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TOM TAT

Muc tiéu: xac dinh gia tri chan doan phéan
biét gitra bénh nhan da u tuy va bénh nhan bach
ciu cap, suy than, nguoi truong thanh khoé
manh. Phwong phap nghién ctu: hoi ciru mo ta
cit ngang trén 296 ddi twong, trong d6 da u tuy
xuong 201 trudng hop, bach ciu cip 44 trudng
hop, suy than 21 truong hop va nguoi truong
thanh khoé manh 30 treong hop, duoc thu thap
tai bénh vién Cho Ray tir thang 1/2019 dén thang
12/2020. Pinh lwong chudi nhe ty do bang
phuong phip do do duc trén hé théng ADVIA
1800. St dung hoi quy logistic dé xay dung
duong cong ROC, xéac dinh diém cut-off cho ra
gia tri AUC, do nhay va do dac hiéu trong chéan
doan phan biét bénh da u tuy xwong. Két qua:
Céc chi sb FLC-tong, FLC-hiéu va sFLCr-k va
SFLCr-A ctia nhém bénh da u tuy cao hon nhiéu
Ian so v&i nhdm bach cau cép, suy than va ngudi
trudng thanh khoé manh. Gié tri SFLCr-k tai 5,47
v6i AUC, d6 nhay, d6 dic hiéu lan luot 13 0,956;
85,6%;100% va sFLCr-A tai gid tri 4,97 vaéi
AUC, do nhay, d6 dic hiéu lan luot 12 0,912;
79%; 95% gilp chan doan phan biét bénh da u
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tuy voi nhém bénh bach cau cap, suy than, ngudi
khoé manh. Két luan: xét nghiém dinh luong
chudi nhe tu do 12 mét ky thuat khdng xam lan,
gilp chan doan phan biét gitra bénh da u tuy va
bénh bach cau cip, suy than va nguoi truong
thanh khoé manh vai d6 nhay, do dac hiéu cao.

Tir khoa: Chudi nhe tu do, k, A, FLC-tong,
FLC-hiéu, sFLCr-x, sFLCr-A

SUMMARY

Objective: Investigation to clarify the role of
serum free light chain (sFLC) in newly
diagnosed multiple myeloma and discrimination
multiple myeloma from acute myeloid leukemia,
kidney injury and healthy control. Methods: a
retrospective descriptive cross-sectional study in
total of 296 subjects including 201 MM patients
(139 MM k-clone and 62 MM A-clone), 44 acute
myeloid leukemia (AML) patients, 21 kidney
injury (K1) patients, and 30 healthy controls (HC)
were selected for this study at Cho Ray hospital
from Jun-2019 to Dec-2020. The free light chain
(x and A) in the serum sample was quantified by
automated nephelometer (the Freelite™method),
on the ADVIA 1800 chemistry system. The
logistic regression was used to construct the
ROC curve, and determine the cut-off point of
markers together with area under curve (AUC)
value, sensitivity (Sen) and specificity (Spe) in
discrimination MM. Results: The concentration
of serum FLC-sum, FLC difference (dFLC),
SFLCr-x and sFLCr-A were much higher in MM
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patient compared to AML, KI, and HC. In
differentiates MM from AML, Kl and HC, the
analysis results showed that sFLCr-k with AUC,
Sen, Spe were 0.956; 85.6%;100% and SFLCr-A
with AUC, Sen, Spe were 0.912; 79%; 95%
continued to be the outstanding factors.
Conclusion: serum free light chain was an
invasive, accurately rapid test in distinguishing
between multiple myeloma, acute myeloid
leukemia, kidney injury and healthy control.

Keywords: Free light chain, , A, FLC-sum,
dFLC, sFLCr-x, sFLCr-A

I. DAT VAN DE

Pa u tuy xuong (multiple myeloma) la
mot bénh ung thu huyét hoc, thuoc nhom
bénh ung thu cd ngudn gdoc tir twong bao
(plasma cell). Thai gian séng cia bénh nhan
tinh tir khi méi dugc chan doan bénh kéo dai
khoang tir 3-5 nam. Do vay viéc cham tré
trong chan doan va diéu trj s& anh hudng téi
tinh mang cta bénh nhan. Tiéu chuan chan
doan gom mot tiéu chuan chinh va mot hoic
nhiéu tiéu chuan phu (CRAB). Pén nim
2014, nhoém 1am viéc quéc té vé da u tuy
(IMWG) da b6 sung thém vé tiéu chan chuan
doan bénh da u tuy néu khong c6 céc bang
chting cua ton thuong co quan dich (CRAB),
thi c6 mot hodc nhiéu dau 4n mién dich ac
tinh (SIiM). Hién nay, cac xét nghiém huyét
hoc, sinh hoa co ban déu da duoc ap dung
rong rai, trong do xét nghiém dinh lugng
chudi nhe ty do huyét thanh (SFLC-serum
free light chain assay) cho phép dinh luong
chudi nhe & ndng do rat thap ma khéng xam
lan, chi phi ré, két qua nhanh, do nhay, do
dac hiéu cao, rat ngan thoi gian. Chinh vi
vay Xxét nghiém nay dong vai trd rat quan
trong trong xac dinh chan doan va theo ddi

diéu tri. Tur nhimmg co so dir liéu trén, nghién
ctru nay duoc tién hanh thuc hién nham tim
hiéu vai trd caa chudi nhe tu do huyét thanh
(FLC-free light chain) trong chan doan phan
biét bénh da u tuy, tor do gitp bac si phat
hién va diéu tri kip thoi cho bénh nhan.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

Péi twong nghién ciru

Tiéu chuén chon hé so nghién ciru

e Bénh nhan trén 18 tudi.

e Bénh nhan dugc chin doan xac dinh
bénh da u tuy xuong theo tiéu chuan ctia hoi
da u tuy xuong qubc t& (IMWG: Internatinal
Myeloma Working Group)

e Bénh nhan dugc chin doan xac dinh
bénh bach cau cip theo tiéu chuan cia WHO
(World Health Organization)

e Bénh nhan duogc chin doan suy thin
theo KDIGO (Kidney Disease Improving
Global Outcomes)

e Nguoi trudong thanh dat két qua kham
strc khoé loai 1.

Tiéu chuén loai trir

e Ho so bénh nhan khong thoa cac tiéu
chi trén.

Noi dung va phuwong phap thuc hién

Noi dung: xic dinh gia tri dinh lugng
chudi nhe ty do trong chin doan phan biét
giita nhom da u tuy va nhom bénh bach cau
cdp, suy than, ngudi truong thanh khoé
manh.

Phuwong phap thuc hién

Phuong phap nghién ctru: nghién ciru mo
ta cit ngang, hoi cau bénh chung. Phuong
phap thyc hién dinh luong chudi nhe tu do:
do d¢ duc.
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Phan mém xir ly théng ké: S liéu dugc
nhap vao phan mém Excel 2010.

Phuong phap phéan tich

Dir liéu tr nghién ciru dugc phén tich
bang phan mém théng ké y hoc STATA
14.0, sir dung céc phép kiém:

So sanh tan sé giita cac nhém bang kiém
dinh X2, Fisher’s exact test.

Str dung phuong phap Kruskal-Wallis
rank test dé so sanh trung vi caa cac chi sd
gitra cAc nhom.

Str dung phuong phéap hoi quy logistic dé
xac dinh duong cong ROC, tir d6 xac dinh

duoc diém cit tdi wu cho ting thdng sb do
nhay, d6 dac hiéu, AUC.

Phép kiém co6 ¥ nghia théng ké khi
p<0,05.

INl. KET QUA NGHIEN CU'U

Trong 2 nam tir 1/2019 dén 12/2020, tai
khoa Huyét hoc Bénh vién Chg R?ly, khao
sat trén 296 ddi tuong, trong d6 da u tuy
xuong 201 truong hop, bach cdu cap 44
truong hop, suy than 21 truong hop va nguoi
truong thanh khoé manh 30 truong hop,
nghién ctru thu dugc mot s6 két qua nhu sau:

Cic bién s6 dinh lwgng chudi nhe tw do ciia nhém nghién ciru
Bdng 1. Cac chi sé dinh lweng chudi nhe tuw do ciia nhém nghién crru

Pautuy | Pautuy | Bachcau . |Ngwoi khoé
KX \ \ ) Suy thén s
Bien so dong k dong A cap (n=21) manh |Giatrip
(n=139) (n=62) (n=44) - (n=30)
Kappa, 648,1 13,8 78,3 175,2 12,5 <0.001
mg/L  |(359,9-823,1)| (11,1-18,0) |(31,1-127,1)|(115,8-301,2) | (10,1-14,9) |
LLambda, 8,9 (iﬁg 36,6 136,3 13,2 <0.001
mg/L (7,5-9,7) 510 ’1) (25,8-85,5) | (69,7-210,2) | (12,3-15,2) |
FLC-tong, 654,8 (izgi 118,7 355,6 27,4 <0.001
mg/lL  |(4091-878,9) o ’2) (58,4-196,2)(193,2-596,6) | (21,5-29,2) |
FLC-hiéu, 640,1 293,9 18,7 718 3,1 <0.001
mg/L  |(348,7-804,6)|(87,2-632,0)| (9,2-45,7) | (22,3-145,3) | (2,5-4,0) !
57,5 25,4 1,87 1,59 1,28
SFLCT | (35.4-100.2) | (12,7-54.5) | (1.24-2.15) | (1.31-2.43) | (1.19-1,37)| 0002

«: Kappa; A: Lambda; FLC-tong: tong so
nong d6 chudi nhe ty do Kappa va Lambda;
FLC-hiéu: hiéu s6 nong do chudi nhe ty do
lien quan va chudi nhe ty do khéng lién
quan;

SFLCr: ti s6 nong do chudi nhe tu do lién
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quan/ndng do chudi nhe tu do khong lién
quan.

Nhgn xét: Nong d6 chudi nhe tu do cua
nhoém da u tuy (k va A) tang cao hon so voi
nhitng nhom con lai (p<0,001).
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Béing 2. Pdnh gid cdc chi sé xét nghiém chdn dodn phén biét giita nhém da u tuy va

nguwoi binh thuwong

P nhay, %

Po dac hiéu, %

Bién s6 Gia tri AUC (95%Cl) (95%C) (95%C)
FLC-tbng, mg/L | 37,8 0,948 (0,921-0,975) | 91,9 (87,3-95,2) [96,7 (82,8-99,9)
FLC-hiéu, mg/L 12,6 0,971 (0,951-0,990) | 92,8 (88,4-95,9) | 100 (88,6-100)

SFLCr-k 2,61 0,979 (0,958-1,000) | 93,5 (88,1-97,0) | 100 (88,4-100)
SFLCr-a 1,59 0,970 (0,936-1,000) | 95,2 (86,5-99,0) [93,3 (77,9-99,2)

SFLCr-k: ti s6 néng do chudi nhe tu do

lién quan va chudi nhe tu do khong lién quan
& nhom bénh da u tuy dong Kappa;
SFLCr-A: ti s6 nong do chudi nhe tu do

Nhdn xét: PO nhay, d0 dic hi¢u, AUC
ctia chi s6 dinh lugng chudi nhe tir do trong

chan doan phan biét bénh da u tuy xuwong va

lién quan va chudi nhe ty do khong lién quan
6 nhom bénh da u tuy dong Lambda

nguoi binh thuong dat gid tri cao.

Bding 3. Pdnh gid cdc chi sé6 xét nghiém chdn dodn phén biét giita nhém da u tuy va

nhém bach cdu cdp

P nhay, %

Py dac hiéu, %

Bién s6 Gia tri AUC (95%Cl) (95%C) (95%C)
Kappa, mg/L 326,0 | 0,798 (0,732-0,864) | 61,9 (53,3-69,9) |90,0 (76,3-97,2)
Lambda, mg/L 210,0 | 0,764 (0,672-0,855) | 54,0 (40,9-66,6) |90,0 (76,3-97,2)
FLC-tong, mg/L | 4437 | 0,691(0,583-0,798) | 51,2 (44,2-58,2) |85,0 (70,2-94,3)
FLC-hiéu, mg/L | 117,6 | 0,790 (0,724-0,856) | 65,1 (58,2-71,5) |80,0 (64,4-90,9)

sFLCr-k 5,47 0,956 (0,929-0,984) | 85,6 (78,7-91,0) | 100 (89,1-100)

SFLCr-, 4,97 0,912 (0,857-0,967) | 79,0 (66,8-88,3) [95,0 (83,1-99,4)

Nhgn xét: Két qua nghién ctu & Bang 3 trinh bay gia tri cit tdi wu (cut-off), 6 nhay, do
dic hiéu, AUC trong chan doan phat hién bénh da u tuy xwong va nhom bénh bach cau cip.

(p <0,001).

Bdng 4. Pdnh gid cdc chi sé6 xét nghiém chdn dodn phén biét giita nhém da u tuy va

nhom suy thgn

P nhay, %

D¢ dac hiéu,%

Bién sé Gia tri AUC (95%Cl) (95%C) (95%C1)
Kappa, mg/L 804,0 | 0,733(0,610-0,855) | 58,5 (42,1-73,7) |95,2 (76,2-99,9)
LLambda, mg/L 880,0 | 0,683 (0,534-0,832) | 48,3 (29,5-67,5) |100 (83,9-100)
FLC-tong, mg/L | 1416,8 | 0,630 (0,517-0,743) | 47,9 (35,9-60,1) |95,2 (76,2-99,9)
FLC-hiéu, mg/L | 2015 | 0,779 (0,683-0,876) | 63,4 (51,1-74,5) |85,7 (63,7-96,9)

SFLCr-x 4,15 0,953 (0,898-1,000) | 92,7 (80,1-98,5) | 100 (83,9-100)

SFLCr-, 3,61 0,982 (0,954-1,000) | 93,1 (77,2-99,2) | 100 (83,9-100)

Nhan xét: Két qua nghién ctiru & Bang 4 trinh bay gia tri cat toi wu (cut-off), d6 nhay, do
dic hiéu, AUC trong chan doan phéat hién bénh da u tuy xuwong va nhom suy than (p<0,001)
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IV. BAN LUAN

Két qua nghién cau trinh bay & Bang 1
cho thay, ndng d6 chudi nhe tu do ting trong
tit ca cac nhom bénh, dic bigt déi véi bénh
nhan da u tuy, khi ting sinh mot dong chudi
nhe ty do (kx hodc A) thi dong con lai s€ bi tc
ché. Ching t6i ghi nhan dugc trung vi dinh
luong ndng d6 k huyét thanh trong nhém da
u tuy dong k (MM-k) 1a 648,1 mg/L (95%,
Cl: 359,9-823,1), néng do A huyét thanh
trong nhém da u tuy dong A (MM-A) 1a 312,8
mg/L (95%, Cl: 111,7-640,1) cao hon so vdi
cac nhdm con lai, sy khéc biét nay mang y
nghia théng ké (p<0,001). Chi s6 FLC-tong
trong nhém MM-k va MM-A lan luot Ia
654,8 mg/L (95%, Cl: 409,1-878,9), va 336,5
mg/L (95%, Cl: 129,4-648,2), chi s6 FLC-
hiéu trong nhém MM-k va MM-A lan luot 14
640,1 mg/L (95%, Cl: 348,7-804,6) va 293,9
(95%, Cl: 87,2-632,0) ciing ¢ két qua cao
hon so v&i cdc nhom con lai. Trong nhom
bénh con lai, khi chic nang than bi giam,
chudi nhe ty do duogc sinh ra va khong duogc
dao thai, tich tu trong mau din dén ting déu
2 dong chudi nhe tu do 1a diéu dé dang thay
duoc théng qua cac gia tri dinh lugng chudi
nhe, dac biét 1a nhom suy than ghi nhan dugc
FLC-tong (355,6 mg/L) va FLC-hiéu (71,8
mg/L) chénh léch rat I6n. Sy khéc biét chi s6
FLC-tong chua c6 nhiéu ¥ nghia khi m&i
chan doan nhung 1a chi s gilp bac sy 1am
sang theo doi diéu tri va danh gia dugc su
thay doi nong do cua chudi nhe ty do & bénh
da u tuy. Ti s6 dinh lwong chudi nhe tu do
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dong « (SFLCr-x) va ti s dinh lugng chudi
nhe ty do dong A (SFLCr-A) lan luot 13 57,5
(95%, CI: 35,4-102,2) va 25,4 (95%, CI:
12,7-54,5) cao hon so v6i nhirng nhém bénh
1y va nguoi binh thuong (p<0,001).

Gia tri dinh luong chudi nhe tu do cia
nhom nguoi binh thuong cua ching téi 1a: «,
A va sFLCr lan luot 1a 12,5 mg/L (95%, CI:
10.1-14.9), 13,2 mg/L (12,3-15,2) va 1,28
(95%, Cl: 12.3-15.2), theo Joannes® gia tri
sFLC cua «, A va sFLCr lan lugt la: 19,2
mg/L, 18,0 mg/L va 1,1; theo MC Kyrtsonis®
gia tri sFLC cua « 1a 8,8 mg/L, A 1a 20,4
mg/L va sFLCr 1a 0,43; nghién ctu cua
Bradwell? gi4 tri SFLC cua x 1a 8,4 mg/L, A
14 14,5 mg/L va sFLCr la 0,6. Theo nghién
ctru tong hop cia Bradwell? va Guy Patt® da
dua ra nhiéu 1y do dé giai thich cho su khac
biét gid tri nhom ngudi binh thudng trong
cac nghién ctru rang kich thude ¢& mau khéc
nhau, k¥ thuat, héa chat sar dung khac nhau.
Tat ca cac hoa chat sir dung hién nay st dung
dé do nong d6 chudi nhe ty do dua trén
nguyén ly co ban la do do duc phan ung
khang nguyén va khang thé, tuy nhién ddi
v6i phuong phap st dung khang thé don
dong, phan tng chéo cua khang nguyén
(monoclonal) c6 thé lién két voi khang thé
day du (intact immunoglobulin), mdi khéng
thé khac nhau thi c¢6 kha ning phat hién ciing
khéac nhau (IgG, IgA, IgE...), chinh vi vay
tac gia khuyén cao nén thiét lap gia tri tham
chiéu ngudi binh thuong cho mdi nghién ctru

va sit dung khang thé da dong polyclonal
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trong dinh lugng chudi nhe tu do huyét
thanh.

Két qua nghién ciru Bang 2 cho thiy
FLC-tong tai gia tri 37,8, FLC-hiéu tai gia tri
12,6, sFLCr-x tai gié tri 2,61, SFLCr-A tai gia
trj 1,59 déu c6 do nhay (>91%), d6 dic hiéu
(>93%) va AUC (>94%) rat cao gitip chan
doan phan biét gitta nhém da u tiy va nguoi
binh thudng cé thé ing dung vao 1dm sang
thuc hanh (p<0,001).

Gia tri dinh luong chudi nhe tu do «, dinh
lugng chudi nhe tu do A, FLC-tong va FLC-
hiéu ghi nhan ¢ Bang 3 déu chi dat muc
trung binh vé do nhay, d6 dac hiéu va AUC.
Gia tri sFLCr-k tai 5,47 va sFLCr-A tai gia tri
4,97 gilp chan doan phan biét bénh bach cau
cap v6i AUC lan luot 1a 0,956 (95%, CI:
0,929-0,984) va 0,912 (95%, CI. 0,857-
0,967). Theo huéng dan cua hoi da u tuy
xuong qudc té, gia tri tham chiéu cua ti sb
/A 1a 0,26-1,65, tuy nhién, ching t6i kién
nghi str dung ti s6 5,47 ddi véi bénh nhan
dong « va 4,97 ddi véi bénh nhan dong A dé
lam tri s6 tham chiéu chan doan xac dinh
bénh da u tuy.

Theo Bin Xu!, @& gilp chan doan phan
biét bénh da u tuy va cac bénh ly huyét hoc
khéc, nghién ctru da két hop chi s6 sFLCr va
d6 loc cau than (eGFR) dé giup ting do chinh
X4c Vi gia tri SFLCr lan luot 1a 2,89 ddi V6i
eGFR>60 ml/min/1,73m? va 3,49 dbi véi
eGFR<60 ml/min/1,73m?. Nghién cau cua

ching t6i c6 sFLCr cao hon cé thé vi khac
biét vé c& mau ciia nhdm bénh bach cau cap.

Theo Punit Yadav’, nghién ctu két hop
chi s6 eGFR va sFLCr dé gilp chan doan suy
than & bénh nhan mai dugc chan doan mac
bénh da u tay véi sFLC>800,0 mg/L, cb
cung két qua nghién ciu véi ching toi véi
gia tri dinh luong chudi nhe ty do « va A lan
luot 1a 804,0 mg/L va 880,0 mg/L. Theo
nghién ctu cua Hutchison®, gia tri sFLC
>500 mg/L gilp chan doan bénh nhan suy
than bién chtng do da u tay, su khéac biét nay
c6 thé 1a do nhém bénh da u tay trong nghién
ctu cua ching tdi c6 ca bénh nhan bién
ching suy than va khéng suy than.

V. KET LUAN

Qua nghién ctu gia tri cua dinh lugng
chudi nhe tuy do Kappa va Lambda huyét
thanh trong chan doan bénh da u tuy xuong
tai khoa Huyét hoc bénh vién Cho Ray, rit ra
maot s6 két luan:

—Céc chi sé FLC-téng, FLC-hiéu va
SFLCr-k va sFLCr-A cia nhdm bénh da u tuy
cao hon nhiéu 1an so véi nhém bach cau cap,
suy than va nguoi binh thuong.

—SFLCr-k tai gia tri 5,47 v6i AUC, do
nhay, d6 dic hiéu lan luot 1a 0,956;
85,6%;100% va sFLCr-A tai gia tri 4,97 véi
AUC, db nhay, d6 dic hiéu lan luot 12 0,912;
79%; 95% gilp chan doan phan biét bénh da
u tuy véi nhém bénh bach cau cap, suy than,
ngudoi khoé manh.
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