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CYFRA21.1 - CHI THI PAC HIEU CHAN POAN UNG THU PHOI
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TOM TAT: Trong thyc té, nguoi ta d4 str dung nhiéu loai khang nguyén dé chan doan ung thu phéi nhu
Carcinoembryonic antigen (CEA), 19cyfra2l.1 cytokeratin, té bao than kinh cu thé enolase (NES),
CA125... véi hiéu qua tuong ddi kha quan. Tuy nhién, van con gap phai nhleu han ché do d6 nhay cam
cua cac loai khang nguyén trén khong chi dic trung cho ung thu phdi dang t& bao khong nho. Sir dung
khang nguyén Cyfra21.1 la mét trong nhimg phwong phap méi trong chan do4n va dinh hudng diéu tri
ung thu phdi tai Viét Nam, da khic phuc dwoc nhimg han ché trén va mang lai hiéu qua cao. Cyfra21.1 c6
cau triic 1a mot manh cua cytokeratin 19 (Mot trong Cau trac Soi trung gian cia khung té bao) va quyét
dinh khang nguyén cia Cyfra 21.1 trong khoang tir 311 dén 368 axit amin trén phan tir 19 cytokeratin.
Day 1a mot chi thi c6 tinh didc hiéu cao cho cac bénh ung thu phoi dang té bao khong nho hiéu qua nhét,
dugc biéu hién boi sy nhay cam dic hidu véi da sé cac loai UTP dang (NSCLC: SCLC = 8,6: 2,5 ng/ml, p
= 0,006). Do d6, Cyfra 21.1 duoc xem la mot chi thi hiru ich trong chan doan va dinh hudng diéu tri ung

thu phoi dang té bao khdng nho.

Tir khéa: Cyfra21.1, cytokeratin, chi thi khang nguyén, khang nguyén, ung thu phdi.

MO PAU

Ung thu phéi (UTP) 1a mét trong nhitng cin
bénh do su ting sinh khéng binh thuong cua té
bao, dac biét 1a nhitng nguoi da hodac dang hut
thudc 14. Pay 1a mot trong nhitng can bénh c6 ty
1& tir vong 16n nhat trong cac ca bénh ung thu,
chiém 31% trong cac ca bénh. Thuc té cho thay,
& nude ta ty 16 ngudi mac ung thu phdi kha cao,
chiém 20% trong céc loai ung thu.

Vi vay, viéc phat hién som UTP c6 tam
quan trong rat 10m, mang y nghia song con ddi
v&i nguoi khong may mac phai can bénh nguy
hiém nay.

Hién nay, trén thé gi¢i da c6 nhiéu cac chi
thi khang nguyén duoc s dung dé chan doan
ung thu phdi nhu: Carcinoembryonic antigen
(CEA), cytokeratin 19cyfra21.1, neuron specific
enolase (NES), CA125,... va mot sé cac khang
nguyén khac. Trong do Cyfra21.1 (cytokeratin
fragment) 1a mot trong nhitng khang nguyén co
d6 nhay cao d6i v6i UTP ma dic biét 1a UTP
dang té bao khong nho.

Cyfra2l.1 nim trong nhém chi thi cua
cytokeratin, mot cau trac trong bo khung cua té
bao va la mét phan doan cua cytokeratin 19,
duoc tiét ra khi té bao biéu mo phdi ting sinh
MOt cach bat thudng trong ung thu, chinh vi vay
ma né dugc dit tén theo chir viét tit cua tir

cytokeratin fragment (manh cytokeratin).

Ciing nhu cac phan tir cytokeratin khac,
cytokeratin 19 ciing c6 cu tric viing trung tam
Véi 4 domain xoan 1a 1A, 1B, 2A va 2B, kich
thuéc khoang 40 kDa, gdm 400 axit amin da
dugc nghién ciru boi Haszakit et al. (2002) va
Niemeyer et al. (2003) [3, 5]. Gen ma héa cho
cytokeratin 19 nam trén nhiém sat thé sb 17, co
kich thudc 4667 bp véi 6 exon ma hda cho phan
tir mRNA kich thuge 1382 bp (hinh 1), d& duge
mo ta boi Stigbrand et al. (1998) [6].

Nghién cuu Cyfra 21.1 véi vai tro 1a khang
nguyén dic hiéu ung thu phdi, ching ti quan
tam chi yéu dén phan quyét dinh khang nguyén
(epitope) cia phan tir nay. Theo mot két qua
nghién ctru, sir dung cac phan tir khang thé dé
nhan ra ving quyét dinh khang nguyén cua
cytokeratin, nguoi ta nhan thdy, vlng quyét
dinh khang nguyén cia Cyfra 21.1 nam trong
khoang axit amin tir 311 dén 368 trén phan tir
cytokeratin 19 (hinh 2), d&@ dugc nghién ctru boi
Stigbrand et al. (1998) [6]. Két qua ndy ciing
dugc khing dinh trong mot phép thur sir dung
hai khang thé don dong: Ks 19.1 (khang thé
nhan biét cac amino acid tir vi tri 311 dén 335
trén cytokeratin 19) va BM19-21 (khang thé
nhan biét cac amino acid tir vi tri 346 dén 367)
theo tac gia Fujita et al. (2004) [1].
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Hinh 1. So d6 ma héa cho cytokeratin 19, Stigbrand et al. (1998)

Cytokeratin 19

367-368

Epitope ciia Cyfra 21-11

Cyfra2i-1

Hinh 2. Vi tri cua cyfra21.1 trén cytokeratin 19, Stigbrand et al. (1998)

Trong chin doan, do Cyfra 21.1 c6 thé tén
tai voi ham luong cao trong huyét thanh cua
bénh nhan ung thu phéi dudi dang ty do nén
chung dé dang dugc phat hién nhd phan tng
dic hiéu voi khang thé khang Cyfra 21.1. Vi
vy, khi két hop v6i cac phuong phap chin
doan khac thi viéc chan doan ung thu phdi
théng qua viéc xac dinh sy c¢6 mat cia Cyfra
21.1 trong huyét thanh s& cho két qua nhanh va
chinh x4c hon.

Gia tri y hoc cua viéc nhin biét cac manh
protein cytokeratin trong dich co thé chinh 1a
viéc phat hién sém va danh gid nhanh hiéu qua
diéu tri dbi voi cac khéi u biéu mo 4c tinh. Ba
chi thi cytokeratin dugc mg dung nhiéu nhét
trong y hoc 1a cac khang nguyén polypeptide
mod (tissue polypeptide antigen (TPA)), khang
nguyén polypeptide dac hi€u mo (tissue
polypeptide specific antigen (TPS)) va Cyfra
21-1. TPA c6 phé kiém tra rong, duoc dung dé
danh gia cytokeratin 8, 18 va 19. TPS va Cyfra
21.1 dac hiéu hon va dung danh gid cytokeratin
18 va cytokeratin 19 theo tht tu, duoc cong bd
baoi Gianfranco (2003) [2].

Vi vay, cytokeratin dugc st dung nhu 1a
mot chi thi khdi u hiéu qua boi nhitng 1y do sau:
Cac té bao khéi u khong thay doi cau triic soi
trung gian; soi trung gian co tinh chat dic trung

124

md, trong d6 16p I va Il cdu tao boi cac
cytokeratin dic trung cho cac té bao biéu mo;
ddu hiéu cytokeratin rat thip & cac té bao binh
thuong, nhung s& tang manh khi xuét hién cac
té bao  ung thu. Trong bai viét ndy, chung toi dé
cap dén cau tric va tdm quan trong cua khang
nguyén Cyfra21.1 trong viéc chan doan sém
ung thu phéi lam co s& khoa hoc cho cac nghién
ctru tiép theo.

PHUONG PHAP NGHIEN CUU
Vit liéu

Huyét thanh cac bénh nhén da duoc chan
doan ung thu phoi tai Khoa Ung budu, Khoa
giai phau, bénh vién K, Ha Noi.

Mau méu bénh nhén do bénh vién Bach Mai
va bénh vién K, Ha Noi cung cap.

Str dung céac hoa chit trong nghién ctru sinh
hoc phan tir nhu Agarose, Acetic acid, Tris-
base, EDTA, EtBr, Phenol, Ethanol, Trizol,
Chloroform, Isopropanol.

Phwong phap

Tach chiét ARN tr mau theo Kit S.N.A.P
cua hang Invitrogen. Quy trinh nhan doan gen
CK19 tr RNA tong sé duoc tién hanh theo
kit “one-step RT-PCR” cua héng Invitrogen
v6i cip mdi CYFRAF: 5'-aagctaaccatgcagaa
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cctcaacgaccge-3' va CYFRAR: 5'-ttattggcaggtca
ggagaagagcc-3’.

Phuong phap gin san pham PCR vao vector
Topo-TA-PCR™2.1 tién hanh theo kit cia hing
Invitrogen.

Théng ké sinh hoc dé danh gia do tin cay
Ccua cac mau nghién cru vé mat dinh lugng.

KET QUA VA THAO LUAN

DPanh gia cac chi thi cytokeratin dung trong
ung thw phoi & Viét Nam

Céc chat chi thj khéi u 13 nhirng dai phan tu
khi xuit hién & nhitng bénh nhan ung thu co
ndng do thay ddi theo chiéu hudng ting 1én lién
quan dén sy phat sinh, ting truéng cta nhiing
khdi u ac tinh. Cac chi thi ndy co thé chia lam
cac dang sau:

Chi thi té bao: bao gdm cic khang nguyén
trén bé mit té bao, cac thu thé hoocmon va thu
thé yéu tb ting truong, nhirng bién do6i gen cua
té bao.

Chi thi dich thé: bao g@)m cac chit hoa sinh
xuat hién véi néng d6 qua mirc binh thuong
trong huyét thanh, nudc tiéu hodc cac dich khac

Bang 1. Két qua biéu hién cua cac chi thi khdi u

ctia co thé. Cac chat nay duogc tong hop truc tiép
tir khdi u hodc duoc tao thanh nhu 14 mot phan
tmg cta co thé dbi véi khdi u ma Lé Quang
Huén va nnk. (2009) [4] da dé cap.

Thuc té cho théy, néu xét vé vai tro chan
doan thi chi thi thé dich thé hién nhiéu uu diém
hon chi thi té bao, dic biét 1a viéc thu mau bénh
pham va tién hanh xét nghiém. Do d6, nguoi ta
chii yéu sir dung céac chi thi thé dich trong chan
doan ung thu.

Dé so sanh tinh chinh x4ac va d6 nhay cua
cac chi thi ung thu, Hatzakit et al. (2002) [3] da
tién hanh nghién clru trén mau bénh pham cua
102 bénh nhan mic ung thu phdi c6 do tudi
tir 54-71. Két qua nghién ctru cho thiy, 84 bénh
nhan (82%) mac ung thu khong phai té bao
nho (NSCLC), trong d6 c6 34 bénh nhéan (33%)
mic ung thu té bao sung (SQCLC), 23 bénh
nhan (22,5%) mic ung thu té bao tuyen 24
bénh nhan (23,5%) mic ung thu té bao 16n
(LCC), con lai 18 bénh nhén (18%) méc ung thu
té bao nho (SCLC). Qua nghién ctru, chung toi
thu dugc néng d6 cua cac chi thi khoi u
trong cac dang ung thu ph01 dugc thé hién trong
bang 1.

KN Cyfra NSE TPA CA 125 CEA SCCAg

UTP (ng/ml) (ng/ml) (U/ml) (U/ml) (ng/ml) (ng/ml)

SCLC 25404 | 52,2+124 | 1744 +53,8 | 66,7+193 | 12,3+4,9 | 1,1+£0,3
n=18 n=18 n=18 n=12 n=13 n=11

NSCLC 86+17 | 19,7+23 241,3+26 | 96,2+273 | 46,9+233 | 341
n=79 n=79 n=79 n=44 n=48 n=34
. 8,3:2,5 13:1,3 256,8: 41,6 36,2: 9,3 24,2: 15,3 4:15
ggfg"a n=33 n=33 n=33 n=17 n=16 n=9

p=0,006 | p=0,0003

LCC 8,7+1,7 34+33 248,5+298 | 93,7+8,9 115+23 | 55+1,3

n=20 n=20 n=20 n=11 n=14 n=9

n. sb 1’1’15.1;1 bénh phim chira chi thi khéi u; p. do tin cay (néu p < 0,05 - sy khac nhau gitra cac mau so sanh co y
nghia thong k&); KN. Khang nguyén; UTP. Dang ung thu phoi.

Két qua trinh bay & bang 1 cho thdy, c¢6 3 chi
thi c6 mat & hau hét cac mau bénh pham (18/18
SCLC, 79/84 NSCLC) la Cyfra 21.1, NSE va
TPA nén ching c6 y nghia hon 3 chi thi con lai.
Nong d6 Cyfra 21.1 va TPA & NSCLC cao hon
& SCLC, trong d6 nong d6 Cyfra 21.1 chénh

Iéch c6 y nghia hon (NSCLC: SCLC = 8,6: 2,5
ng/ml, p = 0,006). Nguoc lai, ndng do NSE &
SCLC cao hon & NSCLC c6 y nghia théng ké
(NSCLC: SCLC = 52,2:19,7 ng/ml). Nhu vay,
Cyfra 21.1 c6 d6 nhay cao voi NSCLC, NSE c6
d6 nhay cao voi SCLC va TPA thé hién d6 nhay
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tuong duong giita cac loai ung thu phoi.

Ciing trong nghién ctru nay, ching toi con
nhan thay rang, nong do cua Cyfra 21.1 lién he
rat chit ché dén giai doan phat trién ctia bénh
thé hién (Ndng do cang cao thi kha niang di can
da lan rong), phat hién nay cling phu hop véi
mét sd nghién ctru trude d6. Két qua nghién ctru
nay da cho thay Cyfra 21.1 1a mét chi thi hiru
ich ddi voi NSCLC. Néu duoc két hop véi cac
chi thi khac, s€ dem lai hiéu qua 16n trong chan
doan va danh gia diéu tri UTP dang NSCLC.

KET LUAN

Cyfra 21.1 la mot chi thi khdi u mang nhirng
uu dlem noi bat cho UTP dugc dic trung boi sy
XUAt hién cao ¢ bénh nhan ung thu, con ¢ ngudi
binh thuong ton tai voi népg do rat thap. Do
nhay cam déc hi¢u vdi da so cac loai UTP dang
((NSCLC:SCLC =8,6:2,5 ng/ml, p = 0,006).

Vi vay, Cyfra 21.1 xtmg dang duoc coi la mot
chi thi hitu ich trong chan doan va dinh huéng
diéu tri ung thu phoi dang té bao khéng nho.
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CYFRAZ21.1 - SPECIFIC MAKER FOR DINGNOSIS OF LUNG CANCER

Le Dinh Chac', Nguyen Tai Luong?, Le Quang Huan?

WHong Duc University, Thanh Hoa
@|nstitute of Biotechnology, VAST

SUMMARY

Today, there are many modern methods used to diagnose cancer. However, the use of indicator of
antigens to diagnose cancer is one of the new method and has high reliability. In fact, several antigens have
been used for the diagnosis of lung cancer, such as, Carcinoembryonic antigen (CEA), 19cyfra21.1
cytokeratin, neuron specific enolase (NES), and CA125. that showed high efficacy but still face to many
restrictions as the sensitivity of these antigens is not specific to non-small cell lung carcinoma. The use of
Cyfra21.1 antigen is one of the new methods of diagnosis and orientation of lung cancer treatment in Vietnam
that overcomes the limitations mentioned abobe and has high efficiency. Cyfra21.1 structure is a fragment of
cytokeratin 19 (one of an intermediate fiber structure of the cell frame) and deternine antigen of Cyfra 21.1 in
the range from 311 to 368 amino acids of molecular cytokeratin 19. This is a highly specific indicator for lung
cancer, that is indicated by the specific sensitivity to majority of lung cancer (NSCLC: SCLC = 8.6: 2.5
ng/ml, p = 0.006). Therefore, Cyfra 21.1 is considered as a worthy indicator which is useful in the diagnosis
and orientation treatment of non-small cell lung carcinoma.
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