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TOM TAT

Dat van dé: Bénh canh mét bénh nhan mac nhiéu ung thuw nguyén phat da duoc coi la hiém gép, tuy
nhién trong thoi gian gan day cho théy tan suat mac bénh nhiéu ung thw nguyén phat (MPMN) trén mét
bénh nhan ngay cé xu huéng gia tang. Qua 17 truwong hop duoc théng bédo nhdm muc dich rat kinh nghiém
chén doan dé cé hudéng xir ly kip thoi va tét hon trong diéu tri va tién lwong; tao diéu kién trién khai cac
nghién ctru co gia tri hon trong twong lai

Bao cao cdc trwrong hop: Trong 17 trwong hop: 10 nir va 7 nam: 4/17 (23,5%) MPMN cung lac, 13/17
(76,5%) MPMN phét trién sau d6. Hau hét bénh nhén trén 60 tudi,cac ung thw nguyén phat thir 1 thuong
thay & céc vi tri duong tiéu héa: GIST 4/17 (23,5%) dai truc trang 2/17 (11,8%), vu 6/17 (35,3%), phbi 2/117
(11,8 %) va ung thw thir 2 va thir 3 thuong thdy & duong tiéu héa 6/17 (35,3 %), phu khoa 5/17 (29,4%)
vu 2/17 (11,8%) va phéi 3/17 (17,6%), 15/17 (88,2%) truong hop méc ung thw & 2 v tri va 2/17 (11,8 %)
trong hop méc bénh & 3 vij tri.

Két luan: Bénh canh mac nhiéu ung thw trén mét bénh nhan khéng con la hiém gép. Viéc chan doan
bénh cén phai duoc luu y trong thoi gian theo déi bénh.

Ter khéa: Nhiéu ung thu, nguyén phat.

ABSTRACT
A CASE SERIES OF MULTIPLE PRIMARY MALIGNANT NEOPLASMS

Tran Hoa™

Background: The development of improved diagnostic techniques, increased incidence of long term
survival and life expectancy of cancer patients lead to the higher frequency of multiple primary malignant
neoplasms (MPMN). This article aims to report series of cases our observed trend of increasing, in
prevalence of both synchronously and metachronously second and third primary malignancy. Among the
patients have been diagnosed with a cancer and reviewed in the relevant literature.

Case series: Among 17 cases of MPMN that have been reported, 4/17 were synchronous (23.5%) and
13/17 were metachronous (76.5%), out of 17 patients, 10 were femals and 7 were males. The majority
of the cases were over 60 years of age. In this report, the most common types of cancer were GIST
(Stomach, Small intestine): 4/17 (23.5%); Breast: 6/17 (35.3%), Adenocarcinome of lung and colorectal:
2/17 (11.8%) as the first primary and Adenocarcinoma of gastrointestinal tract: 6/17 (35.3%), lung: 2/17
(11.8%), gynecologic tumors: 5/17 (29.4%), Breast: 2/17 (11.8%), lung: 3/17 (17,6%) as the second or the
third primary cancer.Among 17 such patients, 15 and 2 primary malignant lessions occured at 2 sites and
3 sites respectively.
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Conclusion: The incidence of MPMN has not been rare at all. The diagnosis of MPMN should not be
overlooked during follow - up. The doctor - patient relationship remains a critical factor in management. The
clinicians should be aware of cases that cancer patients have metastasis in unusual sites and inconsistent

clinical progression.

Keywords: Multiple malignant neoplasms, primary.

I. PAT VAN PE

Cac yéu t6 nguy co dé& hinh thanh mét tén
thuong ac tinh th hai trd di ludn hoi da trén mot
bénh nhan da va dang dugc chan doan va diéu tri
ung thu nguyén phat [1 - 3]; ti 16 mic nhiéu ung thu
trén mot bénh nhan 1a mot thé 1am sang c6 xu huong
gia ting trong nhiig nim gan day [4 - 6]. Su phat
hién mot ton thuong bat thudng méi trén ciing mot
hé co quan hay cac vi tri khac cung thoi diém hay
sau d6 mot thoi gian so voi ung thu nguyén phat
dugc chan doan ludn tao ra mot nhan dinh chii quan
coi day 1a mot biéu hién thtr phat khong phai 1a mot
t6n thuong nguyén phat doc lap; chan doan thuong
dugc dua ra la tai phat hay di can xa va c6 mot tam
thé tién luong va diéu tri bénh khong dung mirc.

Nhan dinh két qua giai phdu bénh két hop cac
dir liéu 1am sang 1a mot van dé quan trong trong qué
trinh chan doan nhiéu ung thu nguyén phat trén mot
bénh nhan. Cac trudng hop da ung thu duge chan

doéan 1a mot bénh canh dac bict [am gia ting muc
d6 khé khan trong viée didu tri va tién luong dbi
v6i bénh nhan nén can dugc quan tim ding muc.
Trong thoi gian qua, co s¢ ciia chiing t6i da ghi nhan
nhiing truong hop bénh 1y nay, nay xin dugc thong
bao va hdi ctru y van voi muyc dich rat kinh nghiém
cho nhiing tiéu chuan chan doan va dé c6 hudng xur
Iy kip thoi va t6t hon trong diéu tri va tién luong;
tao diéu kién trién khai cac nghién ctru c6 gia tri hon
trong tuong lai.

II. BAO CAO TRUONG HQP

Chung t6i hdi ciru ghi nhan cac dic diém 1am
sang: tudi, gidi, vi tri bi ung thu, thoi diém phat
hién bénh, két qua giai phdu bénh cta 17 trudng hop
duoc ghi nhan tir 2 ung thu tré 1én ¢ khoa Giai phau
bénh va Trung tAm ung budu bénh vién C, Pa Ning
trong 5 nam tir 05/2015 dén 07/2020 (Bang 1).

Bang 1: Cac truong hop bénh nhan c6 nhiéu ung thu nguyén phat

S6 . Thoi dié
° | Tudi | Gisi Vi tri 1 Vi tri 2 Vi tri 3 oL aem
TT phat hién
Ung thu biéu mé
1 | 65 | N |GISTruotnon A8 T DIGH TS Cing lic
tuyén dai tryc trang
Ung thu biéu mé
2 | 68 | Nir |GISTdaday 1 T b mo Ciing liic
tuyén da day
Ung thu biéu mé
3 | 55 | Nam | GIST daday 18 tu bicu mo Cing lic
tuyén da day
Ung thu biéu m va
4 62 Nam | GIST rudt non ne u 1eumo vay Cung lac
thuc quan
Ung thu biéu md S . | Ung thu bié
5 75 Nam n% u. el m(? Ung thu tién liét tuyén 1}g IAI 1eux. Sau d6
tuyén dai tryc trang mo tuyén phoi
6 60 Nit Un% thu .biéu m(”? Un% thuA Piéu mf”) Sau d6
tuyén dai tryc trang tuyen nQ1 mac tu cung
Ung thu biéu md
7 72 N n% u fen mo Lymphoma Sau do
tuyen vu
g 58 Nit UngA thu’ biéu mé Un% thu ‘t’)iéu mo Sau dé
tuyén vl tuyén nudc bot
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9 60 Nit Un% thui biéu mo U‘ng thur bjél} mo té Sau dé
tuyén va bao vay cb tu cung
10 59 Nit angv thu té bao vay Un% thu’ biéu mo Sau dé
cO tu cung tuyen vu
1 6 Nit Un% '[hui biéu mo Un% thu biél{ mo Sau d6
tuyen vu tuyen tryc trang
Ung thu biéu md :
12 63 N n% , fen mo Ung thu va doi bén Sau do
tuyeén vu
13 65 Nam | Ung thu phoi Ung thu phéi d6i bén Sau do
14 71 Nam Un% thu IR).iéu ‘mé ) UIAlg tl}u biéu m§ @Gng Cing litc
tuyén phdi thuy trén | biét hoa thuy dudi
15 43 N U hat 4c tinh & mat Lymphoma dai trang Sau do
= 2 Ung thu biéu Sau do.
Ung thu biéu mo Ung thu biéu md .
16 | 56 | Ni | lgrbedmo £8 T DICH 10 mo tuyén ndi | Vitri2va
tuyén v buong trung ; . ,
mac tur cung 3 cung lac
Ung thu té bao va
17 | 81 | Ng | L BUTEPOVAY T GIST da day Sau d6
cO tu cung

III. BAN LUAN

3.1. Dich té hoc

MPMN trén mdt bénh nhan duogc dinh nghia la
c¢6 hon 1 ung thu xay ra ddng thoi (synchronous) hay
sau d6 (metachronous) trén ciing mot ca thé bénh
[1]. Céc tiéu chuan diu tién d3 duoc Warren dua ra
[7]: (1) Ton thuong ac tinh da dwoc chan doan mo
bénh hoc xac dinh cho cé hai vi tri. (2) Khoang cach
it nhat 2 cm, niém mac binh thuong gitra cac khéi u.
Néu khdi u c¢6 cung vi tri thi ching phai ¢6 khoang
thoi gian cach nhau tdi thiéu 5 nam. (3) Kha nang di
can bat budc phai loai trtr.

Theo Andrea nhan dinh, cac khdi u c6 mot su
khéc biét 13 vé md bénh hoc trén cung mot bénh
nhan 1a mot chan doan khong can phai ban cii; khbi
u c6 cing cau trac md hoc twong ty phat hién trén
cac co quan khac nhau thi 4p dung tiéu chuin cia
Warren va Gates dua ra. Van dé ban cai ¢ day 1a cac
t6n thuong c6 ciing ciu triic md hoc twong tuw nhau
déu xuét phat trén cing mot co quan. Trong nhiing
truong hop nay, chan doan MPMN con nhiéu tranh
cdi vi sy khac biét gilra cac dang khac biét gitra cac
dang t& bao biéu mo khong du dé két luan vi no
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c6 thé xudt phat tir mot té bao gbc chung. Pay la
mét diéu khong thuong gap dé tim ra su khac biét
vé& hinh thai trén ciing mot khdi u. Tuy nhién, theo
Moertel cac ton thuong tan sinh dugc phéan cach bai
cdc mo binh thudng khong thAm nhiém dugc coi 1a
cac ung thu khac nhau [3].

Dinh nghia MPMN va nhitng hiéu biét vé no
thay d6i theo thoi gian va c6 thé co mot su khéc biét
gitta nghién ctru nay véi nghién ctru khac, c6 hai co
s¢ dir lieu duogc ap dung dé dinh nghia MPMN la
SEER va IACR/IARC. Déi v6i SEER dit liéu duoc
dua vao dé xac dinh MPMN 1a tinh chét md hoc, vi
tri, phia nao (laterality) va thoi gian tir chdn doan
ban dau dén khi x4c dinh nhiéu ung thu nguyén phat
va coi nhu cac khéi u don 1¢ & phan khac cia ciing
mot co quan (nhu dai trang) 1a nhiéu vi tri. Trong
khi d6, trong khi dé qui tic cia IACR/IARC thi co
chon loc hon duy nhéat mot khéi u ghi nhan cho mot
co quan, khong cin phuy thudc vao thoi gian trir khi
c6 mot su khac biét vé mo hoc [8].

Ti 16 MPMN c6 mot su thay dbi giira cac nghién
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ctru duoc cong b, & Singapore va Nhat ban: 0,5%
va 3,8% trén tong s6 bénh nhan ung thu [9, 10].Qua
khao sat 14 bao cao ghi nhan trén 1.104269 bénh
nhan ung thu cho thay ty 1¢ nay tir 0,3% dén 11,7%
[1, 11]. Trong khi d6 két qua tir kham nghiém tir thi
bénh nhan ung thu ti 1€ nay dao dong tr 3,7% dén
9,2% [3]. S6 liéu duoc tich hop tir IARC/IACR va
SEER cho thiy ti 16 MPMN trong quan thé bénh
nhanung thu thay doi trong khoang tir 2,4% dén 8%
va 1én dén 17,2% trong 20 nam theo di [1].

Mot luu ¥ duge cac tac gia nhdn manh ty 18 nay
gia ting mot cach c6 y nghia theo thoi gian vé sau tir
3% vao nam 1962 tang 1én 8% vao nam 1991 [12].
Trong vong 10 nam tir 2,08% nam 1990 ting dén
3,7 % vao nim 2010 [1]. Sy thay dbi nay duoc cho
1a do sy tién bo trong chan doan va diéu tri,thoi gian
song thém kéo dai di tao diéu kién cho mot ung thu
nguyén phat thir 2 ¢6 didu kién phat trién.

Theo R, Grundmann, trong 7 nam tu 2005 - 2012
ty 1€ u ac tinh nguyén phat thir 2 dugc ghi nhén trong
thoi gian séng thém ctia bénh nhan ung thutir 6,6%
dén 9% [13]. Schoenberg cho rang bénh nhan ung
thu c6 nguy co tién trién mot ton thwong ac tinh méi
gap 1,29 lan so véi ngudi khong c6 chan doan [14].

O Bénh vién C Da ning voi 17/658 trudng hop
chiém ty 18 # 2,6%. Ty 1é chua that sy phan anh
dung tan suit mac bénh nhung cho thy nim trong
khoang dao dong ciia cic tac gia khac; cho thay rang
MPMN khéng con 13 mot bénh canh hiém gip trén
bénh nhan ung thu da va dang dugc chan doan va
diéu tri. Do vy can duoc xem xét mot cach thiu
dao dé co hudng xir tri va tién lugng phu hop trong
viéc quan ly bénh nhan.

Pa s6 cac nghién ctru va trong thong bao nay
chung t6i ciing déu ldy mdc 14 6 thang dé phan chia
thoi diém phat hién bénh cing lac (synchronous)
va sau do (metachronous). Ti 1€ nay dugc ghi nhan
thay doi tly theo cac tac gia, nhin chung tinh trang
bénh cung luc dugc xac dinh it gap hon so voi sau
do voi ty 1€ 19,5% - 34,9% so vai 80,5% va 66 -
65,1% [1] [2, 14, 21].

Tuy nhién, ddi véi duong ti€u hoa, niéu sinh duc,
tinh trang MPMN cuing ltc lai dugc ghi nhan nhiéu
hon so voi sau do; qua 1756 bénh nhan ung thu dai
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trang c6 dén 3,4% bénh nhan c6 2 ung thu cing
lac so voi 0,02% ¢ thoi diém sau d6 [15]. Trong
22 truong hop MPMN trén bénh nhan GIST c¢6 18
bénh nhan cung luc so voi 4 bénh nhan sau do (theo
tiéu chi mdc 2 thang), néu xét theo mée 6 thang 1én
dén 21 bénh nhan cung ltc so voi 1 bénh nhan sau
do [16].

Nhirng ghi nhan nay twong ty v&i su thé hién &
bénh nhan chung t6i: trinh trang bénh cung luc it
hon sau dé, tuy nhién chua thé khang dinh chinh xéac
dugc vi s6 lugng qua it, 7/658 so v6i 10/658 bénh
nhén, con ddi GIST thi nguoc lai. Trén nhiing bénh
nhan GIST can xem xét va danh gia ky dé loai trir co
1 truong hop ung thu thir 2 phét trién tai thoi diém
chén doan bénh.

Khi khao sat trén nhitng bénh nhan ung thu 16n
tudi, Doda da ghi nhan ¢ nhitng bénh nhan trén 62
tudi cho thay: 69% 2 ung thur phét trién trong cting 1
nam, 17,2% phat trién sau 1 nam va 3,8% phat trién
sau 2 nam [17]. Cac nghién ctru trén bénh nhan chau
A cho thiy khoang thoi gian giita 2 1an chan doan 1a
tir 0 dén 20 nam, trung binh 1a 20 thang dén 3 nim
[5, 18]; 62% truong hop MPMN it hon 3 nam [19].

3.2. S6 ung thu nguyén phat biéu hién trén
mot bénh nhan

Hau hét cac nghién ctiru vé MPMN déu ghi nhan
c6 loai ung thu nguyén phat thé hién trén mot bénh
nhan. Sy c6 mét 3 ung thu tr¢ [én chi 1a nhitng thong
bao lam sang va theo tai li¢u chung toi tiép can duoc,
& thoi diém hién tai, 5 ung thu trén mot bénh nhan
da duoc thong bao [20]. Ty 1€ 3 ung thu trén mot
bénh nhan chiém tir 0,5 dén 0,9%; 4 hodc 5 ung thu
trén mot bénh nhan chiém duéi 0,1% trong quan thé
bénh nhan ung thu [17, 20] va thoi gian chan doan
gitta ung thu thu 2 va tht 3 trung binh 1a 8 thang.
Trong 2 bénh nhan c6 3 ung thu ma chung t6i ghi
nhan duoc tién trién trong vong 2 nam, mot bénh
nhan phat hién tuan t ung thu tuyén tién liét rdi ung
thu dai trang va ung thu phdi, mot bénh nhan ung
thu v sau d6 cung luc phat hién ung thu ndi mac tir
cung va ung thur budng trimg.

Nguy co ung thu thir 2 phat trién con tiy thudc
vao vi tri khac nhau ctia ung thu du tién duoc chan
don, thap nhat 1 ung thu gan: 1% cao nhét 1a ung
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thu bang quang: 16% [1]. Trong quan thé bénh
nhan bi ung thu, ty 1¢ méc bénh ¢ su khac nhau
gitra cac tac gia: Theo Puneet, & bénh nhan ung thu
dau cb ty 1& nay 1a 34,15 %; phu khoa 21,95 %; vii
17,07%, phdi 4,9%; thuc quan 7,3% [7]. Wanatabe
ghi nhan: thuc quan 8,4%, thanh quan 8,2%; bang
quang 7,9%; dai trang 7%; vom 5,5% [10]. Trong
mot nghién ctru khac, véi 76 bénh nhan MPMN,
Engin K da cho thiy ung thu thanh quan la mot
trong cac loai ung thu thuong giap nhat & bénh nhan
MPMN: 46% riéng v6i nam gidi chiém dén 61,2%,
tiép d6 1a ung thu phoi 39,5% & bénh nhan MPMN
va 55,1% & nam giéi; O nir thi ung thu va chiém
dén 63% [19]. 50 - 66% bénh nhan ung thu dau co
phat trién thém 1 ung thu thir 2 [7, 21, 22]. Nguy co
phat trién MPMN cua ung thu té bao vay viing dau
¢d tir 2 - 6% trong mdi nam theo dbi [22]. 15 nam
sau chan doan diu tién, & nhitng bénh nhan co khoi
u voi tién lugng khong thuan lgi nhu tuy, da day ty
1¢ phat trién mot ung thu thi 2 it hon 5% trong khi
d6 ddi voi ung thu dai trang, tuyén giap ty 16 nay la
15% [13].

Céc nghién ciru déu ddng thuén, trong truong
hop nghi ngd mdt ung thu nguyén phat thtr 2 phat
sinh, danh gia giai phiu bénh can phai duoc dit ra
néu bénh nhan duoc xem xét diéu tri. V6i su tién
bo cta chan doan hinh anh va ky thuat sinh thiét
dudi huéng dan ciia chan doan hinh anh hau hét cac
truong hop o6 thé 1y da mau mé dé co duge mot
chan doan thich hop vé mo bénh hoc.

Diéu quan trong, két qua mo bénh hoc lan dau
tién luon ludn hitu ich dé so sanh, dic biét trong
truong hop ung thu khong biét hoa, cac nha 1am
sang phai thong bao cho nhitng nha giai phau bénh
vé chan doan that su cua ung thu thu nhét dé thuan
lgi cho viéc danh gia. Trong truong hop moi duoc
chan doan ¢ nhirng bénh nhan c6 ton thwong nhiéu
vi tri, sinh thiét nhiéu 14n can duoc xem xét [1, 11].

O Viét Nam, nhiéu tién bod trong chan doan
va diéu tri duoc ap dung c6 hiéu qua. Pa ung thu
nguyén phat trén mot bénh nhan c¢o 1€ da tré thanh
mot vin dé cAn quan tdm va can co nhing nghién
ctru sau rong hon vé moi mit.

IV. KET LUAN

Qua 5 nam, tir thang 6/2015 dén 7/2020, trong
qua trinh trién khai diéu tri, Bénh vién C Pa n(flng
da ghi nhan 17 truong hop bénh nhan mic tir 2 ung
thu nguyén phat trd 1€n, da dugc xac dinh vé mit md
bénh hoc, hoi du cac ti€u chi ciia y van. Qua thong
béo va hdi clru y vin, chung t6i nhan thiy: Bénh canh
nhiéu ung thu nguyén phét trén mot bénh nhan tan
suit méc bénh tam ghi nhan la tr 2,6% trong qué‘ln
thé bénh nhan ung thu duoc diéu tri tai bénh vién C
Da ning va khong thé xem la nhimg truong hop hiém
gap nita. Thoi diém phat hién bénh cung luc v6i ung
thu thu nhat it gdp hon thoi diém phét hién sau do.
R4t can thiét phai c6 mot nghién ctru sau rong vé van
dé da ung thu trén mdt bénh nhan ¢ pham vi ca nude
dé c6 dwoc mot danh gia chinh xac vé& moi mat trong
chan doan va diéu tri bénh nhan nay.
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