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TOM TAT

Muc tiéu: Khéo sét gia tri chdn doén va tién luong cia CYFRA 21 - 1 va CEA trong
ung thuw phéi khong té bao nhé (UTPKTBN) giai doan | - Il A.

Déi twong va phwong phédp: Hbi ciru cac trirong hop UTPKTBN diéu tri phau
thuat tai Khoa Ngoai 2, Bénh vién Ung Buwéu TP.HCM trong hai ndm 2018 - 2019.

Két qua: Luong CYFRA 21 - 1 truéc mé ¢b tuong quan véi giai doan bénh (p =
0,011), nhung khéng co gia tri cao trong dw doan giai doan UTPKTBN. Lwong CEA
trivéc mé khéng cé tuong quan véi giai doan bénh va ciing khong cé gia tri cao trong
duw doén giai doan UTPKTBN. Két hop luong CYFRA 21 - 1 va CEA triéc mé cao cé
gia tri du doén loai gidi phdu bénh ctia UTPKTBN la carciném tuyén.

Két luan: Luong CYFRA 21 - 1 va CEA truéc mé khéng cé gié tri cao trong du
doan giai doan UTPKTBN. Két hop CYFRA 21 - 1 va CEA truéc mé cé gia tri dw doén
loai gidi phdu bénh la carciném tuyén trong céc trirong hop khéng thé cé két qua sinh
thiét trieoc khi diéu tri.

Twr khéa: Ung thw phéi khéng té bao nhd, CYFRA 21 - 1, CEA, gia tri chan doén,
gia tri tién lwong.

ABSTRACT
DIAGNOSTIC AND PREDICTIVE VALUES OF CYFRA 21 - 1 AND CEA IN
PATIENTS WITH NON - SMALL CELL LUNG CANCER

Hoang Huu!, Pham Hung Cuong?*

Purpose: To evaluate the diagnostic and predictive values of high preoperative
CYFRA 21 - 1 and CEA serum levels in patients with stage | - Il A non - small cell lung
cancer (NSCLC).

Methods: Medical records of patients with NSCL Coperated in two years
2018 - 2019 at Surgery Department No 2, HCMC Oncology Hospital were studied
retrospectively.

Results: Preoperative CYFRA 21 - 1 serum levels correlated well wih the disease
stage (p = 0,011), but high preoperative CYFRA 21 - 1 serum level (> 3.3 ng/mL)
may not predict well the patients with NSCLC being in advanced clinical stages.
Preoperative CEA serum levelswere not good indicators to predict the disease stage.
Combination of high preoperative CYFRA 21 - 1 (> 3.3 ng/mL) and CEA (> 5ng/mL)
serum levelsin patients with suspected NSCLC may suggest that the histologic result
of their tumors was adenocarcinoma.
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Conclusion: Preoperative CYFRA 21 - 1 and CEA serum levels were not good

indicators to predict the disease stage. Combination of high preoperative CYFRA 21 -

1 (> 3.3 ng/mL) and CEA (> 5ng/mL) serum levelsin patients with suspected NSCLC

may suggest that the histologic result of their tumors was adenocarcinoma.

Keywords: Non - small cell lung cancer, CYFRA 21 - 1, CEA, diagnostic value,

predictive value.

|. PAT VAN PE

Theo Globocan nim 2020, ung thu (UT) phdi
la UT thuong gap hang thur hai tai Viét Nam véi
26.262 ca moi [1]. Theo két qua ghi nhan UT quan
thé tai TPHCM nam 2016, UT phai 1a UT thudng
gip dimg hang ddu & nam va thir ndm & nit v6i xuat
d6 chuan theo tudi lan luot 14 35,1 va 11,6/100.000
dan [2].

Céc déu an UT la cac chat hién dién trong mau
va cac dich trong co thé, do cé4c té bao UT hodc
c4c té bao binh thuong phan tng lai cac té bao UT
san xuét ra. Phat hién cac chat nay voi nong do cao
trong méau c6 thé gitp tam soat, chin doan; nhung
chu yéu la gitp tién luong, theo di diéu tri hoac tai
phéat sau mo cac bénh nhan UT. Cho dén nam 2003,
trong mot bai tong quan vé céc du 4n UT danh cho
céc bac si gia dinh tai Hoa Ky [3], khong c6 diu an
UT nao thyc su ¢6 gia tri trong UT phoi. C4c nghién
ctru 1am sang sau d6 [4, 5, 6, 7] cho thay cac ddu an
UT nhu: CYFRA 21 - 1, CEA, SCC, NSE, ProGRP,
CA125,CA15.3, ... c6 thé c6 gia tri trong UT phdi.

Cac nghién ctru vé céc gié tri cua cac déu an UT
trong UT phdi tai Viét Nam con it. Chiing t6i thyuc hién
cong trinh ndy nham muc tiéu khao sat gia tri chan doan
vatién luong cia CYFRA 21 - 1 va CEA trong ung thu
phodi khéng té bao nho giai doan I - 111 A,

I1. POI TUQNG VA PHUONG PHAP NGHIEN
cuu
2.1. Pdi twong nghién ciru

Céc bénh nhan ung thu phdi khong té bao nho
(UTPKTBN) giai doan I - IIT A diéu tri phiu thuat
tai Khoa Ngoai 2, Bénh vién Ung Buéu TP.HCM
trong hai nam 2018 - 2019.

2.2. Phwong phap nghién ciru

Hbictru cit ngang, theo ddi bénh nhan dua vao
hd so bénh an.

Céc bién sd chinh: Giai doan bénh: Giai doan
bénh duoc xac dinh theo hé théng xép giai doan
TNM cua AJCC phién ban 8, nam 2017 [8]. Loai
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giai phau bénh: UT phdi t& bao nho; UT phdi khong
té bao nho (Carciném té bao vay; Carcindm tuyén;
Carcindm té bao 16n) [9].

Do nhay, d6 dic hidu va ti s6 kha nang chan doan
duong cuia chan doan: Voi bang 2 x 2 so sanh két
qua chan doan va tinh trang bénh la:

Bénh (+) | Bénh () f(‘)’l'l‘gg
Chén doan (+) a b a+b
Chan doén (-) c d c+d
Téng cong atc b+d N

thi: Do nhay cta chan doéan = a/(a + ¢); Bo dac
hiéu = d/(b + d); Ti s6 kha nang chan doan duong
(positive likelihood ratio) = DB nhay / (1 - B9 dac
hiéu) = a(b + d)/b(a + ¢).

S6 liéu duge ghi nhan vao bang thu thap sb liéu.
Nhap va xir ly s6 liéu bang phan mém SPSS 24.0 for
Windows va Minitab 16. Gia tri p < 0,05 duoc chon
1a ¢6 ¥ nghia thong ké, v6i d6 tin cay 95%.

I1l. KET QUA

Trong hai nam 2018 - 2019 da c6 62 bénh nhan
UTPKTBN duoc diéu tri ph?lu thuat tai Khoa Ngoai
2, Bénh vién Ung Buéu TP.HCM.

Pic diémcua cac bénh nhan trong nghién ciru
nay duogc trinh bay trong Bang 1.

Bing 1: Cac dic diém Iam sang va giai phau bénh.

Pic diém n | %
Tubi 60,8 + 7,8 (32 - 80) tudi
Gisi Nam 34 | 55
101 Nit 28 | 45
Phéi phai
Thay trén 26 | 42
Thuy gitra 3 5
Vi tri budu Thiy dudi 16 | 26
Phoi trai
Thay trén 10 | 16
Thiy duéi 7 |11
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Pic diém l n l % Pai da sd cac bénh nhan > 50 tudi (90%), ti )
Kich thuge T nam/nit 12 1,2. Budu nguyén phéat thuong 6 thiy trén
buéu  381+149(13-80) mm hon (58%). Pa sé budu c6 kich thuée > 3cm (65%).
. Cat thuy 58 | 93 | it thuy phdi 1a phiu thuét thudng duge thyc hién
Phiu thuat | Citphdi 1| 2 ) o - IRy
C4t hinh chém 3 5 (93%). I’Joal giai phau’benh carcindm tuyén chiém
Giai phau Carcindm tuyén 55 | 89 dai da s0 (89%). Pa s6 budu c6 grad moé hoc 2 - 3
bénh Carcindbmtébaovay | 7 | 11 | (79%). Giai doan bénh sau mo (pTNM) da s6 la giai
coans | £ S5 “uihm0 s
Giai doan | 20 32 I‘f)l’lg uyex ‘an -H{O'C mO}( va K€ q}la gl‘al phau
bénh saumé | 1l 26 | 42 bénh sau mo la carcindm tuyén dugc trinh bay trong
(pPTNM) A 16 | 26 cac Bang 2 va 3.
Bang 2: Lién quan giita luong CEA trudc md va két qua giai phiu bénh 1a carcindm tuyén.
Carcindm tuyén | UTPKTBN khac Tong cong p
CEA > 5ng/mL 23 (41,8%) 1 24
CEA < 5ng/mL 32 6 (85,7%) 38 0,232
Tong cong 55 7 62

Bang 3: Lién quan gitra luong CYFRA 21 - 1 va CEA trudc mo va két qua giai phau bénh 1a carcindm tuyén.

Carcindm UTPKTBN Téne con
tuyén khac gcong
CEA > 5ng/mL 13 (23,6%) 13
CYFRA 21 -1>3,3ng/mL
CEA < 5ng/mL 20 3 13
CEA > 5ng/mL 10 1 11
CYFRA 21 -1<3,3ng/mL
22 3 25
Téng cong 55 7 62

Luong CEA trong huyét thanh truéec mé khong gilp huéng dén chin doan loai giai phdu bénh cua budu
1a carcindm tuyén (p > 0,05). Tuy nhién, néu dung ca hai tiéu chudn CYFRA 21 - 1 cao (> 3,3ng/mL) va
CEA cao (> Sng/mL) dé chan doan loai giai phau bénh ctia budu 1a carcindm tuyén thi chan doan c6 do
nhayla 23,6% va d¢ dac hi¢u la 100%.

Lién quan giita lwong CYFRA 21 - 1 va CEA trong huyét thanh truée md va giai doan bénh (pTNM)

duogc trinh bay trong

cac Bang 4 va 5.

Bang 4: Lién quan giita lugng CYFRA 21 - 1 trudc md va giai doan bénh.

Giai doan | | Giai doan 11 Gizllil S&)‘a‘n Tong cong p
CYFRA 21 -1 <3,3ng/mL 17 (85%) 11 8 36
CYFRA 21 -1 >3,3ng/mL 3 15 (57,7%) 8 (50%) 26 0,011
Téng cong 20 26 16 62
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Bang 5: Lién quan giita lugng CEA trudc mo va giai doan bénh (chi cac budu 1a carciném tuyén).

Giai doan | | Giai doan Il Gi?il S&)“"n Téng cong p
CEA< S5ng/mL 15 (75%) 10 7 32
CEA > 5ng/mL 5 12 (54,5%) | 6 (46,2%) 23 0,143
Tong cong 20 22 13 55

Luong CYFRA 21 - 1 trong huyét thanh trudc mé cao (> 3,3 ng/mL) thudng tuong tng véi giai doan
bénh mudn (II hogc IIIA) (p = 0,011). Nhung khong ghi nhan méi lién quan giita lugng CEA trong huyét
thanh truéc mé va giai doan bénh ciia cac bénh nhan UTPKTBN loai carcindm tuyén (p > 0,05).

IV.BAN LUAN
4.1. Cac dau 4n UT trong UT phoi

CYFRA 21 - 1 la m¢t manh cia cytokeratin
(Cytokeratin - 19 Fragment), c6 ngudn gdc tir cac té
bao biéu mo. Cytokeratin - 19 dwgc nhan dién nho
hai khang thé don dong KS19 - 1 va BM19 - 21 nhim
vao hai vi tri 1 va 21 trén manh cytokeratin - 19, do
vay dau an UT nay c6 tén l1a CYFRA 21- 1 [10].

CYFRA 21 - 1 thuong tang cao trong UTPKTBN
[5, 6].

CEA (CarcinoEmbryonic Antigen) la mot
glycoprotein cao phan tir thudc vé nhém cac phan
tor immunoglobulin. CEA dugc cho 1a c6 vai tro
trong mot s6 qua trinh sinh hoc nhu: két dinh té bao,
mién dich va chét té bao theo lap trinh [11].

Theo Duffy M.J. [12], c4u tric cia CEA tuong tur
nhu cac chit ICAM - 1 va ICAM - 2 1a céc chit c6
tac dung gy két dinh té bao.

Theo Ordonez C. [13], CEA c6 tac dung trc ché
hién tugng té bao chét theo 1ap trinh, khién cho té
bao ung thu c6 thé séng sot khi da tach roi khoi 16p
nén noi nguyén phat, di chuyén theo duong mau dén
cac co quan khac.

Noi chung, cac chiic nang cua khang nguyén
CEA déu tao diéu kién thuan loi dé di can xa dé
Xy ra.

CEA thuong tang cao trong UTPKTBN loai
caciném tuyén [5, 6].

Céc dau 4n UT khac ciing thuong ding trong
UT phdi la: CA 125, CA 15.3, SCC (Squamous
Cell Carcinoma - associated antigen), NSE (Neuron
- Specific - Enolase), ProGRP (Pro - Gastrin -
Releasing Peptide), ... [5, 6].

4.2. Ngwong bénh ly cia CYFRA 21 - 1 va CEA

CYFRA21 - 1: Gia tri cia CYFRA 21 - 1 trong
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huyét thanh duogc xac dinh 1a cao thay ddi tiry theo
cac cong trinh. Ngudng nay c6 thé 1a 3,5 ng/mL
[10], nhung dai da s6 12 3,3 ng/mL [5, 6, 14].

CEA: Theo Perkins G.L. [3], gid tri binh thuong
ctia CEAla < 2,5 ng/mL & nguoi khong hat thude va
< 5 ng/mL & ngudi hut thude. CEA ¢6 thé ting khi
c6 mdt s6 bénh Iy nhu viém duong rudt, viém tuy,
suy giap, tic nghén dudng mat va xo gan; tuy nhién
hiém khi > 10 ng/mL.

Gid tri cua CEA trong huyét thanh dugc xé4c dinh
la cao thay doi tlly theo céc cong trinh. Ngudng nay
c6 thé 1a 3,2 ng/mL [7], nhung dai da s6 12 5 ng/mL
[5, 6, 14]. Theo Watine J. [15], cac ngudng bénh ly
cua CEA khéc nhau trong céc cong trinh 1a do dung
cac phuong phap chuin bj va phan tich mau huyét
thanh khong gidng nhau.

Trong nghién cru nay, chiing t6i dung ngudng
bénh ly cia CYFRA 21 - 1 14 3,3ng/mL va ctia CEA
la5ng/mL.

4.3. Gia tri chin do4n ciia cic ddu 4n UT trong
UTPKTBN

Theo Molina R. [6], khao sat 3.144 bénh nhan
¢6 chan doan nghi ngd UT phoi, khi ding phi hop
6 dau 4n UT (CYFRA 21 - 1, CEA, CA 15.3, SCC,
NSE va Pro GRP) dé chan doan UT phi:

Véi > 1 trong cac dau an UT bat thuong, c6
thé chan doan bénh nhan bi UT phdi véi d6 nhay 1a
88,5% va d¢ dac hi¢u 1a 82%.

So sanh giita hai md hinh chan doan UT phoi:
(1) kich thudc budu phdi 16n, tudi cao, co tién sur
hat thude va (2) kich thudce budu phdi 16n, tudi cao,
¢6 tién st hat thude, > 1 trong cac diu 4n UT bt
thuong. Két qua ghi nhan: mé hinh (2) c6 dién tich
dudi duong cong ROC cao hon mé hinh (1); 0,93
(0,91 - 0,91) so v¢i 0,85 (0,83 - 0,88) p < 0,001.
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Vi NSE hoidc Pro GRP cao, ¢6 thé chan doan
bénh nhan bi UT phdi té bao nho véi do nhay la
96,6% va do dac hiéu la 82%.

Theo Liu [5], khao sat 2.097 bénh nhan c¢6 chan
doan nghi ngd UT phoi, khi dung phdi hop 6 dau an
UT (CYFRA 21 - 1, CEA, CA 125, SCC, NSE va
ProGRP) dé chan doan UT phoi:

Vi cac tiéu chi: SCC < 2 ng/mL, Pro GRP < 100
pg/mL, CEA > 5 ng/mL; c¢6 thé chin doan loai giai
phau bénh 1a carcinom tuyén v&i d6 nhay va d6 dac
hiéu 1an luot 1a 68% va 71%.

Vi cac tiéu chi: CA 125 <100 U/mL, CYFRA
21 - 1> 3,3 ng/mL; c6 thé chan doan loai giai phau
bénh 1a carcindm té bao vay véi do nhay va do dac
hi¢u 1an lugt 1a 82% va 66%.

Theo Grunney M. [4], CEA huyét thanh khong
c6 gia tri chan doan trong UTPKTBN.

Trong nghién ctru nay, chdng tdi ghi nhan lugng
CEA trong huyét thanh trudc md khdng gidp huéng
dén chan doan loai giai phau bénh cua budu la
carcindm tuyén (p > 0,05).

Dya vao Béng 2 ta co thé tinh dugc kha ning
chan doan loai giai phiu bénh 1a carcindm tuyén
dua vao lugng CEA trudc md cao c6 do nhay la
41,8%; d6 dac hiéu 1a 85,7% va ti s6 kha ning chan
doan duong la 2,9. Mot xét nghiém y hoc c6 gia
tri chan doan cao can phai co ti sb kha ning chan
doan > 10, do vay luong CEA truéc mo khong co
gia tri cao trong du doan loai giai phau bénh cua
UTPKTBN la carcindm tuyén.

Néu dung ca hai tiéu chudn CYFRA 21 - 1 cao (>
3,3 ng/mL) va CEA cao (> 5 ng/mL) dé chan doan
loai giai phau bénh ctia budu 1a carcindm tuyén thi
chén doan c6 do nhayla 23,6%, do dac hiéu 12 100%
va ti s6 kha nang chan doan duong 1a 236.

Diéu tri cac bénh nhan UTPKTBN giai doan IV
chi yéu 1a hoa tri, phac d6 hoa tri danh cho carciném
té bao vay s& khac v6i carcindm tuyén va carcindm
té bao 16n [9, 16]. Do vay can phai x4c dinh loai giai
phiu bénh trudc khi hoa tri. Bé c6 két qua giai phau
bénh can phai sinh thiét qua ndi soi phé quan, sinh
thiét xuyén thanh nguc dudi huéng dan cia siéu
am hodc CT nguc, mo sinh thiét, ... Mot s it bénh
nhan UTPKTBN giai doan IV ¢6 thé van khong co
dugc chan doan gidi phiu bénh chinh xéac trudc khi
diéu trj. Cac bénh nhan hiém nay cd thé dira vao kha
niang du doan loai giai phau bénh ctia c4c dau an UT
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dé chon lya phéac d6 hoéa trj phu hop.
4.4. Gié tri tién lwong ciia cac dau an UT trong
UTPKTBN

Theo Molina R. [6], khi dung phdi hop 6 ddu an
UT dé chan doan UT phdi: Trung vi ctia cac dau 4n
UT trong huyét thanh ting khi giai doan bénh ctia
UT phdi tang, ca UTPTBN va UTPKTBN. Ti 1¢ cac
bénh nhan UTPKTBN c6 > 1 trong cac ddu an UT
bat thuong (CYFRA 21 - 1, CEA, CA 15.3 va SCC)
tang khi giai doan bénh tang. Lan lugt |2 66,2% giai
doan I; 78,6% giai doan II; 90% giai doan III va
94,3% giai doan IV.

Theo Grunney M. [7], CEA huyét thanh gitip
tién lugng nguy co tai phat hodc tir vong trong
UTPKTBN.

Trong nghién ctru nay, chang t6i ghi nhan luong
CYFRA 21 - 1 trong huyét thanh truéc mé cao (>
3,3 ng/mL) thuong tuong ung vdi giai doan bénh
muon (II hoac IIA) (p = 0,011). Nhung khong ghi
nhan mdi lién quan giita lugng CEA trong huyét
thanh trude md va giai doan bénh cua cac bénh nhan
UTPKTBN loai carciném tuyén (p > 0,05).

Dua vao Béng 4 ta c6 thé tinh duoc kha ning
chan doan bénh giai doan II hoac III A dua vao
luong CYFRA 21 - 1 trudc md cao c6 do nhay la
54,8% (23/42); d6 dic hiéu 1a 85% va ti sd kha
nang chan doan 1a 1,9. Do viy luong CEA trudc
mé khdng cd gia trj trong chan doan giai doan bénh
mudn (I hoac 1T A).

Gia tri chan doan va tién lugng cua cac dau an
UT, trong d6 c6 CYFRA 21 - 1va CEA, khong cao
nén cac Hudng dan 1am sang diéu tri UTPKTBN uy
tin nhu ESMO [16], NCCN [17] déu khong khuyén
40 xét nghiém cac dau 4an UT trude khi diéu tri.
V.KET LUAN

LuongCYFRA 21 - 1 va CEA truéc md khong
c6 gia tri trong dy doan giai doan bénh UTPKTBN.
Két hop CYFRA 21 - 1 va CEA trude md c6 gia tri
du doan loai giai phdu bénh Ia carcindm tuyén trong
cac truong hop khong thé c6 két qua sinh thiét trude
khi diéu tri.
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