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KET QUA DIEU TR| THEO PHAN NHOM NGUY CO'
& BENH NHAN PA U TUY XUONG

Han Viét Trung"’, Vii Minh Phwong®”, Nguyén Thanh Ha'
TOM TAT

Muc tiéu: (1) Phan loai yéu t6 nguy co theo R-ISS va Mayo Clinic. (2) Danh gia két qua diéu
tri va thoi gian séng thém cta nhém nghién ciru theo phdn nhém nguy co. Phwong phép: 78
nguoi bénh dwoc chdn doén xac dinh da u tiy xuong theo tiéu chudn IMWG 2014 tai trung tam
Huyét hoc va truyén mau tir T1/2015 dén T4/2019. Bénh nhan duoc lam céc xét nghiém dé
phan nhém tién lwong, diéu tri bing phac db VCD va déanh gia két qué diéu trj va thoi gian sbng
thém toan bé. Két qua: Theo phdn nhém nguy co R-ISS: 7,69% R-ISS 1, 66,67% R-ISS 2 va
25,64% R-ISS 3. Theo phan nhém nguy co Mayo-Clinic 66,67 % nguy co chuén, 16,67% trung
binh va 16,67% nguy co cao. Két qué diéu tri theo phédn nhém Mayo Clinic va phdn nhém theo
R-ISS déu dat ty Ié 66,67% dap (ng tir MGt phan rét tot tré Ién, & nhém phén loai Mayo Clinic,
nhom tién lwgng x4u co ty 16 1a 69,23%, RISS 3 c¢6 ty Ié la 63,64% dap trng mot phan rét tot tré
Ién, Thoi gian séng toan bé theo nhém nguy co Mayo Clinic & nhém nguy co cao, trung binh vé
chuén Ian Iwot Ia 28,78 thang, 27,90 thang va 43,75 théng; theo R-ISS Ian luwot 1a 27,89 thang,
38,11 thang va 56 théng. Két luan: Phan nhém céc yéu tb nguy co cé gia tri lién quan dén két
qua diéu trj va thoi gian séng thém toan bg. Co sw khéc bigt gitta 2 phan nhém Mayo Clinic vé
R-ISS.

Tir khéa: da u tdy xwong, yéu té tién lwgng, phdn nhém nguy co.

1. DAT VAN BE yéu t6 nay dwoc phdi hop tao ra cac phan
nhém nguy co. O Viét Nam, nghién ctru vé
phan nhém nguy co véi két qua diéu trj da u
tiy xwong chua cé hé thdng, vi vay chang toi
tién hanh dé tai nghién ctru nay véi muc tiéu
sau:

(1) Phén loai nhém yéu té nguy co theo R-

Pa u tuy xwong la mot bénh ly ac tinh cda
co quan tao mau dong twong bao, dac trung
b&i sw tdng sinh cac twong bao ac tinh dan
téi tang san xuét cac paraprotein trong mau
va/hoac trong nuéc tiéu gay tén thwong cac
co quan khac [2]. Thoi gian sdng thém trung

binh ctia bénh khoang 3 nadm; Ty I& sbng trén
5 nam la 46,6%; nhirng nguwoi tré cé tién
lwong tdt hon nguoi cao tudi [5], [11]. Cac
yéu tb tién lwgng bao gdm B2-Microglobumin,
dinh lwong chudi nhe, IL6, LDH, cac béat
thwong nhiém sic thé, FISH, chi sb
hemoglobin, sb lwgng tiéu cau, CRP, chi sb
twong bao (plasma cell index)... [1], [3]. Cac
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ISS va Mayo Clinic.

(2) Panh gié két qua diéu tri va thoi gian
sbng thém cta nhém nghién ctru theo phén
nhém nguy co.

2. POl TUQNG VA PHUONG PHAP
NGHIEN clru

2.1. Béi tweng nghién ciru

78 bénh nhan (BN) dwoc chan doan da u
tiy xwong theo IMWG 2014 [12], diéu trj tai
Trung tdm Huyét hoc va Truyén mau, Bénh
vién Bach Mai tir 01/2015 dén 04/2019.

2.2. Phwong phap nghién ciru

* Thiét ké nghién ctru: m ta cit ngang.

Cac budec tién hanh trong nghién ctru:

- BN dwoc chan doan da u tiy xuond
theo tiéu chuan cia IMWG 2014 [12].
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- Cac BN duwoc kham, lam cac xét nghiém
chan doan xac djnh, phan giai doan theo tiéu
chuan cua R-ISS, lam xét nghiém nhiém séc
thd, FISH tim cac dot bién nhiém sic thé
del(17p), ¥(4;14), (14;16), del(13q), albumin,
beta2 microglobulin, Enzym Lactat
Dehydrogenase (LDH), dwgc phan nhom
nguy co theo R-ISS va Mayo Clinic [9], [14].

- Cac bénh nhan dwoc didu tri phac dd
VCD trong d6 c6 39 bénh nhan dwgc danh
gia mirc dd lui bénh sau 4 dot diéu trj theo
tiu chudn ctia NCCN 6/2019 [12]

- Theo dbi thdi gian séng thém toan bo,
thoi gian song thém khong bénh, thoi gian tai
phat.

2.3. Pao dirc trong nghién ctru

- BN dworc thdng bao y nghia, sw can thiét
ctia xét nghiém trong chan doan bénh.

- Cac xét nghiém va phuong phap diéu tri
dworc tién hanh khi cé sw déng y ctia BN.

2.4. Xt ly sé liéu: theo phadn mém
EPIDATA 3.1 va STATA 10.0.

3. KET QUA NGHIEN CcUU

3.1. Pic diém chung cta déi twong

nghién cru

Tudi trung binh ctia nhém BN nghién ciru
la 60,45 £ 9,50, trong d6 c6 2 BN (2,56%) <
40 tudi va 58,97% trén 60 tudi. Nam chiém
50%; nir 50%. V& chan doan bénh, ty 1& BN
c6 chan doan IgG la 57,69 %; IgA chiém
23,08 %; chudi nhe Kappa chiém 7,69% va
chudi nhe Lambda chiém 11,54 %.

3.2. Bic diém phan nhém nhém nguy co’

Theo phan loai nguy co theo yéu té di
truyén Mayo-Clinic (d6t bién sé lwgng va cau
trac NST) trén 78 bénh nhan, phan I&n céc
trwong hop thuéc nhém nguy co tiéu chuan
chiém 66,67% twong dwong 52/78 bénh
nhan. Nhém nguy co trung binh chiém
16,67% twong dwong 13/78 bénh nhan va
nhém nguy co cao chiém 16,67% twong
dwong 13/78 bénh nhan (bang 3.1).

Theo phan loai ISS cap nhat (R-ISS) cla
nhém 78 bénh nhan nghién cru, hau hét
bénh nhan khi nhap vién & giai doan R-ISS 2
(66,67%) twong dwong 52/78 bénh nhan, cé
7,69% bénh nhan & giai doan 1 (6/78 bénh
nhan) va 25,64% bénh nhan thudc giai doan
R-ISS 3 (20/78 bénh nhan) (bang 3.2).

Bang 3.1. Bac diém phan nhém theo Mayo Clinic

Nguy co theo yéu to di truyén n %
Nguy co tiéu chuan Trisomy 52 66,67
Nguy co trung binh t(4;14) 13 16,67
Nguy co cao t(14;16), del(17p); 13 16,67
Tong 78 100

Bang 3.2. Bic diém phan nhém theo R-ISS

Giai doan R-ISS n %
R-1SS 1 6 7,69
R-ISS 2 52 66,67
R-ISS 3 20 25,64

Téng 78 100

Nhém bénh nhan nguy co cao theo phan
loai Mayo Clinic, ty 1& dap ¢ng mot phan rat
tot trér 18n 1a 69,23%. Ty I& Iui bénh gitra cac
nhém nguy co' la khac biét khéng cé y nghia
théng ké véi p>0,05 theo kiém dinh Fisher's
Exact, d tin cay 95%.

29

O nhém bénh nhan cé phan loai R-ISS 3,
ty 1& dap (rng moét phan rat tét tré I1én 1a
63,64%, thap hon so véi ty 1&é dap &ng cla
nhém bénh nhén R-ISS 1 la 80%. Ty I& lui
bénh gilta cac nhém nguy co l1a khac biét
khéng c6 y nghia théng ké véi p>0,05 theo
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kiém dinh Fisher's Exact, d§ tin cay 95%
(bang 3.4).

Bidu dd 3.1 cho thay thoi gian séng thém
trung binh theo nhém nguy co Mayo Clinic &
nhém nguy co cao, trung binh va chuan Ian

lvot 1a 28,78 thang, 27,90 thang va 43,75
thang. B6i v&i phan nhém nguy co R-ISS thoi
gian séng thém trung binh & cac nhém nguy
co cao, trung binh va chuan lan lwot 13 27,89
thang, 38,11 thang va 56 thang.

Bang 3.3. Méi lién quan gitra phan nhém nguy co Mayo Clinic va dap tng diéu tri

Nguy co Nguy co trung 2
Tinh trang dap trng chuan binh faLy o ca0 Tong p
n % n % n % n %
Sor 3R G Tk
KDong dap tnghoac:is o, Bt ifalag i g 0 1 1667 5 1282
tien trien
Lui bénh t6i thiéu 2 7,69 2 28,57 1 16,67 5 12,82
A PG -
NI gk A 1429 0 0 3 769 0,572
toan
. ~ .t hk A
Luibgnh motphanrat .o w903 4 5714 4 6667 26 66,67
tot tré 1én
Tong 26 100 7 100 6 100 39 100
Bang 3.4. Két qua diéu trj theo phan nhém nguy co R-ISS
) S R-ISS 1 R-ISS 2 R-ISS 3 Téng
Tinh trang dap &rng = % = % = % = % p
Khéng dap (rng hodc tién trién 1 20 4 1739 0 0 5 12,82
Lui bénh toi thiéu 0 0 2 870 3 2727 5 1282
Lui bénh khéng hoan toan 0 0 2 8,70 1 909 3 7,69 0,561
Lui bénh mét phanrattottrélen 4 80 15 6522 7 63,64 26 66,67
Toéng 5 100 23 100 11 100 39 100
4. BAN LUAN tudi. Nném tudi gap nhiéu la > 60 chiém

4.1. Pic diém chung cua dbi twong
nghién cru

Tubi trung binh ctia nhém BN nghién ctru
la 60,45 tudi, két qua nay twong dbng voi két
qua nghién cku trong nwéc cla tac gia
Nguyén Lan Phwong [3], HZru Thj Chung [1],
ddng thoi ciling twong ddng véi nghién ctru
ctia Kyle et al [11], trong d6 2% < 40 tudi va
trén 60 tudi chiém 38%. Tré nhat I1a 35 tudi va
cao nhét 1a 90 tudi; Ti 1& nam/ni¥ twong
dwong 1:1 (Nam 50%, nir chiém 50%). Két
qua nay phli hgp véi két qua ctia Nguyén Lan
Phuwong la 1:1 [3], theo Kyle RA va Antonio
Palumbo ty 1& nay 14 1,3-1,5 [5], [11].

P6 tudi trung binh clia cac BN l1a 60,45
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58,97%, ty 1& b&nh nhan < 40 va trén 80 tudi
thap, do tudi trong nghién clru ctia chung toi
twong tw cac nhém tac gia cta Viét Nam nhv
Nguyén Lan Phwong [3], Hiru Thj Chung [1]
va phu hgp véi nhivng tac gia Kyle RA et al
[11] va Antonio Palumbo et al [5].

Phan bd thé bénh, trong nghién ctru cla
chang téi ty 1& BN IgG chiém 57,69 %; IgA
chiém 23,08 %; chudi nhe Kappa chiém
7,69% va chudi nhe Lambda chiém 11,54 %.
Két qua nay ciing phu hop véi mat sé nghién
ctru trwéc: Nguyén Lan Phuong (IgG 60,6%),
IgA 20,1%) [3], Hiru Thj Chung (1999) [1].
Antonio Palumbo [5] va Bart- Barlogie [7] V0i
ty 1& 1gG 60%, IgA 20% va chudi nhe 20%.
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Bidu dd 3.1. Thai gian séng toan bd theo phan nhém Mayo Clinic va R-ISS cép nhét

Bang 3.3 thuc hién danh gia hiéu qua diéu
tri bénh theo phan Mayo Clinic cua nhém 39
BN dwoc danh gia, co toi 66,67% bénh nhan
dat dwoc dap (’ng mot phan rét tét tré 1én. C6
12,82% bénh nhan khong dap (rng hodc bénh
tién trién.

4.2. Ban luan vé phan nhém nguy co

* Phian nhém nguy co’ Mayo-Clinic

Theo phan loai nguy co theo yéu td di
truyén Mayo-Clinic, trong nghién ctru clia
chung t6i cho thay phan I6n céc trwdng hop
thusc nhém nguy co tiéu chudn chiém
66,67%, Nhém nguy co trung binh chiém
16,67% va nhém nguy co cao chiém 16,67%.
Theo cac tac gia Dispenzieri va Rajkumar cua
trung tam nghién ctu ung thu Bénh vién
Mayo-Clinic thi ty 1& bénh nhan cé nguy co
cao 1a khoang 15%, nhém nguy co trung binh
chiém 10% va nhém nguy co' chuén la 75%
[13] twong tw nhw c@p nhat ctia nhém nghién
ctru Kumar SK et al [10] hay Rajkumar SV et
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al [13].

* Phan nhém theo R-ISS

Trong nghién clru cla chung t6i, phan
nhom nguy co theo R-ISS c6 7,7 % bénh
nhan cé phan loai R-ISS |, 66,7 % giai doan I
va 25,64 % bénh nhan giai doan lll, két qua
nay cla chulng tdi cling c6 chat khac biét voi
két qua nghién ciu cGa nhom tac gia
Palumbo et al nghién ctru trén 4.445 bénh
nhan mai chan doan Pa u tly xwong & 11
trung tdm trén toan thé gi¢i dwoc gdp chung
[6], trong d6 c6 3060 ngwdi bénh dwoc danh
gia phan loai theo R-ISS, ty 1& (R-ISS) giai
doan | 1a 28,5% (n = 871), (R-ISS) giai doan Il
la 61,9% (n = 1894), (R-1SS) giai doan IIl |a
9,6% (n = 295), s\ khac biét do nhom bénh
nhan nghién ctvu dwgc chan doan & giai doan
mudn. Két qua nghién clru ctia ching tdi
twong tw nghién ctu cia nhém tac gia Kim
DS et al [8].

4.3. Két qua diéu tri theo phan nhém
nguy co’
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* Két qua diéu tri theo phan nhém nguy
co’ Mayo-Clinic

Nghién ctru ctia chung t6i trong nhom 39
ngudi bénh dwoc danh gia hiéu qua didu tri
theo yéu té tién lwong cia Mayo-Clinic cho
thay ty I&é dap tng mot phan rat tét trd 1én dat
66,67 %, ty 1& nay twong déng véi nghién ciru
cta Dispenzieri A et al nhém dap (rng mot
phan rét tét tré 1én dat 61% [9] trong d6 nhom
bénh nhan thudc phan loai nguy co cao co ty
I& dap (rng mot phan rat tét dat 69,23%.

* Két qua diéu tri theo phan nhém R-ISS

Nghién ctru ctia ching t6i trong nhém 39
ngwdi bénh dwgc danh gia hiéu qua diéu tri
theo yéu t6 tién lwgng R-ISS cho thay ty 1& dap
(rng mot phan rét tét tré 1&n ciing dat 66,67%,
bénh nhan thuéc nhém nguy co cao RISS 3 cé
ty 18 dap (r’ng mot phan rat tét dat 63,64%,
nhéom bénh nhan R-ISS 1 dat ty I1é dap &ng
80%, ty 1& nay twong ddng véi nghién ctru clia
Dispenzieri A et al 1a 61% [9] va nghién cltru
ctia nhéom tac gia Kim DS et al [8].

* Thoi gian séng thém lién quan dén
phan nhém nguy co’ Mayo-Clinic

Trong nghién clru cla chung t6i, théi gian
séng thém trung binh theo phan nhém nguy
co Mayo Clinic & nhém nguy co cao, trung
binh va nguy co chuan lan lwot 1a 29 thang,
44 thang va 43 thang. Theo khuyén céo cla
Hiép hdi ung thw quéc gia Canada thi ty Ié
sbng trung binh & nhém bénh nhan nguy co
cao la dwédi 2 nam, nhém nguy co’ trung binh
la khodng 5 nd&m va nhém nguy cé chuén 1a
khodng 8-10 nam [4]. Thoi gian séng thém
trong nghién cu cltia ching téi cé xu hwéng
thdp hon khuyén céo cta Hiép hoi ung thw
quéc gia Canada c6 thé do nhém bénh nhan
ctiia chang téi tuy c6 cung chan doan bét
thwong nhidm séc thé nhwng lai nhap vién
trong giai doan rat muén, nhiéu bién ching,
qué trinh didu tri va hé trg' diéu tri cling nhuw
sy tuan tha cac phac dd diéu tri & nhirng
bénh nhan trong nhém nghién ctru con it
nhiéu han ché [4].

* Thoi gian séng thém lién quan dén
phan nhém nguy co’ R-ISS

Thoi gian séng thém trung binh theo nhém
nguy co R-ISS & cac nhém nguy co cao,
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trung binh va chuén lan lwot 1a 28 thang, 38
thang va 56 thang, trong khi d6 nghién cltru
clia Palumbo et al [6] cho thdy chwa cé théng
ké thoi gian séng thém clia nhém nhan R-ISS
1 (do thoi gian nghién clru chwa du dai), trong
khi d6 thoi gian séng thém 1a 83 thang dbi véi
R-ISS giai doan Il va 43 thang dbi véi R-ISS
giai doan lIl, thoi gian séng thém 5 ndm trong
nghién cru nay Ian lwot 1a 82%, 62% va 40%.

5. KET LUAN

Nghién clru mét s6 yéu té tién lwong trén
78 BN chan doan da u tly xwong & Trung tam
Huyét hoc truydn mau BV Bach Mai, chuing toi
rat ra cac két luan sau:

Phén loai bénh nhan theo phdn nhém
nguy co’ R-ISS va Mayo Clinic:

- Nhém nguy co R-ISS 1 1a 7,69% |,
66,67% R-ISS 2 va 25,64% R-ISS 3.

- Nhém nguy co Mayo-Clinic c6 66,67 %
nguy co chuan, 16,67% trung binh va 16,67%
nguy co’ cao.

Két qua diéu tri va thoi gian séng thém
ctia nhém nghién ciru theo yéu té nguy co’

- Dap (rng diéu trj mét phan rat tét tré 1&n
theo phan nhém nguy co Mayo Clinic la
66,7%, theo phan nhom R-ISS cé 66,67%,
trong d6 nhém nguy co cao theo Mayo Clinic
la 66,67% va theo R-ISS l1a 63,64%.

- Thoi gian séng thém theo nhém nguy co
cao, trung binh va chuan theo Mayo Clinic I1an
lwot 1a 28,78 thang, 27,90 thang va 43,75
thang; theo R-ISS & nhém nguy co’ cao, trung
binh va chuan Ian lwot 1a 27,89 thang, 38,11
thang va 56 thang.

L&i cam on

Chung téi cdm on lanh dao va doéng
nghiép tai Trung tdm Huyét hoc va Truyén
mau (Bénh vién Bach Mai) da giap d& chung
toi thre hién nghién clru nay.
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SUMMARY

TREATMENT REGIMENT ACCORDING TO PROGNOSIS CLASSIFICATION
IN MULTIPLE MYELOMA PATIENTS

Han Viet Trung', Vu Minh Phuong? Nguyen Thanh Ha'
" Bach Mai Hospital
? Hanoi Medical University

Objectives: (1) Analyzing prognosis factors group according to R-ISS and Mayo Clinic. (2)
Evaluating the.treatment effects and totally survival time of Multiple myeloma patients according
to prognosis subgroup. Methods: 78 patients were diagnosed Multiple myeloma according to
IMWG 2014 criteria at Hematology and blood transfusion Center. Patients were recruited and
dividing into groups and treatmented by VCD conditional regimen then they was evaluated of
treatment effects and total survival time. Results: There are differences between Mayo Clinic
and R-ISS subgroups. According to the R-ISS risk group: 7.69% R-ISS 1, 66.67% R-ISS 2 and
25.64% R-ISS 3. According to the Mayo-Clinic risk group, there are 66,67% standard risks,
16.67% average and 16.67% high risk. The treatment results following to Mayo Clinic group
66.67%, according to R-ISS 66.67% achieved at least very good partical response. In Mayo
Clinic groups, patients with high prognosis group 69.23% and RISS 3 get 63.64% achieve:!
least very good partial response. The overall survival time by Mayo Clinic risk group in high,
medium and standard risk groups were 28.78, 27.90 and 43.75 months, respectively; According
to R-ISS in high-risk group, average and standard are 27.89, 38.11 and 56 months,
respectively. Conclusion: the prognosis are valuable meaning of treatment outcome and
survival time. There are differences between the 2 subgroups Mayo Clinic and R-ISS.

Keywords: Prognostic factors, Multiple Myeloma, R-ISS, Risks classification.
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