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UNG THU PHOI BIEU MO TUYEN THE LEPIDIC LAN TOA -
TONG QUAN TAI LIEU VA BAO CAO CA BENH

TOM TAT

Phan loai m6 bénh hoc cap nhat 2021 cta WHO,
ung thu ph0| biéu mo tuyen (UTBMT) dugc ch|a
thanh cac th&: UTBMT xam lan t8i thiéu (Mlnlmally
Invasive Adenocarcinoma-MIA); UTBMT khong tiét
nhay xam 13n (Invasive Non—Mucinous
Adenocarcinoma-INMA); UTBMT- nhday xam lan
(Invasive Mucinous Adenocarcinoma -IMA); UTBMT
dang keo (Coiloide Adenocarcinoma-CA); UTBMT-thai
(Fetal Adenocarcinoma—FA) va UTBMT—ruot (Enteric
Adenocarcinoma — EA). UTBMT xam lan toi thleu
(MIA) thudng c6 cac thanh phan ddc trung chu yéu
chiém uu thé, trong dé cd thé Lepidic (Lepidic
Predominant Adenocarcmoma — LPA) va tuyén nang
(Acinar Predominant Adenocarcinoma - APA) VGi
nhitng mirc dd &c tinh & béc thdp khac nhau. MIA thé
Lepidic thu’dng thé& hién trén phim CT nguc bdng nét
kinh m& (Ground Glassis Opacity - GGO) ho&c nhu’ng
not ban dac (Part Solid - PS) dién khu trd hep Thé
nay néu phat hién dugc va dleu tri dac hiéu tién lugng
thudng tot, ty lé kh0| h&n va séng thém 5 ndm rat
cao. Chung t6i bdo cdo 1 trudng hgp MIA Lepidic kha
dac b|et khac vai thong terdng véi tén thuang lan toa
dién réng hai phdi, dugc chan doan bang xét nghlem
tim thay té bao ung thu trong ddm va sinh thiét niém
mac phé quan xac dinh Lepidic.

Tur khoa: Ung thu ph0| Ung thu bleu mo tuyén;
Ung thu biéu md tuyen xam lan tdi thi€u; Ung thu
bi€u md tuyén xam I4n t8i thi€u thé Lepidic.

SUMMARY
DIFFUSE LEPIDIC LUNG
ADENOCARCINOMA - LITERATURE REVIEW
AND CLINICAL CASE REPORTS

WHO's updated histopathological classification
2021, lung adenocarcinoma is divided into the
following types: Minimally Invasive Adenocarcinoma
(MIA); Invasive Non-Mucinous Adenocarcinoma
(INMA); Invasive Mucinous Adenocarcinoma (IMA);
Coiloide Adenocarcinoma (CA); Fetal Adenocarcinoma
(FA) and Enteric Adenocarcinoma (EA). Minimally
invasive  adenocarcinoma  (MIA) usually has
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predominant characteristic components, including
Lepidic (Lepidic Predominant Adenocarcinoma - LPA)
and Acinar Predominant Adenocarcinoma (APA) with
varying degrees of low-grade malignancy. Lepidic
MIA’s are usually shown on CT chest film by ground
glassis Opacity (GGO) or semi-solid nodules (Part Solid
- PS) with narrow focal area. If this form is detected
and treated specifically, the prognosis is usually good,
the rate of complete cure and 5-year survival is very
high. We report a case of Lepidic MIA that is quite
special, different from the usual with widespread
damage to both lungs, diagnosed by testing for cancer
cells in sputum and bronchial mucosal biopsy.

Keywords: Lung cancer; Adenocarcinoma;
Minimally invasive adenocarcinoma; Lepidic minimally
invasive adc,anoca[cinoma.

I. DAT VAN PE

Ung thu bi€u md tuyén thé Lepidic uu thé,
hoac LPA, la mot thuat nglr da dugc sir dung
trong phan loai cia WHO nam 2015, cap nhat
2021. M3c du ngudi ta d& nhan ra rang xam Ian
da xuat hién song md hinh Lepidic van chiém uu
thé. LPA dai dién cho su tang sinh cla t€ bao
phéi tudng tu nhu thdy trong MIA, song hién
dién & it nhat mot vi tri, kich thudc > 5mm. Qua
trinh xadm 18n dugc kiém soat bdi su hién dién
cla su tang trudng nonlepidic (6ng tui phé nang,
nhd, nhiéu u nhd nho, va/hodc td chirc dém lién
quan vai cac t&€ bao u xam 13n).12

Trén CT, LPA thudng xuat hién nhu mot not
PS, khu trd vé@i thanh phan dac cé kich thudc I6n
hon 5 mm (c6 thé nhé han 5 mm trén CT nguc &
mot s6 BN). MGt s6 nghién cru gan day vé ung
thu' bi€u mo tuyén giai doan dau cho thiy LPA c
tién lugng tot, ty 1€ song thém 5 nam néu khong
c6 bénh tat khac tir 86% dén 90%.

LPA lan tod dugc nhan dién néu khéi u xam
nhdp vao bach huyét, mach mdau, mang phdi
hodc cac vung hoai tir. Trong trudng hgp nay
thuong thi thudt nglr LPA sé khong dugc s
dung nifa, ngudi ta coi do 13 giai doan phat trién
lan tran cla khdi u vao td chic nhu md lanh
xung quanh cling nhu cdu tric Lepidic sé khd
phéan biét trong boi canh nay.”
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Phan loai m6 bénh trudc 2015, Lepidic MIA
dudc goi Vvéi thuét nglr “ung thu bi€u md ti€u
phé€ quan, phé nang” (BAC). Thuat nglr nay hién
nay khong con dugc s dung. Néi dén MIA, dac
biét thé Lepidic thudng thi ngudi ta s& hinh dung
cho mdt vung ton thuong khu trd, dién hep, mirc
d6 ac tinh (Grade malignant) thap va tién lugng
diéu tri tét. Tuy nhién, trén thuc t&€ c6 nhing
trudng hgp MIA da lan rdng song ngudi ta van
tim thay cau trdc Lepidic trong do.4>

Trudng hgp chlng t6i bao cao co I€ la dai
dién tiéu bi€u hinh thai Lepidic lan toa. Hy vong
sau bao cdo nay ching toi sé nhan dugc nhiéu y
kién gbp y/bd sung/ ddng thudn/khdng déng
thuan clia cac doc gia. Khoa hoc thudng di doi
vGi tranh luan va chdng toi sé ludn tran trong y
kién clia cac qui vi.

Il. BAO CAO CA BENH

Bénh nhan ni, 25 tudi vao vién vi khé tha.

Tién si: BN xudt hién cac dau hiéu bat
thuGng dudng ho hap tr nam 2020 vdi viéc xuat
hién nhiéu cac dgt ho, c6 dGm, kho thé.

Bénh s: Dau nam 2022 BN nhap vién Pham
Ngoc Thach thanh phG HO Chi Minh diéu tri vi
suy h6 hap cap, can nguyén khong rG. Khi ra
vién bénh 6n dinh, BN trd vé qué ngoai bac sinh
s6ng. Thang 3/2022 BN médc Covid 19, tu diéu tri
tai nha. Sau khoi Covid 1 tuan (XN am tinh) BN
thay xuat hién kho thd, tdc nguc, ho nhiéu, dodm
lodng. Bé&nh nhan d3 dén BV tinh kham, chan
doén viém phéi va diéu tri 1 tudn khdng dd, khé
thd nhiéu va dudc chuyén 1&n diéu tri tai trung
tdm c&p cfu BV Bach mai. Tai ddy BN dugc chén
doéan TD lao phdi - Bui phdi — chua loai trir viém
phéi do Covid 19 kéo dai. Do vdy BN dugc
chuyé&n dén BV Phéi trung uong tiép tuc diéu tri.

Kham IGc vao BN tinh, ti€p xdc tot, khd thd
nhe, thd o xy mask 15 I|t/phut khong sot; nghe
phdi glam thdng khi, ran @m, ran ngd 2 ph0| uu
thé vling thap. T|m nhip déu, tan s6 120
[4n/phdt, HA: 120/70mHg. Thé trang BN géy, da
xanh, niém mac kém hong. Cac bd phan khac
khong cé gi dac biét.

Bénh nhan dugc chup X quang nguc qui udc,
k&t qua chi tiét dugc thé hién trong hinh 1.

Can c vao két qua X quang nguc va bénh
str, cac BS chan doan so bd: TD lao phdi

*Cac XN tu thuong qui dén chuyén sau da
dugc ti€én hanh:

- CTM: BC 13.61G/L, TT63.7%; BC &i toan:
0%; céc chi s6 khac trong gigi han binh thudng.

- Cac chi s6 dong cam mau cd ban trong gidi
han binh thudng.
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- Sinh hoa mau: Khong thay bat thudng. CRP:
0,478.

- Sinh hod nudc ti€u: Khdng thady bat thudng.

- Dién giai d6 cd Kali giam nhe(3.15 mmol/L).

- Khi mau: PCO2; PO2 giam nhe.

*Cac XN vi sinh ddi vGi bénh phdm dom va
mau cling dugc ti€n hanh

- XN AFB truc tiép: 3 mau am tinh

- Gene Xpert/RMP Am tinh

- Nu6i cdy dom/dich rira phé quan véi MTB:
Am tinh

- Nudi cdy dom/dich ria phé quan véi VK
ngoai lao: Am tinh

- C&y mau (3 Ian): Am tinh.

Hinh 1. X quang nguc qul u’a’c khi BN moi
nhdp vién
MG lan toa dang tham nhiém dién rong hai
phdi. Hinh thai thdm nhiém (ddng dic khong
hoan toan) va phan bd ton thuong hudng nhigu
dén lao phdi.
Bénh nhan dudc chup cat I8p vi tinh bdng
may 64 |at cat, co tiém thubc can quang. Chi tiét
hinh anh va két qua dugc thé hién tai hinh 2 va 3.

-
Hmh 2.Cr ngu‘c cua sé pho:, cdc Iat cat tor
trén xuéng cua BN

A-D: Phéi pha| Xuat hién rat nhiéu not/vung
dac, cac n6t rong vung 16i (da loai trir glan phé
quan); gianh gldl nét/vung dong ddc rd nét,
phan bd theo giai phiu theo rdnh lién tiéu thuy.
A-D: Phéi trai: Ngoai cac tdn thuong déng dic
nhu bén phai, ndi trdi lai 1a cac phé nang/tiéu
thuy phdi gidn véi su’ hién hinh cua cac vach lién
ti€u thuy, nhiéu vach bi pha huy tao tinh trang
“thdng vach”; t6n thuang uu thé viing sau va 1/3
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trén. Phéi trai giam thé tich, trung that sang trai.

]
Hinh 3. CT ngutc, cdc anh dung cua sé phéi

A: Sagital bén phai; B: Coronal mdt phang
qua Carina; C: Sagital bén trai

Ngoai cac déc diém hinh anh anh da néu tai
hinh 2 c6 mét s6 nhan dinh b8 sung: A. Cac ton
thuong khong vugt qua ranh lién huy 16n (mii
tén vang); B. Tinh trang dong dac bam sat khi
quan, phé quan goc hai bén.

V@i tn thuong nhu bén phdi trai, cac bac sy
cho rdng nhiéu kha ndng BN cd thé bj ndm phdi
Aspergillus man tinh. Cac ky thudt chdn doan
nam da dudc tién hanh (soi d6m, cdy ndm ddm)
cho két qua am tinh; Xét nghiém Aspergillus
Galactomanan dinh lugng am tinh. Song song Vvdi
XN d8m tim nam, nhudém PAS (Periodic Acid
Schiff) 3 [an déu cho két qua am tinh (loai trir
kha nang bénh tich Protein phé nang).

Hmh 4 CT ngu’c, cua s6 trung that sau
tiém, céc lat cat tr trén xuéng
A-D: Giam thé tich phdi tri, trung that sang
trdi; khong thay hinh hach I6n trung that; phan
nhu md hai phéi déng déc ngdm can quang rat kém.

Bénh nhan dugc hdi chan lién khoa trong
bénh vién. Cac hudng chan doan da dudc ra soat
va khong cho bat ky két qua kha quan nao. Con
lai, liéu day cé phai la 1 trudng hop ung thu phdi
khéng? K phéi thé khéi dugc loai trir. Huéng xem
xét thé lan toa hodc th(r phat dugc can nhic.

MOt s6 Marker ung thu da dugc ti€n hanh va
cho két qua kha cao. CA 15-3: 255.80 U/mL
(binh thuGng 0- 25U/mL); CA 125: 163.2 U/mL
(binh thudng 0-35 U/mL); CEA: 24.45 ng/mL
(binh thudng < 5 ng/mL).

MOt diéu dac biét la hang ngay BN khac ra rat
nhiéu ddm bot va chi dinh xét nghiém ddm tim
té bao ung thu dd dugc tién hanh. BN dugc
huéng dan uong nhiéu nudc, vo dung va lay
ddm vao bubi sang, ap dung ky thudt Cellblock
(dung nén khoi TB co dugc tur ly tdm lugng I6n
dom bot); chi tiét cac két qua nhu sau:

- Lan 1: C6 két qua: Hinh anh té€ bao biéu mé
hudng ac tinh/ Dich dom nhiém Vi khuan

D& nghi: Xét nghiém thém mau 2

Chi tiét tiéu ban MBH [an 1 dugc thé hién tai
hinh 5
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Hinh 5. MBH khéi Cellblock dom ciua nguoi
bénh (A, B: HE VK x40, HMMD x 40)

Manh cit t khdi t& bao thady nhiéu dam té bao
bleu mo (mw tén), t& bao nhan to, thd, chat nhiém
sdc tu von, bao tuong ua kiém, hat nhén rd. Xen
k& tap khu5n, ndm men. Cac t& bao u nhuém
duang tinh véi TTF1 (Hinh C) Va CK7 (Hinh D).

- Lan 2: Manh cét tir khéi t&€ bao thdy chét
hoai tr, t€ bao thodi hoa, it bach cau trung tinh,
lympho bao, dai thuc bao va t€ bao biéu md
nhan déu. Két luan: Phién do viém. Khong thay
t€ bao ac tinh.

NOi soi phé quan cé sinh thi€t niém mac phé
quan goc trai da dugc ti€n hanh, két qua mo
bénh da cho ching t6i chdn dodn mé bénh hoc
la Ung thu bi€u mé tuyén, thién vé tip lepidic

Hinh &nh chi tiét md bénh hoc dugc thé hién tai
hinh 6. Bénh nhan da dugc XN tim dét bién gen
EGFR cho ket qua khong t|m thay Gene dot bién.
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Hinh 6. MBH manh sinh thiét niém mac phé

quan goc trdi cua bénh nhan
Manh sinh thiét la ving mé phé quan, mé phé
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nang va vung mo lién két. Mo lién két ha niém
mac thdy nhiéu dam t& bao bi€u md tuyén xam
nhap, t€ bao nhan ddc tdng sac va mat cuc tinh.
Cac t€ bao nay sap xép tao cau tric tuyén vdi t&
bao u xép 1 hang trén vach phé nang, ggi dang
lepidic (M{i tén cam). MOt s6 t€ bao qua san tao
vi nhu trong khong gian phé nang (Mdi tén xanh
duang). Cau trdc nay ggi dang lepidic.

Sau khi c6 chdn dodn xac dinh BN nhéan tur
choi diéu tri va xin ra vién.

*Chan doan xac dinh cudi cung cua ca
bénh: Ung thu bi€u méd tuyén phdi, thé Lepidic.

I1l. BAN LUAN i

K& ca khi da cé két qua cubi cing thi day van
la ca bénh gdy nhiéu tranh cdi nhat Ia vé chan
doan hinh anh. V& dinh nghia, ung thu phéi
(UTP) la viéc xudt hién cac té bao ac tinh tir 16p
t€ bao niém mac derng dan khi, niém mac phe
nang, niém mac cac tuyén ph0| 1 MBH/GPB t6
chirc 18y ra truc tiép tir tén thuong dudc coi la
tiéu chuan vang chadn doan. V& MBH UTP hién
nay van dugc chia thanh 2 loai I6n: UTP khong
té bao nhdé va UTP té€ bao nho. Phan loai MBH
2015 va cdp nhat 2021 cta WHO thé hién rét chi
tiét cu thé cac typ, dudi typ. Thé Lepidic thudc
phan nhanh UT biéu mé tuyén, cd ciu trdc hinh
“vay ca”, xuat phat tir niém mac dudng thd nhd
nhat (ti€u ph& quan hd hip) va niém mac phé
nang. Thuat nglr nay dung nguyén ban ti€ng Anh,
khong dich sang tiéng Viét. Phan loai trudc 2015
dang ung thu nay cd tén BAC (Bronchogenic
Alveolar Carcinoma). Ton thuong cd ban clia dang
ung thu nay sé gay tinh trang 1ap day phé nang
ma trong cac tai liéu giang day chan doan hinh
anh trudc day thudng goi “hdi chirng Iap day phé
nang”. Cac dang UTP khac thu‘dng bleu hién dang
n6t/khoi hoac xep don vi g|a| phau phdi néu u
chén/ndm trong phé& quan géc.2

D&i chiéu vdi tiéu chudn ndi trén, ching toi
xin dua ra mot vai ban luan sau day:

(1) Vé dién bién 1am sang: Theo y vén, day la
dang UTP cé dd &c tinh thap, dién tién cham.
Piéu nay kha phu hgp véi BN nay bat dau biéu
hién bénh tir dau 2020 bang nhitng dau hiéu bat
terdng du‘dng ho hap Ho, khac ddm, kho tha
v6i cac biu hién nhiém trung nhe, dan xen cac
doth thodi trién. Nhiéu kha nang khi d6 bénh da
khai biéu bang thé Lepidic tai chd; (2) Hinh anh
hién tai cla viéc dong dac/lap day cac phé
nang/tiéu thuy phdi (thdy rd bén phdi phai) cling
la phu hop vdi Lepidic tién trién. Diém khac biét
& day 1a ton thueng xudt hién rat nhiéu & (dang
da &) ma trong cac y van Lepidic chua hé ndi téi.
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Xem xét vé MBH, Lep|d|c dang vay ca, rat dé
bong tréc khéi td chlrc niém mac va c6 kha ndng
di chuyen gua kénh Lamper va 16 Kohn (kenh
thong ti€u phé quan va Io thong phé nang) co
thé tao ra rat nhiéu cac 6 tén thuong khac nhau.
bdc biét do ton terdng u phat trién lan tran qua
cac 16 phé& nang nén trong vling tén terdng hau
hét cac phé nang sé€ bi 1dp day song van cd
nhiing phe nang ton thuong khdng lan tran vao
dugc, thé hién trén phim 1a nhiing kén khi véi
d3c diém mat trong rdt tron nhan. Diéu nay
dung vdi hoan canh thuc t€ véi thuat ngir “trong
vung dich chiém déng van c6 vung tu do”. Cac
phé nang “c6 thu” khoéng cho t€ bao ung thu
xam nhap, bi cang gian dan do cac dudng cap
khi ban dau chua bi chén ép hoan toan bdi to
chirc u vung lan can. Luan giai nay cling phu hgp
vGi viéc chung toi da tim thay té€ bao ung thu
trong d6m cla BN. Viéc cac té bao u “lang
thang” & trong ddm cling ¢ thé dat gia thiét cho
viéc tn thuang xuét hién & ca hai bén phai.

Khé khan I6n nhat trudng hdp nay khi luan
gidi hinh anh tén thuong & phéi trai. Cac
nét/viing 1&p day phé nang tudng tu nhu phdi
phai co & khong can giai thich gi thém. Cac vung
xuét hién nhiéu tiéu thuy phéi cdng gian véi hinh
anh day 1&n va pha thdng cua céc vach lién tiéu
thuy thuc sy kho giai thich bang ton thudng do
ung thu. Theo ching t6i & day cé Ié BN da nhiem
Sars-CoV-2 gdy viém phéi trai trong lich si va
gid dé€ lai hinh anh di chitng xd hoa khoang k&
phdi hop. Phéi trai gidm thé tich la bang chlng
thé hién su xd hod. Diéu con lai duy nhat dén
gig chung t6i chua luan giadi dugc do la su cang
chudng céc tiéu thuy va pha thdng vach. Theo y
van va kinh nghiém cta chdng t6i hinh anh nay
thudng gdp trong bénh ndm phéi Aspergillus
xam lan song cac phuang cach tim ndm ching
t6i déu da lam song déu khong tim thay.

Khi chua tim ra t€ bao ung thu ctia BN nay,
mot sO chuyén gia néu can phai phan biét vdi
bénh md bao X phéi. Tuy nhién déi chiéu y van
trong md bao X cac nét phéi thudng nhd hon,
rong 10i, phdn b6 ngau nhién, vu thé ving cao
va tuyét nhién khong bao gid lan tran dén vung
cac tui cung sudn — hoanh. Giai doan mudn cua
mo bao X cling cé hinh anh cang chuéng, pha
thdng vach cac tiéu thuy phdi, tao ra cac hinh
anh “ky quai” song thudng & ving cao hai phéi.
Tuy nhién, viéc loai bd hoan toan mét trudng
hgp m6 bao X c6 hinh anh khac thudng & BN nay
la hoan toan chua c6 cd s6 chac chén.

TU trudec dén nay ching ta van cf mac dinh
viéc lan tran truc tiép tir khéi u phdi ra khu vuc
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nhu mé lanh xung quanh thutng qua td chiic k&
thong qua qua trinh dai thuc bao. Tuy nhién
theo hiéu biét cua chung t6i cho dén nay van
chua c6 nghién ciu y van nao loai bo kha nang
t€ bao u lan tran qua du‘dng dan khi va qua 16
phé nang. Chae M va cong su dd tién hanh
nghién cru su tai phat tai cho cua khai u khi phau
thudt cit bd phan u ma khdng cit bo ca thuy phdi
(cat hinh chém). Két qua nghién cliu chi ra rang

bi€u hién ban dau cla tai phat 1a u 18p day phé

nang ch( khong phai day khoang ke. 7

IV. KET LUAN

Theo ching t6i day la mét ca bénh UTPBMT
thé Lepidic khd chan doéan, hinh anh tén thuong
khéng giéng nhu kinh dién mé ta va logic cua
chén doan cd thé chua that chdt ch&, song bang
chirng vé MBH 13 hoan toan khéng thé chdi cai.
Hinh X quang thudng qui rat giéng vdéi lao phdi,
viéc luén giai cac hinh ton thuong trén CT nguc
c6 |& sé con nhiéu dbc gid chua that hai long. Do
vay, qua bao cdo ca bénh nay, chiing toi rat mong
muén nhan dugc cac y ki€én dong goép, phan hoi
tur cac doc gia. Chang t6i s€ ludn tran trong moi y
ki€n dong gdp va chan thanh cam an.
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Muc tiéu: banh g|a chat lugng xét nghiém hoa
sinh tren hé thong may sinh hoa tu dong cobas 6000
bang cong cu six sigma tai khoa xét nghiém Bénh vién
Trudng Dai th Y Dugc Hué. Tinh ti I€ chi s6 muc tiéu
chat lugng cta phén tich nham xac dinh ddng van dé
chat lugng con ton tai tai phong xét nghiém. Nguyen
liéu va phu‘dng phap: Gia tri Six Sigma_ dugc xac
dinh béi gia tri bién thién (CV) tir két qua ndi kiém tra
3 thang lién ti€p, DO léch Bias ldy tUr két qua ngoai
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kiém tra trong 3 thang va sai s0 toan bd cho phép
(TEa) tham khao tur CLIA. Néu g|a tri Six Sigma 2 6,
tir 3 dén 6, va < 3 dugc danh gia lan lugt la dang cap
thé qidi, tt va khong thé chap nhan. Ti I& chi s& muc
tiéu chat lugng dugc tinh dua trén gia tri Six Sigma va
CV% cla moi xét nghiém. Két qua: Cac xét nghiém
hod sinh clia phong xét nghiém co gia tri Sigma> 6 &
ca 2 mirc nong do gém: Amylase, HDL-C, Triglycerid;
& mUc nong do 2 gom: AST, ALT, LDH. Xét nghiém cé
gia tri 3< Sigma <6 & ca 2 miic nong d6 gom: ALP,
Cholesterol, LDL-C, Protein, Urea, Billirubin TP; & muc
nong do 1 gom: Glucose, LDH, ALT, AST, Calcicum,
Acid uric; 8 mic ndng d6 2 gom: Acid uric, Calcicum,
Glucose, Albumin, GGT, K+. cac xét nghiém co gia tri
sigma<3 § ca@ 2 mlc nong d6 gom: Chloride,
Creatinin, Na+;  mlfic néng do 1 gobm: Albumin, GGT,
K+. Cac xét nghiém cé Sigma<4 thi c6 chi s6 QGI>1,2
3 mirc néng dd 2 gom: K+. Chi s6 0,8< QGI<1,2 &
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