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Hypercalcemia are one of the complications commonly reported in
many types of solid cancers, but less likely observed in blood cancers
or leukemia. This symptom often appears in the accelerated phase of
cancer and is associated with poor diagnosis and prognosis. In this
research, we studied a number of blood biochemical indicators such as:
Glucose, urea, uric acid, total calcium concentrations in the serum of 79
leukemia patients and 261 healthy volunteers collected at Phu Tho
Provincial General Hospital and Hospital 103 - Military Medical
Academy. Results showed that the patient group had a blood total
calcium concentration slightly higher than the control group (2.25
mmol/L compared to 2.15 mmol/L), and this difference was significant
(p=0.00016). Moreover, there were 3/79 cases of hypercalcemia (Total
calcium concentration more than 2.6 mmol/L) among the patient group,
whereas no cases in the control group reached this level. Upcoming
researchs will focus on the clinical status of these patients. The results of
this study will provide better understanding on the pathology of leukemia
and more accurately predict tool for the the patient clinical outcome.
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Triéu chimg ting calci huyét 1a mét trong nhirng bién chimg da dwoc
bao céo hay xay ra véi cac dang ung thu dic va hiém gip hon & cac
dang ung thu mau hay leukemia. Tridu chimg nay thuong xuét hién ¢
giai doan ting toc cua bénh va di kém véi cac chan doan va tién
lwong x4u. Trong nghién cau nay ching tdi khao sat mot sé chi sb
hoa sinh mau nhu: Nong d6 glucose, urea, acid uric, calci toan phan
trong huyét thanh ¢ 79 bénh nhan leukemia va 261 ngudi tinh nguyén
khoe manh véi cu triic do tudi twong dong tai Bénh vién Pa khoa
tinh Phii Tho va Bénh vién 103 — Hoc vién Quan Y. Két qua cho thay
nhém bénh nhan c6 chi sé calci huyét nhinh hon so véi nhom d6i
chting (2,25 mmol/L so véi 2,15 mmol/L) va quan sat nay c6 y nghia
thdng ké véi p= 0,00016. Dic biét trong nhém bénh nhan c6 3/79
truong hop bi ting calci huyét véi chi sé calci 16n hon 2,6 mmol/L,
khéng c6 trudng hop nao trong nhém ddi ching mac phai hién tugng
trén. Cac bénh nhan nay sé tiép tuc duoc theo ddi tinh trang 1am sang
trong cac nghién cau tiép theo. Két qua cua nghién ctu nay s& gop
phan gidp cAc bac si hiéu hon vé qua trinh phét trién cia bénh
leukemia va tién luong chinh x4c hon vé trinh trang caia bénh nhan.
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1. Giéi thiéu

Tang calci huyét 14 hién tuong ting nong do calci toan phan trong huyét twong vurot qua mirc
thong thuong, thuong dao dong trong khoang 2,1-2,6 mmol/L (8,8-10,7 mg/ dL, 4,3-5,2 mEg/L)
[1]. bay la mot blen chimg thuong hay gap hon ¢ cac bénh nhan ung thu, déc biét la cac dang
ung thu véi khdi u ran nhu ung thu phéi, ung thu v, ung thu ving dau c6 hay ung thu thuc quan
[2]. Ty I¢ bénh nhan ung thu mac phai tang calci huyét hang ndm udc tinh roi vao khoang 1,46%
dén 2,74%; & cac bénh nhan ung thu giai doan cudi (stage 1V) hoic cac bénh nhan ung thu c6
tién lugng xau, tan sudt mac ting calci huyét ¢6 thé cao gap 4 1an [3].

Mac du tang calci huyet thuong phd bién hon ¢ nhiing loai ung thu dic nhu ung thu va, ung
thu phoi, ung thu tuyén tién liét va ung thu budng tring, tuy nhién trong mot sé truong hop hién
tuong nay da dugc phat hi¢n ¢ cac bénh nhan ung thu mau. Theo udc tinh tir cac nghién cau trén
thé gidi, co khoang 10% sb ca ting calci huyét c6 lién quan dén ung thu duoc phét hién ¢ cac
bénh nhan ung thu mau, trong d6 mdt nira 1a c&c bénh ung thu u lympho (lymphoma) va mét nira
la c&c ca bénh ung thu tuy (myeloma) va bach céu (leukemia) [4]. Trong cac nghién cau hdi ctu,
ty 1¢ ting calci mau & tat ca cac loai bénh bach cau duge udc tinh 12 2, 5% [5]. Tang calci huyet
mau c6 thé dan dén mot sé triéu ching khac nhu: hay khat nudc, tiéu rat, dau dau mét moi, mat
tri nhé, budn nén, dau co xwong, lodng xuong, loan nhip tim, suy than, mét sé trudng hop nang
c6 thé dan dén hdn mé, tham chi tir vong [6]. Tuy nhién tai Viét Nam, chua c6 cong trinh cong bd
nao khao sét vé ty 1¢ cac bénh nhan leukemia di kém véi triéu chimg ting calci huyét.

Trong nghién ctru ndy, chung toi tién hanh khao sat mot s6 chi sb hoa sinh mau nhu ndng do
glucose, urea, acid uric, calci toan phan trong méau & cac bénh nhan leukemia va so séanh véi
nhom ngudi khée manh déi ching véi cling cau trac do tudi. Muc tiéu caa nghién cau nham xac
dinh ty I méac phai triéu chimg tang calci huyét ¢ cac bénh nhéan leukemia nguoi Viét.

2. Phuwong phap nghién ciru
2.1. Péi twong nghién ciru

Déi tugng nghién ciu bao gom 79 bénh nhan leukemia va 261 ngudi khoe manh dugc lay
mau ngau nhién tai Bénh vién Pa khoa tinh Phii Tho va Bénh vién 103 — Hoc vién Quan Y. Bénh
nhan leukemia dugc chan doan dua trén hinh anh xét nghiém huyét tuy db véi nhan 16n bat
thuong kém nhidm sic chat méo mé (Hinh 1) két hop cac triéu chimg 14m sang. Nhom dbi chiing
khoe manh dugc lya chon duya trén nhimg ngudi ¢ két qua tham kham sic khoe dinh ky on dinh,
khong phat hién mic phai can bénh nao. Tat ca bénh nhan leukemia va tinh nguyén vién déu
ddng y tham gia nghién ctu bang vin ban. Tat ca c4c thi nghiém déu duoc thuc hién theo quy
dinh cua phap luat Viét Nam vé quyén loi cia nguoi tham gia vao nghién ciu va da dugc phé
duyét bai Hoi dong dao dirc trong nghién ctu Y sinh cua Vién Nghién ciru Hé gen, Vién Han 1am
Khoa hoc va Cdng ngh¢ Viét Nam, Ha Noi, Viét Nam. Tét ca céc quy trinh thir nghi¢m trén doi
con nguoi déu tuan theo Tu én b Helsinki nam 1975, duoc sua d6i nam 2008.

Hinh 1. Hinh dnh sinh thiét huyet tuy @6 cua bénh nhan leukemia dwdi kinh hién vi véi @ phong dai 40X
(trai) va 100X (phdi). Hinh anh sinh thiet ‘tuy cho thay su tang sinh cdc té bao blast véi nhan lon kém
nhiém sdc chat méo moé ¢ bénh nhan leukemia
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2.2. Phwong phdp nghién ciru

Nghién ctru st dung phuong phap phan tich thdng ké duya trén dir liéu 1am sang cua bénh nhan
theo phuong phap mo ta cat ngang. Dir liéu thu dwoc duoc phan tich bang phan mém phan tich
thong ké SPSS phién ban 23.0. Kiém dinh Chi-square va Mann-Whitney duoc st dung dé dénh
gia méi lién quan giira dic diém l1am sang va bénh leukemia & quan thé nghién cuu.

3. Két qua va ban luan

Két qua nghién ctru trén quan thé bénh ching gom 79 bénh nhan leukemia va 261 tinh nguyén
vién khoe manh cho thay: Vé cau trc giéi tinh, ty 1& nam giéi trong nhém bénh nhén cao hon
dang ké so v&i nhom ddi ching (55,7% so vai 41,8%) va su khéc biét nay co y nghia thong ké (p
= 0,029). Vé cdu triic tuoi, do tudi trung binh ctia nhdém bénh nhan mgc di ¢é nhinh hon so véi
nhom d6i ching khoe manh (49,2 tudi so Vi 48,5 tudi); tuy nhién su khac biét nay khong c6 y
nghia théng ké. Twong tu d6i v6i cac chi s6 nhu ndng d6 ure mau, nong do6 glucose mau, nong do
acid uric mau ctia nhém bénh nhan khong c6 sai khic c6 ¥ nghia thong ké so voi nhom di ching
(Bang 1).

Bang 1. Phan b bénh theo nhém tuai, gisi tinh va chi sé héa sinh méu

Pon vi do Giatri Nhom ,l\_lhém p-val
: binh thwong  bénh nhan doi chitng
S6 luong (N) - - 79 261 -
Gidi tinh (% Ty 1& nam) - - 44179 (55,7%) 109/261 (41,8%)  0,029®
Tudi (Mean % SD) Nim - 49,2+ 13,2 485+7,3 NS®
Ure mau (Mean + SD) mmol/L 25-75 4,65+ 1,6 47111 NS®@
Glucose mau (Mean = SD)  mmol/L 39-55 5,85 +1,43 5,6 +1,1 NS®@
Acid Uric Mean+5D)  pmoli. <20MM) 5554017 g7arees NSO
+ < 360 (Nit) * =90
Calci toan phin (Mean + SD)  mmol/L 21-26 2,25+ 0,43 2,15+ 0,07 0,00016®@

Ghi chti: Op-val duroc tinh bang kiém dinh Chi-square

@p-val duoc tinh bang kiém dinh Mann-Whitney

NS : Két qua khong c6 y nghia thong ké

Déi véi chi sé ndng do calci huyét, nhém bénh nhan c6 chi sé trung binh nhinh hon so véi

nhom dbi chiing (2,25 mmol/L so véi 2,15 mmol/L) va su khac viét nay c6 y nghia thong ké (p =
0,00016) (Hinh 2). Bén canh do, & nhdm bénh leukemia c6 3 bénh nhéan co hién tugng tang calci
huyét (ndng do calci toan phan trong mau > 2,6 mmol/L), chiém 3,8% (3/79), trong khi khéng c6
bénh nhan nao & nhom ddi ching ¢6 hién tuong nay.

mmol/L
3,00
T
R E—
2,00 -
N&ng dé
Calci toan
phan trong
mau
1,00 -
0,00 T T
[ Nhém d&i chirng | [Nhém bénh leukemial

Hinh 2. Nong dg calci huyét trung binh & nhom déj ching khoe manh va nhom bénh nhan leukemia.
Error bar duot biéy dien bang +/-1 lan d¢ léch chuan. Ka qud cho thay chi so calci huyéet & nhom bénh
nhan c6 chi so trung binh nhink hon so véi nhém doi ching (2,25 mmol/L so véi 2,15 mmol/L)
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Cac nghién ciru da chi ra rang, ty 1¢ mac bénh leukemia 1a khac nhau tlly thugc vao tirng dang
bénh va ting quan thé nguoi trén thé gidi, tuy nhién dang c6 chiéu hudng tang dan tir 354.500 ca
mac méi trong ndm 1990 dén 518.500 ca mac moi trong nam 2017 trén toan thé gidi [7]. Trong
d6 ty 1é mac bénh bach cau chuan héa theo d6 tudi & nam cao hon & nit. Ngoai ra, cac bénh nhan
nam ciing c6 ty I¢ tu vong cao hon so véi cac bénh nhan nit [8]. Dix liéu tir nghién ctru nay cling
d3 xac nhan nhing két qua trén khi ty 1¢ nam bénh nhén cao hon nir khi so sanh véi nhom doi
chung o cung dia diém lay mau.

Hién tuong tang calci mau 1a két qua ciia nhitng bat thudng trong chu ky hinh thanh, phat trién
va thoai hoa cua cac mé xuong. Dy 1a mét hién twong réi loan dién giai thuong bt gap ¢ 0,5%
s bénh nhan nhap vién [4]. Cac triéu ching phd bién cua ting calci huyét ¢ thé bao gom mét
mai, budn ndn, budn ngu, tiéu nhiéu, ting cam gidc khat nudc, tiéu Chay, dau bén hong hodc bén
lung, tham chi 1 tinh trang nang hon co thé gay rdi loan nhip tim va dan dén thiéu mau co tim.
Qua trinh Calci hoa (hay con goi 1a khoang hoa) xuong 1a mét chu ky hinh thanh xuong can bang
va lién tuc duoc kich thich boi cac nguyén bao xwong va sy phan huy xuong (hoac tai hap thu)
dugc kich thich thong qua cic nguyén bao xuong [3]. Y vin thé gidi ciing da ghi nhan mot s6
truong hop bénh nhan leukemia di kém véi triéu ching ting calci huyét, hau hét véi tién luong
x4u: Nhu 1 bénh nhan nam 58 tudi mac bénh bach cau tuy méan tinh (chronic myeloid leukemia)
nhap vién vai chi sb calci huyét 18,6 mg/dL twong duong 4,64 mmol/L, anh chup CT nguc cho
thiy c4c ciu tric xuong va tiy xwong bi pha huy. Bénh nhan qua doi sau 8 thang diéu tri [9].
Trong cac truong hop khac duoc ghi lai, cac bénh nhan c6 tudi doi trung binh khoang 44 tudi, da
s6 ¢ trong giai doan cudi cua bénh ung thu dong tuy va ung thu nguyén bao lympho, véi trung vi
thoi gian song sot khoang 2 thang sau chan doan mac phai hién tuong téng calci huyét [10], [11].

Nguyén nhan chu yeu dan dén tang calci huyét la do khi t& bao bach cau bénh ly hoic té bao u
bach cau (leukemic cells) tin cong xuong va xam nhap vao md xwong, dan dén cac hat khoang
v co, chu yéu 1a Calci, duoc giai phong vao mau, din dén ting calcium huyét thanh [12]. O cac
dang ung thu dac, mét phan tir protein trung gian goi la PTHrP (parathyroid hormone-related
protein) duoc giai phong dan dén hién tugng kich thich tai hap thu Calcium ¢ than, dong thoi giai
phong 1 lugng lén Calcium vao huyet thanh dan dén hién tuong ting calci huyét [13]. O cac bénh
ung thu méu, hién tuong tang nong d6 PTHrP mac du it phd bién hon [10], tuy nhién o1 5O
nghién ciru da chi ra mic @6 biéu hién mRNA cua PTHrP & céc té bao ung thu bach cau trong
moi truong in vitro, ciing nhu ting biéu hién ¢ nhitng bénh nhan méc bénh bach ciu té bao T va
ung thu hach té bao B [14], [15].

4. Két luan

Trong nghién ctru nay ching toi khao sat ndng do calci huyét & 79 bénh nhan mic leukemia
va so0 sanh véi nhém 261 tinh nguyén vién ddi chiing khoe manh. Két qua cho thiy nhém bénh
nhan ¢6 ndng d6 calci huyét trung binh cao hon so voi nhom dbi ching khoe manh, dic biét
trong s6 cac bénh nhan co 3 truong hop ting calci huyét (C6 chi sb calci toan phan cao hon 2,6
mmol/L, chiém 3,8% sb bénh nhan leukemia). Ching t6i s tiép tuc nghién ctu tinh trang cua cac
bénh nhan nay trong cac nghién ctu tiép theo dé danh gia mdi twong quan giita ndng do6 calci
huyét va biéu hién 1am sang ciing nhu tién luong ciia bénh nhan.

Loi cam on

Ching t6i xin cam on céc bénh nhéan, tinh nguyén vién da dong y tham gia cung cap thang tin
cho nghién ctru nay. Nghién ctru nay duoc tai tro boi Quy Phat trien Khoa hoc va Cong nghé
Quoc gia (NAFOSTED) — Bo Khoa hoc va Cong nghé¢, Viét Nam (Ma so dé tai 108.01-2020.02).
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