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NGHIEN CUU GIA TR| CHAN DOAN CUA BETA2-MICROGLOBULIN
VA MOI LIEN QUAN VO1 MOT SO CHI SO HOA SINH MAU
TREN BENH NHAN DA U TUY XUONG VA U LYMPHO AC TINH

Vii Anh Diing', Pham Van Tran'"

TOM TAT: Muc tiéu: Xac dinh néng d va gia trj chan doan cta Beta2-microglobulin
(B2M) trong bénh da u tdy xuwong (DUTX) va u lympho éc tinh (ULAT). Phén tich tuong
quan giira nbng do B2M véi mét sb chi s6 héa sinh méu trén bénh nhan DUTX va ULAT.
Déi tuong va phwrong phap: Xac dinh ndng do B2M mau trén 42 bénh nhéan (BN) méc
DUTX, 43 BN méc ULAT va 56 dbi tuong khde manh. Két qua: Nong dé B2M huyét
tuvong & cac nhém BUTX, ULAT, khde manh lan luot 1a 4,7 + 5,4 mg/L; 3,6 £ 3,7 mg/L va
1,8 £ 0,3 mg/L. Nong dé B2M c6 gia trj trong chdn doan da u tdy xwong véi dé nhay
61,9%; do dac hiéu 98,2%; gia trj tién doan duong tinh 61,9% va gia trj tién doan am tinh
100%, gia trj cut-off 2,36 mg/L. Nong do B2M & nhém DUTX tuong quan thudn mic dé
rét chat ché véi uré, creatinin mau (r = 0,89; r = 0,81) véi p < 0,05, con & nhém ULAT, n6
chi rlieen quan mirc dé nhe véi ndng dé albumin mau.Két luan: B2M la dau &n sinh hoc
c6 gia trj trong chan doén bénh Pa u tiy xuong trong khi dau &n nay it co gia trj hon trén
bénh nhan ULAT. Trén nhém DUTX, cé méi lién quan gitra ndng dé f2M mau va nong dé
uré, creatinin mau. Nguoc lai trén bénh nhan ULAT, B2M chi lién quan muc dé nhe voi
nong dé albumin méau

Tir khéa: Da u tiy xuong; U lympho ac tinh; Beta2-microglobulin, uré, creatinin.

1. DAT VAN DE

Da u tuy xuong la mét bénh tang sinh
c6 tinh chat ac tinh cla tuong bao
(plasmocyte) & tly xuong va mot sé co
quan khac [1]. Viéc tang sinh tuong bao
dan dén nhu tang cac globulin mién dich
trong mau; tao thanh nhiéu 6 tiéu xwong
dan dén gay xuong bénh ly va rdi loan
chirc nang nhiéu co quan nhu suy than,
thiéu méu, tang calci mau, cac triéu chirng
than kinh...

Hién nay, cac nha khoa hoc van chua
tim duoc nguyén nhan chinh xac gay
bénh da u tdy xuong. Néu ngudi bénh
dugc phat hién mudn khi da cé nhiéu bién
ching thi viéc diéu trj khé khan va dé lai
nhiéu ganh nang cho xa hoi.

' Hoc vién quan y

* Tac gia chiu tradch nhiém chinh
Pham Van Tran
Email: phamvantran@yahoo fr
Ngay nhan bai: 4/6/2017
Ngay phan bién: 6/6/2017
Ngay chép nhan dang: 15/6/2017

U lympho &c tinh 1a mét nhém bénh ly
ac tinh cla td chirc lympho, c6 thé tai
hach hoac ngoai hach, bao gém 2 nhém
bénh chinh la bénh Hodgkin va Non-
Hodgkin [2, 8].Hai nhém bénh nay tuy cé
cung ngudn gbc phat sinh, nhung phat
trién v&i nhirng dac diém riéng vé hinh
thai hoc, do dé cé su khac nhau vé 1am
sang, tién trién va tién luong.

Cac nghién clru ciing cho thay, da u
tly xuong Ia loai ung thw mau phd bién
ther hai (chiém 10%) sau u lympho man
tinh Non-Hodgkin (Non-Hodgkin's
lymphoma) [8], va gay nén 79.000 ca tir
vong trong nam 2013 trén toan caul4, 9).

Trudce tinh hinh tang nhanh vé sé ca
méc da u ty xuong va u lympho man tinh
mdi ndm, cac nha khoa hoc dang cé
nhirng tim hiéu co ché gay nén can bénh
nay, phuong phap chan doan méi, cling
nhu viéc 1am thé nao dé cai thién hiéu qua
diéu tri. Trong nhirng ndm gan day, cac
tic gid dac biét chi y dén méi lién quan
gira cac giai doan cua bénh da u tdy
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xuong va u lympho ac tinh véi mét sé chi
s6 huyét hoc. Cac xét nghiém nay cé gia
trj trong chdn doan mirc dd nang nhe va
tién lugng bénh.

Vi vdy, ching t6i thyc hién dé tai
“Nghién ciru mét sé chi sé huyét hoc
trén bénh nhan da u tdy xwong va u
lympho ac tinh.” véi muc tiéu:

1-Xac dinh ndng do va gia trj chan
doan cuia B2M trén bénh nhan da u tay
xuong va u lympho ac tinh.

2-M6 ta tuong quan gira ndéng dd
Beta-2 microglobulin véi mét s6 chi s6 1am
sang, can lam sang & bénh nhan da u tay
xuong va bénh u lympho ac tinh.

2. DOl TUONG VA PHUONG PHAP
NGHIEN cUU

2.1. B6i twong nghién ciru

141 BN duoc kham va diéu trj tai Khoa
mau tdng hop- Vién Huyét hoc va Truyén
mau Trung vong, chia lam 3 nhém: Nhém
nghién ctru gdbm 42 BN mac BUTX,43 BN
méc ULAT va nhém chirng thudng gbm
56 ngudi khée manh.

2.2. Phurong phap nghién ciru

Thiét ké nghién cru theo phuong phap
cat ngang mo ta cé phan tich.

* Chén doén da u tdy xuong:

BN dugc chan doan BUTX dua theo
tiéu chuan cta Bart-Barlogie 1995.

* Chan doén u lympho &c tinh:

BN dugc chan doan mac bénh ULAT
dya theo triéu chirng 1am sang va can lam
sang: xét nghiém té chirc hoc.

* Sinh héa mau

Ldy mau mau xét nghiém vao budi
sang, khi bénh nhan chua an. Xét nghiém

ndng d§ ure, creatinin, acid uric, protein,
albumin, Ca-TP trén hé théng may xét
nghié¢m AU 5800 cua hang Beekman
Coulter.

* Xéac dinh nbng dé B2M:

Ldy madu mau xét nghiém vao budi
sang, khi bénh nhan chua an, lay 3 ml
mau vao 6ng c6 chat chéng dong lithium
heparin. Ly tdm tach huyét tuong dé lam
xét nghiém. Sau dé tién hanh dinh luong
ndng dé B2M dya trén nguyén ly mién
dich do dd duc. Gia tri binh thudng cua
B2M c6 trong huyét thanh 1a < 2 mg/l.

* Xtr ly s6 ligu:

St dung chuong trinh Excel va SPSS
(version16.0), Epicalc2000 dé xur ly théng
ké. Tinh dd léch chuan, sé trung binh, gia
tri min, max tinh ty 1& phan trdm. So sanh
2 sb trung binh bang kiém dinh Test
Student (T-test). Tinh dé nhay, d§ dac
hiéu, gia tri tién doan duong, gia tri tién
doan am cta cac xét nghiém nghién clru.
Dua vao tinh toan cac thdng sétrén dung
dudng cong ROC.

3. KET QUA NGHIEN cUU

3.1. Két qua dinh lvong néng dd
beta2- microglobulin

Nbng dd B2- Microglobulin thdp nhéat
& nhém dbi chirng, cao hon & nhém
ULAT va cao nhat & nhém DUTX. Su
khac biét cé y nghia théng ké (p<0.05).
Nhém déi chirng khéng cé sy khac biét
vé nébng d6 B2M mau gira nam va ni.
Trén nhém DUTX va ULAT, ndéng dd
B2M mau & nam cao hon ni tuy nhién
sy khac biét khéng cé y nghia théng ké
(p > 0,05).

Bang 3.1. Ndng dd beta2-microglobulin

B2M (mg/L) n Min - Max Trung vj X+SD
Nhém
bUTX (1) 42 1,3-32,0 2,68 47+54
ULAT (2) 43 0,7-17,4 2,48 3,637
Doi chirng (3) 56 1.1-25 1,63 1.8+0,3

P p12>0,05; p13<0,05; p33<0,05
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Bang 3.2. Sy bién dbi nbng d beta2-microglobulin theo gidi

Nhém PUTX ULAT Doi chirng
Chisé Nam N@r Nam NG Nam NG
(n=28)  (n=14) (n=24) (n=19)  (n=33)  (n=23)
B2M (mg/L) 53:65 35+19 41:38 30:34 17203 1704
(X£SD)
p p>0,05 p>0,05 p>0,05
Bang 3.3. Sy bién ddi ndng do beta2-microglobulin theo tudi
Nhém PUTX ULAT Doi chirng
Tuoi
Trung vj (tuoi) 63 49 42
Phan nhém (tuoi) <63 263 <49 249 <42 242
S& lwong BN (n) 19 23 21 22 27 29
B2M (mg/L) 63+75 34+23 31+31 40+41 1704 17103
(X£SD)
p p>0,05 p>0,05 p>0,05
DUOGNG CONG ROC
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Dic dic hi¢a
Hinh 3.1. Dudng cong ROC cua beta2-microglobulin & nhém BUTX

Bang 3.4. Nong do Beta2-microglobulin clia BN BUTX va theo gia trj cut-off

Nhém DUTX KhéngbUTX TONG
B2M
Téng (22,36 mglL) 26 0 26
Binh thwong (<2,36mglL) 16 56 72
Tong 42 56 CE
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Hinh 3.2. Budng cong ROC cla beta2-microglobulin dnhém ULAT.

Bang 3.5. Nong dé B2M cuia ULAT theo gia tri cut-off

Nhém ULAT Khéng ULAT TONG
B2M
Tang (22,36 mg/L) 24 0 24
Binh thwéng (<2,36mg/L) 19 56 75
Tong 43 56 99

3.2. Méi twong quan giira nong dd beta 2 microglobulin va mét sé chi sé héa

sinh mau .
Bang 3.6. Tuong quan Pearson gitra nong dd B2M mau véi ndng dé ure, creatinin,

acid uric, protein, albumin, Ca-TP & cac nhém nghién ciru

Nhém  DUTX P ULAT p Doi chirng p

Chi s6

Ure (mmol/L) 0,89 <0,001 0,12 >0,05 -0,27 <0,05
Creatinin (umol/L) 0,81 <0,001 0,24 >0,05 -0,14 >0,05
Acid Uric (umol/L) 0,39 <0,01 0,51 <0,001 0,05 >0,05
Protein-TP (g/L) 0,42 <0,01 -0,32 <0,05 0,03 >0,05
Albumin (g/L) -0,53 <0,001 -0,27 >0,05 0,15 >0,05
Ca-TP (mmol/L) 0,015 >0,05 -0,02 >0,05 0,49 <0,01

Néng do B2M méu & nhém dbi chirng,  beta2-microgloblin = 2,36 mg/L.
ULAT, DUTX khong c6 sy khac biét vé S6 ligu trong bang 3.4 cho thiy do
tudi. Két qua phan tich hinh 3.1 cho thdy  nhay (Se) = 0,619; do dac hidu (Sp) =
dién tich duéi dudng cong ROC la 0,824  0,982. Gia tri tién doan duong tinh (PPV)
(82,4%) voi p = 0,00. Dung chi sé Youden 14 26/42 (61,9%), gi4 tri tién doan am tinh
(Youden index) J dé tim diém cét: J =max  (NPV) = 56/56 (100%).
(Se + Sp - 1) = 0,601, luc d6 diém cat cla Két qua hinh 3.2 phan tich cho thay
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dién tich duéi dudng cong ROC la 0,749
(74,9%) véi p = 0,000 Dung chi sé Youden
(Youden index)J dé tim diém cét:

J =max (Se + Sp - 1) = 0,54, lic d6 diém
cit cia beta2-micoglobulin = 2,36 mg/L.

Két qua trong bdng 3.5 cho thdy 46
nhay (Se) = 0,558 (55,8%), d¢ dac hi¢u
(Sp) = 0,982 (98,2%). Gia trj tién doan
duong tinh (PPV) = 24/43 (55,8%) .Gi4 tri
tién dodn am tinh (NPV) = 56/56 (100%).

Bang 3.7. Sy bién ddi ndng 6 B2M mau & nhém bénh nhan tang creatinin mau

Nhém bUTX (n=42) ULAT (n=43)

Chi sé Tang Khéng tang Tang Khéng tang
creatinin creatinin creatinin creatinin

So lueng (n) 7 35 3 40
Ty 1é (%) 16,7 83,3 93 7
B2M (mg/L) 10696 35293 68+39 3005
(X£SD) p>0,05 p<0,05
Creatinin (pmol/L)(X£SD) 9761719 757+195

Nong do B2M mau cé tuong quan
nghich mirc dd chat véi ndng do albumin
va tuong quan thudn mac d§ vura voi
protein-TP va acid uric méu, tuvong quan
thuan murc 9 rat chat véi ndng do uré va
creatinin mau. Nhém ULAT ndng do B2M
@ nhém c6 tang creatinin cao hon nhém
bénh nhan khdng tang creatinin, sy khac
biét c6 y nghia théng ké (p < 0,05). Nhém
PUTX nbng dd B2M & nhém tang creatinin
cao hon nhém bénh nhdn khéng tang
creatinin, sy khéac biét khdng cé y nghia
théng ké (p > 0,05).

4. BAN LUAN

4.1. Gia trj chin doan cua beta 2-
microglobulin trén bénh nhan da u tuy
xwong va u lympho ac tinh

Trong nghién clru clia ching téi, BN méc
ULAT gdm 24 nam va 19 n{r. Tudi thap nhét
16, cao nhét 80. Két qua nghién ciru cho
thdyndng d9 Beta 2-microglobulin 1 3,6 +
3,7 mg/L; trung vj 2,48 mg/L; ndng dd thip
nhét 0,75 mg/L, cao nhét 17,39 mg/L.

Két qua cla ching t6i phi hop véi két
qua ctia Nguyén Thi Hué (2016) véi ndng dd
beta2-microglobulin la 2,6 + 1,3 mg/L [3].

BN DUTX gém 28 nam va 14 nir, tudi
thdp nhat 38, cao nhat 79. So véi nhém
ULAT, ndng dd Beta2-microglobulin &
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nhém nay cao hon (4,7 £ 54 mg/L). Két
qua cua Batalie R va CS (1982) [5] 1a 4,34
+ 2,79 mg/L trén 54 BN DUTX chua diéu
tri. Nong do Beta2-microglobulin & nhém
PUTX 16n hon so v&i nhém ULAT va
nhém ngudi khdée manh binh thuong. Sy
khac biét ¢ nghia théng ké (p < 0,05).

Trong nghién cru chuing toi chura thiy
sy khac biét ndbng do B2M méau gira nam
va nir, gitra cac nhém tudi khac nhau & ca
3 nhém doi chirng, nhém DUTX va nhém
ULAT. Két qua cla chung tdi ciing tuong
tv voi két qua nghién ciru clia Nguyén
Hu Ding (2014) [2], trén 48 ngudi khde
manh cho thdy néng dd B2M mau 14 1,88
+ 0,68mg/L va khdng cé sur khac biét gilra
nam va n&r (nam: 1,88 + 0,77mg/L; nir.
1,88 % 0,55mg/L) va giira cac nhoém tudi &
ngudi trudng thanh.

Dyra vao db thj duérng cong ROC, ndng
dd Beta2-microglobulin trong nhém BUTX
thiydién tich dudi dudng cong 13 0,824
(82,4%), dd nhay va dd dac hiéu 61,9% va
98,2%, gia trj cut-off 2,36 ma/L. Gia trj tién
lugng duong tinh (PPV) = 26/42 (61,9%),
gia trj tién lugng am tinh (NPV) = 56/56
(100%).Trong khi d6 & nhém ULAT, dién
tich duéi dudng cong la 0,749 (74,9%),
dd nhay va dd dac hiéu 55,8% va 98,2%,
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gia trj cut-off 2,36 mg/L. Gia trj tién lugng
duong tinh (PPV) = 24/43 (55,8%), gia trj
tién lugng am tinh (NPV) = 56/56 (100%).

Nhu vay, ddu 4n sinh hoc Beta2-
microglobulin c¢é gia tri trong chdn doan
DUTX va ULAT, nhung d nhay va dd dac
hiéu & nhdom DUTX cao hon nhidu so voi
nhém ULAT.

4.2, Sy tuong quan giira néng dd
B2M véi mét s6 chi s6 héa sinh mau.

& Nhém DUTX, ndng do B2M
céturong quan thu@an muc d§ chat véi
ndng do6 ure, creatinin vé&i hé sé tuong
quan r 1an luot 14 0,89; 0,81.

Tac gia Dorina P (2010) [6], nghién
clru trén 44 bénh nhan DUTX cho thdy
nébng dd B2M mau cbé sy tuong quan
thudn mic dé chat ché véi ndng dod
creatinin huyét thanh, ndng do protein TP,
ndng do CaTP (hé s tuong quan Ian luot
la 0,630,0,592,0,649). Sy tuong quan
gita P2M véi albumin huyét thanh 1a
tvong quan nghich marc dd chat véi hé sé
r = -0,53. Theo V& Thi Thanh Binh (2001)
[3], twong quan gitra ndng d B2M mau va
ndng do creatinin, acid uric, Ca TP mau la
lién quan thuan mirc dd chat véi r lan luot
la 0,83; 0,51; 0,64. Nghién ctru cia ching
t6i chua thdy duoc su tuong quan gitra
ndng do B2M véi ndng do CaTP nhu mét
sé tac gia néu trén. D6 mot phan vi nhém
dbi tuong cta chang t6i phan I6n 1a ¢
biéu hién rdi loan Canxi & mirc dd nhe nén
chua thdy duoc nhirng sy twong quan.

& nhém ULAT, ching téi thay chi sé p2M
mau chi tvong quan nghich mic dd nhe
véi chi sb albumin mau voi r = -0,23. Nhu
vay, ndbng do B2M mau cang cao thi nong
ddé albumin mau cang giam. Nhung voi
nhirng chi s6 hda sinh khac (ure, creatinin,
CaTP, ProteinTP) ching téi chua thay sy
tuong quan cé y nghia v&i ndng do p2M
mau. Két qua nay phu hop véi nghién ciru
cla Federico M (2007) [7], thyc hién trén
bénh nhan ULAT thé nang cho thiy ndng
dd B2M méu cb lién quan véi néng dd
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albumin mau véi p < 0,05.

5. KET LUAN

Beta 2-microglobulin 13 ddu 4n sinh hoc
c6 gid tri cao trong chdn doan BUTX
véi d nhay 61,9% va dd dac hiéu 98,2%.

Trong chdn dodn ULAT, Beta2-
microglobulin cé gia trj véi dd nhay 55,8%
va dd dac hiéu 98,2%.

Tén tai mbi tvong quan thuan mic do
chat ché gita nbng dd Beta2-
microglobulin véi nbng dd ure, creatinin
mau trén bénh nhan DUTX.Trén bénh
nhan ULAT, sy tuong quan gitra chi sb
f2M mau chi tuong quan nghich mic dd
nhe véi chi sé albumin mau.
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SUMMARY

RESEARCH ON DIAGNOSTIC VALUE OF BETA2-MICROGLOBULIN AND THE
RELATIONSHIP WITH SOME BIOCHEMICAL PARAMETERS IN MULTIPLE
MYELOMA AND MALIGNANT LYMPHOMAS

Vu Anh Dung', Pham Van Tran'
"Vietnam Military Medical University

Objective: To investigate the diagnostic value of beta2-microglobulin (82M) in multiple
myeloma (MM) and malignant lymphomas (ML) and to analyse the correlation between
the concentration of B2M with some biochemical parameters in MM anh ML. Subjects
and methods: Blood levels of B2M were measured in 42 patients with MM, 43 with ML
and 56 non - diseased people (NDP). Results: The concentration of B2M in MM, ML and
NDP group was 4.7 + 5.4 mg/L, 3.6 + 3.7 mg/L and 1.8 + 0.3 mg/L, respectively. The
concentration of B2M is valuable in diagnosis of MM with sensivity at 61.9%, specificity at
98.2%, positive predictive value (PPV) at 61.9% and negative predictive value (NPV) at
100% and cut-off value of 2.36 mg/L and it value is lower than in ML group. The
concentration of B2M in MM has the very high positive correlation with serum levels of
ure, creatinin (r = 0,89; r = 0,81) and p < 0,05 and in ML group it correlated only with
albumin concentration. Conclusions: 32M is a useful marker in diagnosis of MM wile this
marker has lower value in ML. In MM, the relationship between the concentration of B2M
with serum levels of ure, creatinin in contrast in MM, only the relationship between B2M
and albumin with very low level.

Keywords: Multiple Myeloma; Malignant Lymphomas, Beta2-microglobulin, ure,
creatinin.
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