan c6 suy giam chiic ning
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than. P6i tugng va phuong phap nghién ciru:
Day la nghlen clfu mo ta ho6i ciy dugc thuc hién tai
khoa Huyet hoc bénh vién Chg Ray trong khoang thai
gian tr ndm 2015-2020 & bénh nhan tir 18 tudi trd
Ien mdi dugc chan doan da u tay va ¢6 tang creatinin
mau > 2 mg/dL ho&c gidm do loc cau than eGFR < 60
mL/ph(t/1.73m?, dugc diéu tri bdng phac do
bortezomib, ~cyclophosphamide va dexamethasone
(VCD). Két qua Chung t6i thu thap dugc 40 bénh
nhan cé do tudi 1a 53,4 £ 9,5 tudi, nam gidi chiém
77,5%, creatinin mau Ia 46 = 3 2mg/dL Sau hoa tri
v&i 4 chu ky bang phac d6 VCD c6 77% bénh nhan
dat dap ng lui bénh mot phan hoac han (> PR), trong
do dat lui bénh mC)t phan rat tot (VGPR) la 27%. Ty lé
dap ung than noi chung dat 85%, trong ddé 57% dap
(ng hoan toan (CRrenaI), 10% dap ung mét phan
(PRrenal) va 18% dap u’ng ti thi€u (MRrenaI) Co su
tuong quan thuan cé y nghia théng ké gilta dap (ing
than va dap ung lui bénh sau hoa tri véi p = 0,002.
Ket luan: Phac do VCD co hiéu qua diéu tri cao trong
ca dap (rng lui bénh va cai thién chirc ndng than trén
bénh nhan da u tuy méi chan doén cd suy giam chirc
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nang than.
T khoa: da u tuy, suy giam chirc ndng than,
bortezomib, cyclophosphamide, dexamethasone.

SUMMARY
TREATMENT EFFICACY OF BORTEZOMIB,
CYCLOPHOSPHAMIDE AND DEXAMETHASONE
(VCD) REGIMENS IN MULTIPLE MYELOMA

PATIENTS WITH RENAL IMPAIRMENT

Background: Multiple myeloma is a common
hematologic malignancy, causing multiple organ
dysfunction. Kidney injury is one of the most common
complications of multiple myeloma. Current guidelines
recommended the VCD regimen (bortezomib,
cyclophosphamide and dexamethasone) as the
preferred regimen for patients with multiple myeloma
and renal impairment. In Vietnam, there are few
studies on this context. Objective: To evaluate the
treatment efficacy of bortezomib, cyclophosphamide
and dexamethasone (VCD) regimens in newly
diagnosed multiple myeloma patients with renal
impairment. Materials and Methods: A
retrospective descriptive study had been conducted at
the Department of Hematology, Cho Ray Hospital
during the period from 2015 to 2020. Study population
included patients who were aged of 18 years and
older, newly diagnosed with multiple myeloma, had
serum creatinine level greater than 2 mg/dL or
decreased glomerular filtration rate eGFR < 60
mL/min/1.73 m2. These patients were treated with
regimen of bortezomib, cyclophosphamide, and
dexamethasone (VCD). Results: We collected 40
patients with age 53.4 = 9.5 years old, male
accounted for 77.5%, serum creatinine level was 4.6
* 3.2 mg/dL. After chemotherapy with 4 cycles of VCD
regimen, 77% of patients achieved partial remission
response or better (> PR), of which very good partial
remission (VGPR) was 27%. The overall renal
response rate was 85%, of which 57% had a complete
response (CRrenal), 10% had a partial response
(PRrenal) and 18% had a minimal response (MRrenal).
There was a statistically significant positive correlation
between renal response and remission response after
chemotherapy with p = 0.002. Conclusion: Our study
revealed that the VCD regimen was highly effective in
both remission response and renal function
improvement in newly diagnosed multiple myeloma
patients with renal impairment.

Keywords: multiple myeloma, renal impairment,
bortezomib, cyclophosphamide, dexamethasone.

I. DAT VAN DE

Pa u tay la mot bénh ly ung thu huyét hoc
thuGng gap, dac trung bdi su’ tang sinh ac tinh
dong tuong bao tich Iy trong tly xucng san
xudt globulin mién dich don dong, bi€u hién dac
trung trén 1dm sang bdi nhiéu 6 hly xucng dan
dén gdy xudng bénh ly va r6i loan chirc nang
nhiéu cd quan, bao gém: suy than, thi€u mau,
t&ng canxi mau, cac triéu chirng than kinh... Tén
thuang than 1a mét trong nhitng bién chiing phd
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bién nhat cta bénh da u tdy. Han 50% bénh
nhén tién trién dén suy than trong suét thdi gian
bénh, véi 20 — 50% bénh nhan bi€u hién suy
than tai thdi diém chan doan va hon 12% bénh
nhan can diéu tri thay thé than [4]. Su xuat hién
cla bénh than trong da u tay la mot chi so tién
lugng kém. Thdi gian s6ng trung binh cla bénh
nhan suy than tir trung binh dén nang la 9 — 13
thang, trong khi d6 la 34 — 36 thang & nhiing
ngudi co6 chirc nang than binh thuGng [7]. Bap
Ung nhanh va sau vdi héa tri la rat quan trong
dé€ phuc hdi chiic ndng than. Hién nay, nhiéu
khuyén cdo trén thé gidi da lva chon phac do
VCD  (bortezomib,  cyclophosphamide va
dexamethasone) la phac d6 uu tién cho bénh
nhan da u tay cd suy giam chirc ndng than & ca
bénh nhan cd va khong cd chi dinh ghép té bao
goc. Nhilng ndm gan day, tai Viét Nam noi
chung va bénh vién Chg Ray noi riéng da ap
dung rong rai phac dé VCD trong diéu tri bénh
da u tay. Tuy nhién, chua c6 nghién c(tu nao
danh gia dap Ung diéu tri cling nhu ty 1€ cai
thién chdc nang than trén nhdm bénh nhan da u
tly méi chan doan dugc diéu tri véi phac do nay.
Vi vdy, ching tdi tién hanh nghién clu nay dé
danh gia hiéu qua diéu tri ctia phac do bortezomib,
cyclophosphamide va dexamethasone (VCD) trén
bénh nhan da u tdy mdi chdn doan cd suy giam
chlc nang than.

Il. DOl TUQONG VA PHU'ONG PHAP NGHIEN CU'U

Poi tugng nghién clru: Day la nghién clu
mo ta hdi clu dugc thuc hién tai khoa Huyét hoc
bénh vién Chg Ray trong khoang thdi gian tir
nam 2015-2020. Nghién cifu dudgc ti€n hanh vai
su chdp thuan cua HOi dong DPao DBlc trong
nghién cfu Y Sinh Hoc tai Dai hoc Y Dugc Thanh
phd HO Chi Minh va bénh vién Chg Ray.

Tiéu chudn nhan vao: Nhiing bénh nhan tir
du 18 tudi trd 1én, méi dugc chan doan xac dinh
da u tly theo tiéu chudn cla Hiép hdi nghién
ctru Pa u tay quoc té (IMWG) 2014 [5], cd tang
creatinin mau > 2 mg/dL hodc giam do loc cau
than eGFR < 60 mL/phat/1.73m?, dugdc diéu tri
bdng phac d6 bortezomib, cyclophosphamide va
dexamethasone (VCD), hd sd bénh an day du
thong tin nghién cfu theo mau thu thap so liéu.

Tiéu chudn loai tri: Ching toi loai khoi
nghién ctfu nhitng hd sd bénh an khong day du
thong tin nghién clru theo mau thu thap so liéu.

Bién s6 nghién ciru: Trong nghién clu nay,
dap Ung diéu tri sau 4 chu ky dugc danh gia
theo tiéu chuén cua Hiép hdi nghién citu Pa u
tdy quoc té€ (IMWG) 2014 [5] thanh 5 muc: dap
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rng mot phan rat t6t (VGPR), dap &'ng mot phan
(PR), dap (ng t6i thi€u (MR), bénh &n dinh (SD)
va bénh tién trién (PD). Ddng thdi, danh gia dap
(rng than sau diéu tri dugc phdn nhom dua theo
tiéu chudn cua Hiép hdi nghién clu Pa u tdy
quoc té (IMWG) 2016 [2] gbm: dap (ng hoan
toan (CRrenal), dap ing mot phan (PRrenal),
dap Ung tdi ti€u (MRrenal) va khdéng dép (ng
(NRrenal). Ngoai ra ching t6i cling thu thap cac
sO liéu vé dich té, lam sang, can lam sang trong
qua trinh diéu tri ca bénh nhan tir hd s bénh an.

X' ly théng ké: Nhap va xu ly s6 liéu bang
phan mém Stata 14.1 for Mac. Cac bién dinh tinh
dugc trinh bay dudi dang tan so va ty l1é %. Cac
bién lién tuc phan phdi chudn dugc mé ta bang
trung binh + d6 1éch chuan, néu phan phdi khéng
chuén dugc md ta bang trung vi (t& phan vi 25-
75M). Chia dan s6 bénh nhan thanh 2 nhém: do
loc cau than eGFR < 30 mL/phdt/ 1.73m? va > 30
mL/phit/1.73m2. D€ phén tich dap Ung diéu tri,
ching toi phan thanh 2 nhém: dap &'ng mot phan
hoac han (> PR) va thap hon dap ing mot phan
(< PR), dong thdi cling phan thanh 2 nhém dap
Ung than goém: dap U‘ng mot phan hoac han (=
PRrenal) va thdp hon dap (ng mot phan (<
PRrenal). D& so sanh ty 1& gilta 2 nhdm s dung

phép ki€ém chi binh phuong. Cac phép kiém cd y
nghia théng ké khi gia tri p < 0,05.

Ill. KET QUA NGHIEN cU'U

Trong thdgi gian ti€n hanh nghién cru, ching
tdi thu thdp dugc 40 bénh nhén thoa tiéu chuén
nhan vao nghién ciu, trong d6 c6 31 nam
(77.5%) va 9 nit (22.5%). D tudi trung binh I3
53 tudi, do tudi I6n nhéat la 70 tudi, do tudi nho
nhat la 32 tudi.

P3c diém Idm sang va can 1am sang clia bénh
nhan trong nghién clfu ctia chdng toi dugc mo ta
trong Bang 1. Cac dic diém nhan trdc hoc nhu
tudi, BMI va dic diém triéu chiing l1am sang
khong co su khac biét gitta 2 nhdm phan theo
chirc nang than. Tuy nhién, nam gidi chiém ty |é
cao hon & nhdm bénh nhan c6 chirc ndng than
lic chdn doan gidam nang (eGFR < 30 mL/phut/
1.73m?) c6 y nghia théng k&, vai chi s6 p = 0,03.

Cac chi s0 cong thirc mau (Hb, WBC, PLT) va
ty & tuong bao trong tuy tucong tu nhau giifa cac
phan nhom than. Co6 su khac biét ro rét vé chi s6
2 microglobulin trong mau & 2 phan nhém than,
chi s8 nay cao hon dang k& & nhém bénh nhan
suy giam chic ndng thdn nang (eGFR <
30mL/phut/1.73m?) c6 y nghia véi p = 0,01.

Bang 1. Dac diém I6m sang, cdn Idm sang dua theo phdn nhdm chuc ndng than

Téng eGFR < 30 eGFR > 30
(n = 40) mL/phat/1.73m? | mL/phat/1.73m? | p value
(n = 29) (n=11)
Péac diém chung
Tudi (nam) 53,4 £ 9,5 523+901 56,5 + 10,4 0,22
GiGi nam 31 (77,5) 25 (86,2) 6 (54,5) 0,03
BMI (kg/m?) 20,6 £ 2,0 20,4 + 1,8 211 £2,3 0,33
Lam sang
Thi€u mau 39 (97,5) 29 (100) 10 (90,9) -
DPau xugng 35 (87,5) 25 (86,2) 10 (90,9) 0,58
Triéu chling B 24 (60) 19 (65,5) 5 (45,5) 0,25
Can lam sang
Hb (g/L) 77,8 + 17,6 75 + 17,2 85 + 17,5 0,11
WBC (G/L) 8,8 + 3,4 8,8 £ 3,0 8,6 £ 4,3 0,88
PLT (G/L) 229 + 138 223 £ 129 244 £ 166 0,68
BUN (mg/dL) 46,7 £ 26,3 55,5 + 25,9 23,6 £ 4,3 0,0003
Creatinin (mg/dL) 4,6 % 3,2 58 % 3,0 1,5+0,3 < 0,001
eGFR (mL/phdt/1.73m?) | 21,5 * 15,7 12554 451 % 6,1 < 0,001
Ca TP (mmol/L) 26%06 27 £0,6 24 %03 0,06
LDH (U/L) 302 + 211 273 + 134 376 + 338 0,17
B2 microglobulin (ug/L) | 19068 + 18007 | 23341 + 19459 7801 * 3424 0,01
Ty 16 tuong bao tuy (%) | 37,3 + 25,7 34,6 £ 25,8 44,4 * 254 0,29
Loai Immunoglobulin
IgG 20 (50) 14 (48,3) 6 (54,5
IgA 5 (12,5) 3(10,3) 2 (18,2) -
IgM 0(0) 0 (0) 0(0)
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Loai chudi nhe
Kappa 27 (67,5) 21 (72,4) 6 (54,5 037
Lambda 11 (27,5) 7 (24,1) 4 (36,4) '
Giai doan ISS
I 1(2,5) 0(0) 1(9,1)
II 2 (5 0(0) 2 (18,2) -
111 37 (92,5 29 (100) 8 (72,7)

Gia tri 1a trung binh + d6 1éch chudn hodc sd lugng (%).

Theo két qua chung toi ghi nhan dugc, sau khi hoa tri 4 chu ky véi phac d6 VCD cé 77% bénh
nhan dat dap (ng lui bénh mot phan hodc han (= PR), trong doé dat lui bénh mét phan rat tot (VGPR)
la 27% (Hinh 1A). Ty |Ié dap ng than ndi chung dat 85%, trong d6 57% dap (ng hoan toan
(CRrenal), 10% dap irng mét phan (PRrenal) va 18% dap (ing t6i thi€u (MRrenal) (Hinh 1B).

PAP UNG SAU 4 CHU KY (N = 40)
mVGPR mPR mMR mSD wPD

8%

5%

50%

PAP UNG THAN SAU 4 CHU KY (N = 40)

m CRrenal PRrenal mMRrenal mNRrenal

15%

18%

57%

B 10%

Hinh 1. 1A-Panh gia dap irng diéu tri sau 4 chu ky VCD,
1B-Panh gia dap ung than sau 4 chu ky VCD
Khi phan tich dap (ng than theo 2 nhém dap (ng lui bénh gom dap ('ng mét phan hodc hon (>
PR) va thap hon dap ('ng mét phan (< PR), ching t6i nhan thdy khi bénh nhan dap (ng vdi diéu tri
thi chifc ndng than cling cai thién theo, su cai thién nay la cé y nghia thong ké véi p = 0,002 qua
phép kiém chinh xac Fisher (Hinh 2). Trong nhém dap (ng lui bénh > PR vGi 31 bénh nhén, cd
80,7% bénh nhan dap Ung than > PRrenal. Ngudc lai d6i v8i nhém dap (ng lui bénh < PR, ty I€ cai

thién chlic nang than > PRrenal chi dat 22,2%.

TY LE PAP UNG THAN THEO PAP UNG DIEU TRI (N = 40)

90% 4L

19.3%

= PR (n = 31)

p = 0,002

0

77,8%

B= PRrenal
O< PRrenal

22.2%

<PR (n=29)

Hinh 2. Ty Ié dap irng than theo dap irng diéu tri sau 4 chu ky VCD

IV. BAN LUAN

Nghién clfu cla chdng toi danh gia hiéu qua
diéu tri cta phac d6 VCD trén 40 bénh nhan da u
tuy mdi chdn doan cd suy giam chirc ndng than
(creatinin mau > 2 mg/dL hoac giam dé6 loc cau
than eGFR < 60 mL/phut/1.73m2), day la nhém
doi tugng cd tién lugng xdu, tdng nguy co tr
vong sém & bénh nhan da u tuy. Theo y van,
cling da c6 mot s6 tac gia ti€n hanh danh gia
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hiéu qua diéu tri cia phac d6 cd bortezomib trén
nhém déi tugng nay.

Khi so sénh vé& d6 tudi clia dan s, nhan thay
dod tudi trung binh trong nghién ctu clia ching
toi la 53,4 tudi, thdp hon so vdi nghién clu
EVOLUTION Ia 62 tu6i [3], nghién cltu cia Costa
va cdng su 1a 63 tudi[1]. Ty 1& dap (ng lui bénh
sau hoa tri phac d6 VCD trong nghién ctu cua
chiing t6i gan tuong dong vdi cac tac gia khac
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V@i 77% bénh nhan trong nghién clru clia ching
t6i dat dap ang mét phan hodac han, trong
nghién cu EVOLUTION ty lé nay la 75% [3],
trong thir nghiém cuia Reeder va cong su' la 88%
[6] va trong nghién clu clia Costa va cong su la
100%[1]. Ching t6i ghi nhan dugc muc creatinin
trung binh cla bénh nhéan la 4,6 mg/dL cao han
so trong nghién cltu cia Costa va cong su co
muUc creatinin trung binh trong nhém bénh nhan
suy giam chic nang than la 3,5 mg/dL [1]. Tuy
nhién ty |é cai thién chirc nang than trong nghién
ctu cla ching toi dat dugc khd cao va gan
tuong dong vdi tac gia nay. Cu thé, nghién ciu
cla chdng téi ¢ 85% bénh nhan dat dap Ung
than ndi chung, trong d6 57% dap Ung hoan
toan (CRrenal), 10% dap Ung moOt phan
(PRrenal) va 18% dap Ung tdi thi€u (MRrenal),
con trong nghién clfu cla Costa va cong su, cac
ty 1€ nay lan lugt la 71,4%, 35,7% (CRrenal),
28,5% (PRrenal) va 7,1% (MRrenal) [1]. Nghién
clru clia ching toi cling phan tich dugc réng c
su’ tuang quan thuan cé y nghia thong ké gilra
dap (ng than va dap Ung lui bénh sau hoa tri vGi
p = 0,002.

Ton thuong than 13 mét trong nhitng bién
chlrng phé bién nhat ctia bénh da u tay. Triéu
chitng thudng gép 1a suy than va dam niéu. Tén
thuang than & bénh nhan da u tay chi yéu la do
tac dung dbc hai cla chudi nhe don dong trén
mang ddy cla cdu than va/hodc 6ng than. Tén
thuong than trong da u tliy cé nhiéu dang khac
nhau, nhung phd bién nhét la bénh than tru
(cast nephropathy), thudng dan dén ton thuong
than cdp. Tang calci mau, mat nudc, tang do
nhét mau, giam tuan hoan than, tang acid uric
mau, thubc gay doc cho than (khang sinh
aminoglycoside va/hodc thuc chng viém khong
steroid) va chat can quang gop phan vao su’ phat
trién hodc lam tdng thém tén thuong than hién
cd bang cach lam tram trong thém tac dung doc
hai cla chuoi nhe [4]. Viéc st dung cac thudc
diéu tri mdi dan dén sy gia tdng dang k& thoi
gian song sét cla bénh nhan da u tay vdi suy
gidam chlic nang than, mac du suy than nang cé
lién quan dén tang nguy co tir vong sém. D3 cd
nhiéu nghién cru chirng minh vai trd cta chat Gc
ché proteasome - bortezomib & bénh nhan da u
tdy cd suy gidm chdc nang than. Ngoai hoat
ddng chéng da u tuy, bortezomib giup 6n dinh
NF-kappaB va diéu chinh cac yéu t6 chéng chét
t€ bao theo chudng trinh (apoptosis) trong cac
t€ bao 6ng than [8]. Bortezomib khong loc qua
than, cho phép diéu tri nhanh chong ma khong

can diéu chinh lidu. Viéc bd sung thudc th( ba
gom chat diéu hoa mien dich hoac tac nhan alkyl
hda hodac anthracycline thém vao hai thuéc nén
tang bortezomib va corticosteroid trong diéu tri
da u tdy gilp cai thién ty 1€, do sdu va téc do
dap Ung diéu tri ctia bénh da u tuy.

Trong nghién c(fu cta chung t6i, con mot so
han ché la nghién citu héi citu dua trén h6 sg
bénh an do d6 mét s6 bién s c6 thé khong dugc
thu thap day da, nghién clu cd@ mau nho, daon
trung_tam. Do vay can tién hanh nghién cliu véi
cd mau Ién hon, da trung tam, so sanh hiéu qua
cla cac phac do khac nhau.

V. KET LUAN

Phac do6 bortezomib, cyclophosphamide va
dexamethasone (VCD) cé hiéu qua diéu tri cao
trong ca dap Ung lui bénh va cai thién chic nang
than trén bénh nhan da u tuy méi chan doan ¢
suy giam chiic nang than. C6 su tuong quan
thuan cé y nghia théng ké gitra dap ’ng than va
dap Ung lui bénh sau hoa tri.
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