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MOT SO YEU TO LIEN QUAN PEN ROI LOAN LIPID HUYET TUONG O BENH
NHAN UNG THU SAU HOA TRI TAI BENH VIEN TRUNG UONG THAI NGUYEN

Nguyén Thi Hoa'", Nguyén Thi Chi?
YTruong Dai hoc Y Duoc - DH Thai Nguyén, 2Bénh vién Trung wong Thai Nguyén

TOM TAT

Nghién ctru nham phan tich mét s6 yéu td lién quan dén réi loan lipid huyét twong & bénh nhéan
ung thu sau héa tri tai Trung tim Ung budu, Bénh vién Trung wong Thai Nguyén. Bang phuong
phap mo ta, theo ddi doc 266 bénh nhan (BN) ung thur (UT) dugc hoa tri it nhat 3 chu ky hoa chat
tro 1én. Két qua cho thay trude hoa tri, sau hoa tri chu ky 3 (CK3), nong dé cholesteroltp (TC),
triglycerid (TG), LDL-C ting cao hon, HDL-C thap hon c6 ¥ nghia so véi trudc hoa tri, ty 1¢ roi
loan mét thanh phﬁn lipid huyét tuwong 1a 77,4%. Sau hoa tri CK3, n6ng d6 TC, TG va LDL-C tang
cao hon ¢ nhoém bénh nhan UT vu, bénh nhéan diéu tri bé’mg cyclophosphomid, bénh nhan dugc didu
tri bang phac d6 AC so véi nhom bénh nhan UT dai trang; nhém bénh nhan diéu tri bang 5FU, nhom
bénh nhéan diéu tri bang phac d6 FOLFOX, véi su khéac biét c6 ¥ nghia thong ké p<0,05. Khong co su
khac biét co ¥ nghia théng ké vé ty 16 réi loan lipid huyét tuong theo giai doan UT ciing nhu theo chi
s6 khéi co thé. Két qua nghién ciru cho thdy co su réi loan mot sb thanh phan lipid huyét tuong sau
héa tri; ty 1¢ r6i loan mot thanh phan lipid huyét twong 1a 77,4%:; nong d6 lipid huyét twong thay doi
sau hoa tri khac nhau theo loai UT, loai thudc va phac dd diéu tri.
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ABSTRACT

This study aims to analyze some factor related to dislipidemia in cancer patients in Thai Nguyen
National Hospital. By a longitudinal study method of 266 cancer patients were treated at least 3
cycles of chemotherapy. The results show that prechemotherapy, after the 3" cycle, the TC, TG
and LDL-C levels were higher, HDL-C were lower than before chemotherapy, with statistically
significant differences. After the 3 cycle, the prevalence of dislipidemia such as the TC, TG and
LDL-C in the breast cancers, in patients treated with cyclophosphamid, in patients treated with
AC regimen were higher than in patients with colon cancer, in patients treated with 5FU, in
patients treated with FOLFOX regimen, with respectively statistically significant differences. The
results show that having a significant alterations of lipid profile levels in cancer patients after
chemotherapy. The lipid profile levels changed differently by tumor types and chemotherapeutic
agents and regimens.
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1. it van dé

Ganh ning ung thu (UT) toan cau udc tinh
ngdy cang gia tang voi 18,1 tridu ca mic méi
va 9,6 triéu ca tor vong nam 2018. Trén toan
thé gidi, ctr 1 trong 5 nguoi & nam va 1 trong
6 nguodi o nit s& mac UT trong cudc doi ciia
ho [1].

Nho ¢6 su cai tién trong chin doan va diéu tri
UT nén thoi gian séng thém cua bénh nhan
dugc cai thién dang ké. Tuy nhién tién luong
va chét lugng cudc song cua nhitng bénh nhan
UT bi can tré boi nhitng tac dung phu lau dai
nhu ri loan chuyén héa glucid, lipid [2]. Mot
s6 hoa chat diéu tri UT gay rbi loan chuyén
hoa lipid nhu doxorubicin va cyclophosphamid
(hai loai thudc st dung chu yéu dé diéu trj UT
vi), day 14 nhitng thudc co kha nang 1am ting
qué trinh san xudt cac nhom oxy hoat dong va
qua trinh peroxy héa lipid mang. Mot sé thude
didu trj UT khac c6 thé gy tang TC, LDL-C
hay gy giam HDL-C [3]. C6 gia thuyét cho
rang, héa tri co thé truc tiép gay rdi loan chirc
ning ndi mod din dén thay dbi cac cytokin va la
nguyén nhan giy rdi loan lipid huyét twong
[4]. Sharma va cs (2016), d4 nghién ctru v& anh
huong cia héa tri & bénh nhan UT vi dén
noéng do mot s6 thanh phan lipid huyét tuong.
Két qua cho thiy sy thay doi thuong gip 1a
tang TC, ting LDL-C va giam HDL-C, co ché
ctia su thay ddi ndy chwa rd rang nhung khac
nhau tiy loai hoa chét [3]. Ri loan lipid huyét
tuong lam gia ting cac bién cb bénh tim mach
va lam tang nguy co tir vong ¢ bénh nhan ung
thu. Tai Viét Nam, c6 it nghién ciu vé van dé
nay. Cac hoa chit va cac phac d6 hoa tri c6
anh huong dén nong do lipid huyét twong &
cac loai UT khac nhau nhu thé nao? Vi vay,
bai bao nay dugc thuc hién véi muc ti€u:

Phan tich mt s6 yéu to lién quan dén roi loan
lipid huyét twong ¢ bénh nhdn ung thw sau
hoa tri tai Trung tdm Ung buwou, Bénh vién
Trung wong Thai Nguyén

2. P6i twong va phwong phap nghién ciru

2.1. Déi twong nghién ciru

Gom 266 bénh nhan (BN) UT duoc diéu tri it
nhét 3 chu ky hoa chét tai bénh vién Trung
wong Thai Nguyén.

Tiéu chuin chon bénh nhan: Bénh nhan UT
c6 chi dinh héa tri. Tat cd déu dugc xét
nghiém huyét hoc, hoa sinh mau (cac thanh
phan lipid huyét tuong, glucose huyét tuong)
truée diéu tri hoa chat va khong cé rdi loan.
H6 so luu trit ddy du.

Tiéu chuin loai trir: Bénh nhan cé tién sir rdi
loan chuyén hoa lipid trudc do.

* Tiéu chudn chan dodn roi loan lipid huyét
tuong theo tiéu chudn ciia Héi Tim mach Viét
Nam nam 2006:

- Cholesterolp (TC) > - HDL-C < 0,9
5,2 mmol/L. mmol/L
- Triglycerid (TG) >1,7 - LDL-C > 31
mmol/L. mmol/L.

* Cdch ldy mau bénh pham

- Caicll léy mau bénh Phém: Bénh ghﬁn duoc
lé}{ mau tai 3 thoi diém (:[ru’c'rc dicu tri hoa
chat, sau hoa tri CK3). I:éy mau tinh mach
vao buéri sang, luc doi. Mau mau dugc ly tam
lay huyét tuong va lam xét nghiém ngay.

2.2. Ti ho’t gian nghién ciru: Tu thang 12 nam
2017 dén thang 6 nam 2019.

2.3. Dia diém nghién ciru

Trung tam Ung budu, Bénh vién Trung uong
Théi Nguyén.

Khoa Sinh hoa, Bénh vién Trung wong Thai Nguyén.
Khoa Xét nghiém, Bénh vién Truong Pai hoc
Y khoa Thai Nguyén.

2.4. Phwong phdp nghién ciru

M0 ta, theo ddi doc. Chon mau thun tién co
chu dich.

2.5. Thiét bi nghién ciru

Cac may xét nghiém sinh hoéa ty dong
OLYMPUS AU480, AU2600 cua Nhat.

Hoa cl}e”it do hang BECKMAN COULTER
cung cap.

2.6. Chi tiéu nghién ciru
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- Thong tin chung: tudi, gidi, chi s6 BML

- Thong tin vé hoéa tri: phac dd diéu tri (loai
thuoc soO dot dleu tri) theo huéng dan cia Bo
Y té tai quyét dinh 3338/QD-BYT ngay
09/9/2013 [5].

- Dinh luong lipid huyét twong gdbm TC, TG,
HDL-C va LDL-C.

2.7. Ky thudt thu thip sé liéu

Thu thap s liéu cac thong tin chung va chi

tiéu lam sang, thong tin vé hoa tri theo mau
phiéu diéu tra.

Dinh lugng 11p1d huyét tuong theo quy trinh
chuén trén may AU.

2.8. Phwong phdp xit Iy sé ligu: Theo
phuong phap thong ké y hoc.

2.9. Dago dirc trong nghién ciru: Pugc tuin
thu dao duc trong nghién ctu

3. Két qua nghién ctru

Trong s6 266 bénh nhan UT thi UT v chiém
ty 1& cao nhit (36,5%), UT dai trang (DT)
chiém 27,8%, UT phéi chiém 12,4%, UT truc
trang (TTr) 8,3% va UT da day (DD) 6,8%.
Mot sb loai UT chiém ty 18 thap (<1%) 1a UT
hach, tuyén tién liét va bang quang.

mmol/L
6 .
5.32 m Truwée BT
5 - 4.42 m CK3

TC TG

HDL-C LDL-C  Chisé

Hinh 1. No”‘ng dé lipid huyét twong ¢ bénh nhan UT trude va sau hoa tri
Két qua Hinh 1 cho thay, ndng d6 mot s6 thanh phan lipid huyét twong gom TC, TG va LDL-C
tai thoi diém sau hoa tri CK3 tang cao hon so vdi thoi diém trudc hoa tri, sy khac biét c6 ¥ nghia
thong ké p<0,001. Sau hoa tri CK3 nong d6 HDL-C giam hon so v&i trude diéu tri hoa chat véi
p<0,001.

Bang 1. M6 ta ty 1é roi loan thanh phan lipid huyét twong ¢ BN ung thw sau héa tri

Thaoi gian Truée PT CK3
Chi sb sL % SL % P
Tang TC 0 0 150 56,4 <0,001
Tang TG 0 0 186 69,9 <0,001
Giam HDL-C 0 0 66 21,1 >0,05
Tang LDL-C 0 0 144 54,1 <0,01
RL 1 thanh phan 0 0 206 77,4 <0,01

Nhan xét: Két qua bang 1 cho thay, sau héa tri CK3, ty 1& ting mot s6 thanh phan lipid huyét
trong nhu TC, TG, LDL-C kha cao (>50%), ty 1& réi loan it nhat mot thanh phan lipid huyét
tuong 1a 77,4%. Ty 1€ giam HDL-C sau hoa tri CK3 1a 21,1%.
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Bang 2. Mo td moi lién quan giita logi ung thuw véi réi loan lipid huyét twong

Loai UT Chisolipid  pioTC  Ting TG Gidm HDL-C  Ting LDL-C
Vi o n (%) 65(67,0) 78 (80,4) 30 (30,9) 65(67,0)
(SL=97)  Khdng: n (%) 32(330)  19(196) 67 (69,1) 32(33,0)
BT Co:n (%) 34(486) 48 (64.9) 16 (21,6) 34 (48,6)
(SL=74)  Khdng: n (%) 40 (51,4)  26(35,.1) 58 (78,4) 40 (51,4)
OR 1,46 1,24 143 1,46
95% Cl 110-1904  1,02-151  0,85-2,42 1,10-1,94
b <0,01 <0,05 >0,05 <0,01

Nhén xét: Ket qua bang 2 cho thdy, & nhém bénh nhan ung thu va c6 nguy co r0i loan lipid huyét
tuong bao gébm ting TC, TG va LDL-C twong mg cao gip 1,46; 1,24 va 1,46 1an so v6i bénh
nhén ung thu dai trang, voi sy khac bi€t c6 ¥ nghia thdng ké tuong u’ng (C11,10-1,94, p <0,01;
Cl1,02-1,51, p<0,05; CI 1,10-1,94, p <0,01). O bénh nhan ung thu va ¢6 nguy co giam nong do
HDL-C huyét twong gap 1,43 1an so voi bénh nhan ung thu dai trang, v6i sy khac biét khong c6 ¥
nghia thong ké p>0,05.

Bang 3. Thé hién méi lién quan gitka giai doan bénh véi réi loan lipid huyét twong

Giai doan Chisolipid .o TC  Ting TG  Gidm HDL-C Ting LDL-C
T Co:n (%) 66(60,0) 79 (71,8) 28 (28,9) 66(60,0)
(SL=111)  Khéng: n (%) 44(40,0)  31(28,2) 69 (71,1) 44(40,0)
1 Co: n (%) 80 (55,9) 69 (48,2) 36 (25,2) 78 (54,5)
(SL=143)  Khéng: n (%) 63 (44,1) 74 (51,8) 107 (74,8) 65 (44,5)
OR 1,07 1,45 1,00 1,07
95% CI 087-1,32  1,21-1,83 0,65-1,54 0,87-1,32
D >0,05 <0,01 >0,05 >0,05

Nhan xét: Két qua bang 3 cho thdy, & nhém bénh nhan ung thu giai doan II c6 nguy co ting TG
gap 1,45 lan so voi nhém bénh nhan ung thu giai doan III, v&i su khac biét c6 ¥ nghia thong ké
(CI: 1,21-1,83, p<0,01). Khong co su khéac biét c6 ¥ nghia thong ké vé rdi loan mét s6 thanh phan
lipid khac gitra nhom bénh nhéan giai doan II va giai doan III.

Bang 4. M6 ta méi lién quan giita chi s6 BMI véi réi loan lipid huyét tiwong

BMI Chisolipid 1o TC  Ting TG  Gidm HDL-C  Ting LDL-C
TC-BP  Cob:n (%) 35(795)  40(90,9) 10 (22,7) 31 (70,5)
(SL=44)  Khéng: n (%) 9 (20,5) 4(9,1) 34 (77,3) 13 (29,5)

BT Co: n (%) 115(66,0) 146 (83,9) 56 (32,1) 113 (65.9)
(SL=174)  Khong: n (%) 59(33,0)  28(16,1) 118 (67.8) 61 (35,1)
OR 1,20 1,08 0,71 1,08
95% ClI 1,0-145  0,82-1,03 0,39-1,27 0,87-1,35
D >0,05 >0,05 >0,05 >0,05

Nhan xét: Két qua bang 4 cho thdy, & nhom bénh nhan ung thu c6 thira can, béo phi c6 nguy co
r6i loan mot s6 thanh phan lipid huyét twong hon so v&i nhom bénh nhan ung thu khong thira
céan, béo phi.

Nhian xét: Két qua bang 5 cho thiy, & nhom BN diéu tri bang Cy c¢6 nguy co réi loan lipid huyét
tuong bao gom ting TC, TG va LDL-C twong tng cao gap 1,36; 1,23 va 1,36 lan so voi BN diéu
trj bang SFU, véi sy khac biét c¢6 y nghia théng ké twong tmg (CI 1,06-1,74, p < 0,05; CI 1,03-
1,47, p<0,05; Cl 1,06-1,75, p < 0,01). O BN diéu tri bang Cy ¢ nguy co giam ndng d6 HDL-C
huyét tuong gap 1,45 1an so v6i bénh nhan diéu tri bang SFU, véi su khac biét khong ¢ y nghia
thdng ké p>0,05.
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Bang 5. M6 ta moi lién quan giita logi héa chat véi réi loan lipid huyét tirong

Chi s6 lipid

. £ Tang TC Tang TG  Giam HDL-C Tang LDL-C
Hoa chat
Cy Cé: n (%) 55 (67,9) 65 (80,2) 24 (29,6) 54 (66,7)
(SL=81) Khéng: n (%) 26 (32,1) 16 (19,8) 57 (70,4) 27 (33,3)
5FU Cé: n (%) 49 (50,0) 64 (65,3) 20 (20,4) 48 (49,0)
(SL=98) Khoéng: n (%) 49 (50,0) 34 (34,7) 78 (79,6) 60 (61,0)
OR 1,36 1,23 1,45 1,36
95% ClI 1,06-1,74  1,03-1,47 0,87-2,43 1,06-1,75
p <0,05 <0,05 >0,05 <0,01
Bang 6. M6 ta méi lién quan giita phéc dé diéu tri véi réi loan lipid huyét twong
Phic db Chisdlipid  pioTC  Ting TG Gidm HDL-C  Ting LDL-C
AC Co6: n (%) 46(63,0) 60 (82,2) 21 (28,7) 50 (68,5)
(SL=73) Khong: n (%) 27(27,0) 13 (17,8) 52 (73,2) 23 (31,5)
FOLFOX Cé: n (%) 32 (45,1) 45 (63,4) 15 (21,1) 33 (45,5)
(SL=71) Khéng: n (%) 39 (54,9) 26 (36,6) 56 (78,9) 38 (53,5)
OR 1,40 1,30 1,36 1,47
95% Cl 1,02-1,91 1,05-1,59 0,77-2,42 1,10-1,98
p <0,05 <0,01 >0,05 <0,05

Nhan xét: Két qua bang 6 cho thdy, & nhom
BN diéu tri bang phac do AC c6 nguy co roi
loan lipid huyét twong bao gdm ting TC, TG
va LDL-C tuong ung cao gip 1,40; 1,30 va
1,47 lan so véi bénh nhan didu tri bang
FOLFOX, véi sy khac biét c6 y nghia thong
ké tuong tng (CI 1,02-1,91, p <0,05; CI 1,05-
1,59, p<0,01; Cl 1,1-1,98, p <0,05). O bénh
nhan diéu tri bang AC c6 nguy co giam nong
d6 HDL-C huyét tuong gap 1,36 lan so véi
bénh nhan diéu tri b;‘ing FOLFOX, véi su
khac biét khong ¢ ¥ nghia théng ké p>0,05.
4. Ban luan

Nghién ctru vé anh hudng hoa tri trong diéu
tri dén mot sb chi sb lipid & 266 bénh nhan
UT tai Trung tam Ung budu Bénh vién Trung
wong Thai Nguyén, két qua nghién ctru cua
chung toi cho théy, sau hoa tri CK3, né)ng do
TC, TG, LDL-C huyét tuong cao, néng do
HDL-C thap hon c6 y nghia so véi trudc diéu
trj hoa chét (biéu dd 1). Ty 18 ting ndng do
TC, TG LDL-C va ty 1& rdi loan it nhit mot
thanh phan lipid huyét twong la kha cao
(>50%).

Hamoode va cs (2018) da nghién ciru mot sd
chi s6 lipid huyét trong & 35 bénh nhan UT
v chua diéu tri héa chat (nhom chan doan),

30 bénh nhan di diéu tri hoa chat (nhom diéu
tri), 10 nhan vién y té (chudn bi pha héa chat
va thuc hién truyén hoa chit cho bénh nhan -
nhom ching 1) va 25 nguoi khoée manh binh
thuong (nhom chimg 2), két qua nghién ciru
cho thay nong do6 mot sb thanh phan lipid
huyét twong (TC, TG va LDL-C) ¢ nhoém
chan doan va nhém diéu tri cao hon cé y
nghia so voi hai nhom chimg; & nhom chan
doan noéng do TG cao hon c6 y nghia so véi
nhom didu tri (263,45+22,62 mg/dL so véi
166,97 +14,14 mg/dL) [6].

Tac gia Li nghién ctru vé ndng do mot sd
thanh phan lipid huyét twong & 394 bénh nhan
UT va trude va sau diéu tri hoa chat. Két qua
nghién ctru cho thdy, ndng d6 TC, TG, HDL-
C, LDL-C trudc diéu tri hoa chat twong tng
la 4,47+0,91 mmol/L; 1,31+1,2 mmol/L;
1,43+0,36 mmol/L; 2,78+0,8 mmol/L, sau
didu tri hoéa chit twong tng 1a 4,80+0,88
mmol/L; 1,77+1,21 mmol/L; 1,38+0,35
mmol/L; 3,15+0,8 lmmol/L, sy khac biét co y
nghia thong ké p<0,05. Ty 1¢ rdi loan mot
thanh phan lipid huyét tuong trude didu trj 1a
45,1%, sau diéu trj 13 68,6%. Su thay dbi trén
c¢6 thé do hoa chat diéu tri UT tryuc tiép giy
r0i loan chirc ning ndi mo dan dén thay doi
cytokin va lam thay dbi lipid mau [7]. Nhu
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vay, ty 18 r6i loan it nhat mot thanh phan lipid
huyét tuong cua chung t6i kha tuong dong
v6i nghién cuu cua tac gia Li [7].

Khi phan tich vé mét s6 yéu td lién quan dén
16i loan mot sé thanh phan lipid huyét twong,
két qua nghién ctru ctia ching t6i cho thiy &
nhom bénh nhan UT va, nhom bénh nhan
diéu trj bang cyclophosphamid va nhom bénh
nhén diéu trj bﬁng phac dd AC, ty 1€ r6i loan
mot s6 thanh phéan lipid huyét twong cao hon
so v6i nhom bénh nhan UT dai trang, nhom
bénh nhan st dung SFU ciing nhu nhom bénh
nhan st dung phac dd FOLFOX, v6i su khac
biét c6 ¥ nghia thong ke.

Tac gid Stathopoulos va cs (1995) da nghién
ctru anh huong cua 5SFU dén mot sb chi sd
lipid trén nguoi va trén tho thuc nghiém, két
qua nghién ctru cho thay, sau 2 tuan, 4 tuan st
dung thuée, néng d6 TC va TG huyét thanh
thip hon, néng d6 HDL-C cao hon so véi
trude sir dung thude & ca ngudi va tho thuc
nghiém. Nong d6 TC giam co6 thé do giam
qua trinh hap thu ¢ rudt, giam qua trinh tong
hop ¢ gan hay ting qua trinh bai xuit qua cac
san phdm bai tiét. 5SFU gdy mat cin bang chat
nhay ¢ rudt dan dén tiéu chay tham ling va
giam hép thu thic an. Hon nita, 5FU duoc
chuyén hoa & gan va co6 thé giy doc tinh gan.
Nhimg doc tinh trén cua SFU co thé la
nguyén nhéan gay thay d6i mot s6 thanh phan
lipid huyét tuong [8]. Két qua nghién ctru ciia
chung t6i twong ddng véi nghién ciru cua tac
gia Stathopoulos.

Sharma va cs da nghién ctru sy thay d6i ndng
d6 mot s6 thanh phan lipid huyét twong ¢ 12
bénh nhan UT vu, tit ca bénh nhan déu duoc
diéu tri 4 chu ky AC (doxorubicin va
cyclophosphamid) sau d6 1 tuan tiép tuc phac
dd CMF (Cyclophosphamid, methotrexat, va
5’fluorouracil). Nong d6 mét sd thanh phan
lipid huyét tuong duge dénh gia trudc diéu tri
hoa chit, giita dot diéu tri hoa chat va két thuc
diéu tri hoa chét, két qua nghién ctru cho thiy,
didu tri hoa chat lam thay doi nong d¢ lipid
huyét tuong, sy thay doi nay phu thudc vao

loai hoa chét sir dung, Doxorubicin gy giam
néng d6 HDL-C, paclitaxel gy ting apoB,
cyclophosphamid khéng lam thay d6i HDL-C
hay apoB [3].

Hon nita, Wang va cs da nghién ctru vé ndng
d6 mot s6 chi sb lipid huyét trong trudce hoa -
xa tri dé danh gia két qua diéu tri & 400 bénh
nhan UT vom mili hong tién trién, két qua
nghién ctru cho thiy: sau 5 nim, thoi gian
song thém khong bénh & nhém cé nong do
HDL-C giam thap hon c6 y nghia so véi
nhoém ¢6 noéng d6 HDL-C cao (52,1% so véi
65,5% p=0,017. Nong d6 HDL-C trudc hoa -
xa tri la yéu td tién lugng doc 1ap ¢ bénh nhan
UT vom miii hong tién trién [9].

Do ¢& mau khong du 16n, thoi gian theo doi
sau hoa tri con chua nhiéu. Hon nita, mot sd
yéu t6 anh huong dén chuyén hoa lipid nhu
ché do an va luyén tép... chua dugc kiém soat.
Tuy nhién, nhitng thOng tin nay clng la
nhitng tham khdo quy véi cac bac si hoa tri
UT n6i chung. Cén cé nhimg nghién ctru theo
doi thoi gian dai hon, sb lugng bénh nhan
nhiéu hon dé c6 thé xac dinh cac yéu t6 lién
quan dén réi loan mét sb chi sb lipid huyét
tuong sau hoa tri.

5. Két luin

C6 sy r6i loan mot s6 thanh phan lipid huyét
tuong sau hoa tri, ty 1& 101 loan mot thanh phé”m
lipid huyét twong 1a 77.4%. Nong do lipid
huyét tuong thay doi sau hoa tri khac nhau theo
loai UT, loai thudc va phac d6 diéu tri.
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